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METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

NITRIC OXIDE TREATMENT

CROSS REFERENCE TO RELATED APPLICATIONS

[0001] This application is a continuation of U.S. Application Serial No. 12/820,866,

filed June 22, 2010, which is a continuation of U.S. Serial No. 12/494,598, filed June 30, 2009,

and now abandoned. This application is also a continuation of U.S. Serial No. 13/651,660, filed

October 15, 2012, which is a continuation of U.S. Application Serial No. 12/821,041 (now U.S.

Patent No. 8,293,284), filed June 22, 2010, which is a continuation of U.S. Application Serial

No. 12/494,598, filed June 30, 2009, and now abandoned.

BACKGROUND OF THE INVENTION

[0002] INOmax®, (nitric oxide) for inhalation is an approved drug product for the

treatment of term and near-term (>34 weeks gestation) neonates having hypoxic respiratory

failure associated with clinical or echocardiographic evidence of pulmonary hypertension.

[0003] The use of inhaled NO (iNO) has been studied and reported in the literature.

(Kieler—Jensen M et al., 1994, Inhaled Nitric Oxide in the Evaluation of Heart Transplant

Candidates with Elevated Pulmonary Vascular Resistance, J Heart Lung Transplantation

13 2366-375; Pearl RG et al., 1983, Acute Hemodynamic Effects of Nitroglycerin in Pulmonary

Hypertension, American College ofPhysicians 99:9-13; Ajami GH et al., 2007, Comparison of

the Effectiveness of Oral Sildenafil Versus Oxygen Administration as a Test for Feasibility of

Operation for Patients with Secondary Pulmonary Arterial Hypertension, Pediatr Cardiol;

Schulze-Neickl et al., 2003, Intravenous Sildenafil Is a Potent Pulmonary Vasodilator in

Children With Congenital Heart Disease, Circulation 108(Suppl II):II—167—II—173; Lepore JJ et

al., 2002, Effect of Sildenafil on the Acute Pulmonary Vasodilator Response to Inhaled Nitric

Oxide in Adults with Primary Pulmonary Hypertension, The American Journal ofCardiology

901677-680; and Ziegler JW et al., 1998, Effects of Dipyridamole and Inhaled Nitric Oxide in

Pediatric Patients with Pulmonary Hypertension, American Journal ofRespiratory and Critical

Care Medicine 158: 1388-95).
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SUMMARY OF THE INVENTION

[0004] One aspect of the invention relates to a pre-screening methodology or protocol

having exclusionary criteria to be evaluated by a medical provider prior to treatment of a patient

with iNO. One objective of the invention is to evaluate and possibly exclude from treatment

patients eligible for treatment with iNO, who have pre-existing left ventricular dysfunction

(LVD). Patients who have pre-existing LVD may experience, and are at risk of, an increased

rate of adverse events or serious adverse events (e.g., pulmonary edema) when treated with iNO.

Such patients may be characterized as having a pulmonary capillary Wedge pressure (PCWP)

greater than 20 mm Hg, and should be evaluated on a case-by-case basis with respect to the

benefit versus risk of using iNO as a treatment option.

[0005] Accordingly, one aspect of the invention includes a method of reducing the risk

or preventing the occurrence, in a human patient, of an adverse event (AE) or a serious adverse

event (SAE) associated with a medical treatment comprising inhalation ofnitric oxide, said

method comprising the steps or acts of (a) providing pharmaceutically acceptable nitric oxide

gas to a medical provider; and, (b) informing the medical provider that excluding human

patients who have pre-existing left ventri cular dysfunction from said treatment reduces the risk

or prevents the occurrence of the adverse event or the serious adverse event associated with said

medical treatment.

[0006] Further provided herein is a method of reducing the risk or preventing the

occurrence, in a human patient, of an adverse event or a serious adverse event associated with a

medical treatment comprising inhalation of nitric oxide, said method comprising the steps or

acts of (a) providing pharmaceutically acceptable nitric oxide gas to a medical provider; and,

(b) informing the medical provider that human patients having prc-existing left ventricular

dysfunction experience an increased risk of serious adverse events associated with said medical

treatment.

[0007] Another aspect of the invention is a method of reducing one or more of an AE or

a SAE in an intended patient population in need ofbeing treated with iNO comprising the steps

or acts of (a) identifying a patient eligible for iNO treatment; (b) evaluating and screening the
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patient to identify if the patient has pre—existing LVD, and (C) excluding from iNO treatment a

patient identified as having pre—existing LVD.

[0008] Another aspect of the invention is a method of reducing the risk or preventing the

occurrence, in a patient, of one or more of an AE or a SAE associated with a medical treatment

comprising iNO, the method comprising the steps or acts of (a) identifying a patient in need of

receiving iNO treatment; (b) evaluating and screening the patient to identify if the patient has

pre-existing LVD; and (c)administering iNO if the patient does not have pre-existing LVD,

thereby reducing the risk or preventing the occurrence of the AE or the SAE associated with the

iNO treatment. Alternatively, step (c) may comprise further evaluating the risk versus benefit of

utilizing iNO in a patient where the patients has clinically significant LVD before administering

iNO to the patient.

[0009] In an exemplary embodiment of the method, the method further comprises

informing the medical provider that there is a risk associated with using inhaled nitric oxide in

human patients who have preexisting or clinically significant left ventricular dysfunction and

that such risk should be evaluated on a case by case basis.

[0010] In another exemplary embodiment of the method, the method further comprises

informing the medical provider that there is a risk associated with using inhaled nitric oxide in

human patients who have left ventricular dysfunction.

[0011] In an exemplary embodiment of the methods described herein, a patient having

pre—existing LVD is characterized as having PCWP greater than 20 mm Hg.

[0012] In an exemplary embodiment ofthe method, the patients having pre-existing

LVD demonstrate a PCWP Z 20 mm Hg.

[0013] In another exemplary embodiment of the method, the iNO treatment further

comprises inhalation of oxygen (02) or concurrent ventilation.

[0014] In another exemplary embodiment of the method, the patients having pre-

existing LVD have one or more of diastolic dysfunction, hypertensive eardiomyopathy, systolic

dysfunction, ischemic eardiomyopathy, viral eardiomyopathy, idiopathic eardiomyopathy,

autoimmune disease related eardiomyopathy, drug—related eardiomyopathy, toxin—related

eardiomyopathy, structural heart disease, valvular heart disease, congenital heart disease, or

associations thereof.
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[0015] In another exemplary embodiment of the method, the patient population

comprises children.

[0016] In another exemplary embodiment of the method, the patient population

comprises adults.

[0017] In another exemplary embodiment of the method, the patients who have pre-

existing LVD are at risk of experiencing an increased rate of one or more AEs or SAEs selected

from pulmonary edema, hypotension, cardiac arrest, electrocardiogram changes, hypoxemia,

hypoxia, bradycardia, or associations thereof.

[0018] In another exemplary embodiment of the method, the intended patient population

in need ofbeing treated with inhalation of nitric oxide has one or more of idiopathic pulmonary

arterial hypertension characterized by a mean pulmonary artery pressure (PAPm) > 25 mm Hg

at rest, PCWP 5 l5 mm Hg, and a pulmonary vascular resistance index (PVRI) > 3 u-m2;

congenital heart disease with pulmonary hypertension repaired and unrepaired characterized by

PAPm > 25 mm Hg at rest and PVRI > 3 u~m2; cardiomyopathy characterized by PAPm >

25 mm Hg at rest and PVRI > 3 u-m2; or the patient is scheduled to undergo right heart

eatheterization to assess pulmonary Vasoreactivity by acute pulmonary Vasodilatation testing.

[0019] In another exemplary embodiment of any of the above methods, the method

further comprises reducing left ventricular afterload to minimize or reduce the risk of the

occurrence of an adverse event or serious adverse event being pulmonary edema in the patient.

The left ventricular afterload may be minimized or reduced by administering a pharmaceutical

dosage form comprising nitroglycerin or calcium channel blocker to the patient. The left

ventricular afterload may also be minimized or reduced using an intra-aortic balloon pump.

DETAILED DESCRIPTION OF THE EXEMPLARY EMBODIMENTS

[0020] IN Omax® (nitric oxide) for inhalation was approved for sale in the United States

by the U.S. Food and Drug Administration (“FDA”) in 1999. Nitric oxide, the active substance

in INOmax®, is a selective pulmonary vasodilator that increases the partial pressure of arterial

oxygen (PaO2) by dilating pulmonary vessels in better ventilated areas of the lung, redistributing

pulmonary blood flow away from the lung regions With low ventilation/perfusion (V/Q) ratios

toward regions with normal ratios. INOmax® significantly improves oxygenation, reduces the
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need for extracorporeal oxygenation, and is indicated to be used in conjunction with ventilatory

support and other appropriate agents. The FDA—approved prescribing information for INOmax®

in effect in 2009 is incorporated herein by reference in its entirety. The DOSAGE section of the

prescribing information for INOmaX® states that the recommended dose of INOmaX® is

20 ppm, and that treatment should be maintained up to 14 days or until the underlying oxygen

desaturation has resolved and the neonate is ready to be weaned from 1NOmax® therapy. The

CONTRAINDICATIONS section of the prescribing information for INOmax® states that

INOmax® should not be used in the treatment of neonates known to be dependent on right-to-

left shunting of blood.

[0021] INOmax® is a gaseous blend ofNO and nitrogen (0.08% and 99.92%

respectively for 800 ppm; and 0.01% and 99.99% respectively for 100 ppm) and is supplied in

aluminium cylinders as a compressed gas under high pressure. In general, INOmax® is

administered to a patient in conjunction with vcntilatory support and O2. Dclivcry dcviccs

suitable for the safe and effective delivery of gaseous NO for inhalation include the IN Ovent®,

INOmax DS®, INOpulse®, 1NOblender®, or other suitable drug delivery and regulation

devices or components incorporated therein, or other related processes, which are described in

various patent documents including USPNS 5,558,083; 5,732,693; 5,752,504; 5,732,694;

6,089,229; 6,109,260; 6,125,846; 6,164,276; 6,581,592; 5,918,596; 5,839,433; 7,114,510;

5,417;950; 5,670,125; 5,670,127; 5,692,495; 5,514,204; 7,523,752; 5,699,790; 5,885,621; US

Patent Application Serial Nos. 11/355,670 (US 2007/0190184); 10/520,270 (US

2006/0093681); 11/401,722 (US 2007/0202083); 10/053,535 (US 2002/0155166); 10/367,277

(US 2003/0219496); 10/439,632 (US 2004/0052866); 10/371,666 (US 2003/0219497);

10/413,817 (US 2004/0005367); 12/050,826 (US 2008/0167609); and PCT/US2009/045266, all

of which are incorporated herein by reference in their cntircty.

[0022] Such devices deliver INOmax® into the inspiratory limb of the patient breathing

circuit in a way that provides a constant concentration of NO to the patient throughout the

inspired breath. Importantly, suitable delivery devices provide continuous integrated

monitoring of inspired 02, NO; and NO, a comprehensive alarm system, a suitable power

source for uninterrupted NO delivery, and a backup NO delivery capability.
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[0023] As used herein, the term "children" (and variations thereof) includes those being

around 4 weeks to 18 years of age.

[0024] As used herein, the term "adult" (and variations thereof) includes those being

over 18 years of age.

[0025] As used herein, the terms "adverse event" and "AE" (and variations thereof)

mean any untoward occurrence in a subject or clinical investigation subject administered a

pharmaceutical product (such as nitric oxide) and which does not necessarily have a causal

relationship with such treatment. An adverse event can therefore be any unfavorable and

unintended sign (including an abnormal laboratory finding), symptom, or disease temporarily

associated with the use of a medicinal/investigational product, whether or not related to the

investigational product. A relationship to the investigational product is not necessarily proven

or implied. However, abnormal values are not reported as adverse events unless considered

clinically significant by the investigator.

[0026] As used herein, the terms "adverse drug reaction" and "ADR" (and variations

thereof) mean any noxious and unintended response to a medicinal product related to any dose.

[0027] As used herein, the terms "serious adverse event" and "SAE" (or "serious adverse

drug reaction" and "serious ADR") (and variations thereof) mean a significant hazard or side

effect, regardless of the investigator's opinion on the relationship to the investigational product.

A serious adverse event or reaction is any untoward medical occurrence that at any dose: results

in death; is life-threatening (which refers to an event/reaction where the patient was at risk of

death at the time of the event/reaction, however this does not refer to an event/reaction that

hypothetically may have caused death if it were more severe); requires inpatient hospitalization

or results in prolongation of existing hospitalization; results in persistent or significant

disability/incapacity; is a congenital anomaly/birth defect; or is a medically important cvcnt or

reaction. Medical and scientific judgment is exercised in deciding whether reporting is

appropriate in other situations, such as important medical events that may not be immediately

life threatening or result in death or hospitalization but may jeopardize the subject or may

require medical or surgical intervention to prevent one of the other outcomes listed above--these

are also considered serious. Examples of such medical events include cancer, allergic

bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias
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or convulsions that do not result in hospitalizations, or the development of drug dependency or

drug abuse. Serious clinical laboratory abnormalities directly associated with relevant clinical

signs or symptoms are also reported.

[0028] Left Ventricular Dysfunction. Patients having pre-existing LVD may be

described in general as those with elevated pulmonary capillary wedge pressure, including those

with diastolic dysfunction (including hypertensive cardiomyopathy), those with systolic

dysfunction, including those with cardiomyopathies (including ischcmic or viral

cardiomyopathy, or idiopathic cardiomyopathy, or autoimmune disease related cardiomyopathy,

and side effects due to drug related or toxic—related cardiomyopathy), or structural heart disease,

valvular heart disease, congenital heart disease, idiopathic pulmonary arterial hypertension,

pulmonary hypertension and cardiomyopathy, or associations thereof. Identifying patients with

pre-existing LVD is known to those skilled in the medicinal arts, and such techniques for

example may include assessment of clinical signs and symptoms of heart failure, or

echocardiography diagnostic screening.

[0029] Pulmonary Capillary Wedge Pressure. Pulmonary capillary wedge pressure, or

"PCWP", provides an estimate of left atrial pressure. Identifying patients with pre-existing

PCWP is known to those skilled in the medicinal arts, and such techniques for example may

include measuring by inserting a balloon—tipped, multi—lumen catheter (also known as a Swan-

Ganz catheter). Measurement of PCWP may be used as a means to diagnose the severity of

LVD (sometimes also referred to as left ventricular failure). PCWP is also a desired measure

when evaluating pulmonary hypertension. Pulmonary hypertension is often caused by an

increase in pulmonary vascular resistance (PVR), but may also arise from increases in

pulmonary venous pressure and pulmonary blood volume secondary to left ventricular failure or

mitral or aortic valve disease.

[0030] In cardiac physiology, the term “afterload” is used to mean the tension produced

by a chamber of the heart in order to contract. If the chamber is not mentioned, it is usually

assumed to be the left ventricle. However, the strict definition of the term relates to the

properties of a single cardiac myocyte. It is therefore of direct relevance only in the laboratory;

in the clinic, the term “end-systolic pressure” is usually more appropriate, although not

equivalent.
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[0031] The term "left ventricular afterload" (and Variations thereof) refers to the pressure

that the chamber of the heart has to generate in order to eject blood out of the chamber. Thus, it

is a consequence of the aortic pressure, since the pressure in the ventricle must be greater than

the systemic pressure in order to open the aortic valve. Everything else held equal, as afterload

increases, cardiac output decreases. Disease processes that increase the left ventricular afterload

include increased blood pressure and aortic valve disease. Hypertension (increased blood

pressure) increases the left ventricular afterload because the left ventricle has to work harder to

eject blood into the aorta. This is because the aortic valve won't open until the pressure

generated in the left ventricle is higher than the elevated blood pressure. Aortic stenosis

increases the afterload because the left ventricle has to overcome the pressure gradient caused

by the stenotic aortic valve in addition to the blood pressure in order to eject blood into the

aorta. For instance, if the blood pressure is 120/80, and the aortic valve stenosis creates a trans-

valvular gradient of 30 mmHg, the left ventricle has to generate a pressure of 110 mmHg in

order to open the aortic valve and eject blood into the aorta. Aortic insufficiency increases

afterload because a percentage of the blood that is ejected forward regurgitates back through the

diseased aortic valve. This leads to elevated systolic blood pressure. The diastolic blood

pressure would fall, due to regurgitation. This would result in an increased pulse pressure.

Mitral regurgitation decreases the afterload. During ventricular systole, the blood can

regurgitate through the diseased mitral valve as well as be ejected through the aortic valve. This

means that the left ventricle has to work less to eject blood, causing a decreased afterload.

Aftcrload is largely dependent upon aortic pressure.

[0032] An intra-aortic balloon pump (IABP) is a mechanical device that is used to

decrease myocardial oxygen demand while at the same time increasing cardiac output. By

increasing cardiac output it also increases coronary blood flow and therefore myocardial oxygen

delivery. It consists of a cylindrical balloon that sits in the aorta and counterpulsates. That is, it

actively deflates in systole, increasing forward blood flow by reducing afterload, and actively

inflates in diastole increasing blood flow to the coronary arteries. These actions have the

combined result of decreasing myocardial oxygen demand and increasing myocardial oxygen

supply. The balloon is inflated during diastole by a computer controlled mechanism, usually

linked to either an ECG or a pressure transducer at the distal tip of the catheter; some IABPs,

such as the Datascope System 98XT, allow for asynchronous counterpulsation at a set rate,
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though this setting is rarely used. The computer controls the flow of helium from a cylinder into

and out of the balloon. Helium is used because its low viscosity allows it to travel quickly

through the long connecting tubes, and it has a lower risk of causing a harmful embolism should

the balloon rupture while in use. Intraaortic balloon counterpulsation is used in situations when

the heart's own cardiac output is insufficient to meet the oxygenation demands of the body.

These situations could include cardiogenic shock, severe septic shock, post cardiac surgery and

numerous other situations.

[0033] Patients eligible for treatment with iNO. In general, patients approved for

treatment of iNO are term and near—term (>34 weeks gestation) neonates having hypoxic

respiratory failure associated with clinical or echocardiographic evidence ofpulmonary

hypertension, a condition also known as persistent pulmonary hypertension in the newborn

(PPHN). Due to the selective, non-systemic nature of iNO to reduce pulmonary hypertension,

physicians skilled in the art further employ INOmax® to treat or prevent pulmonary

hypertension and improve blood 02 levels in a variety of other clinical settings, including in

both pediatric and adult patients suffering from acute respiratory distress syndrome (ARDS),

pediatric and adult patients undergoing cardiac or transplant surgeries, pediatric and adult

patients for testing to diagnose reversible pulmonary hypertension, and in pediatric patients with

congenital diaphragmatic hernia. In most, if not all, of these applications, INOmax® acts by

preventing or treating reversible pulmonary vasoconstriction, reducing pulmonary arterial

pressure and improving pulmonary gas exchange.

[0034] A small proportion of INOmax® sales stem from its use by clinicians in a
®

premature infant population. In these patients, INOmax ‘ is generally utilized by physicians as a

rescue therapy primarily to vasodilate the lungs and improve pulmonary gas exchange. Some

physicians speculate that INOmax® therapy may promote lung development and/or reduce or

prevent the future development of lung disease in a subset of these patients. Although the

precise mechanism(s) responsible for the benefits of IN Omax® therapy in these patients is not

completely understood, it appears that the benefits achieved in at least a majority of these

patients are due to the ability of INOmax® to treat or prevent reversible pulmonary

vasoconstriction.
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[0035] In clinical practice, the use of INOmax® has reduced or eliminated the use of

high risk systemic vasodilators for the treatment of PPHN. INOmax®, in contrast to systemic

vasodilators, specifically dilates the pulmonary vaseulature without dilating systemic blood

vessels. Further, iNO preferentially Vasodilates vessels of aveoli that are aerated, thus

improving V/Q matching. In contrast, systemic vasodilators may increase blood flow to

atelectatic (deflated or collapsed) alveoli, thereby increasing V/Q mismatch and worsening

arterial oxygenation. (See Rubin L], Kerr KM, Pulmonary Hypertension, in Critical Care

Medicine.‘ Principles ofDiagnosis and Management in the Adult, 2d Ed., Parillo JE, Dellinger

RP (eds.), Mosby, Inc. 2001, pp. 900-09 at 906; Kinsella JP, Abman SH, The Role of Inhaled

Nitric Oxide in Persistent Pulmonary Hypertension of the Newborn, in Acute Respiratory Care

of the Neonates A SeZf—Study Course, 2d Ea’., Askin DF (ed.), NICU Ink Book Publishers, 1997,

pp. 369-378 at 372-73).

[0036] INOmax® also possesses highly desirable pharmaeokinetic properties as a1ung—

speeific Vasodilator when compared to other ostensibly “pulmonary-specific vasodilators.” For

example, the short half—life of INOmax® allows INOmax® to exhibit rapid “on” and “off”

responses relative to INOmax® dosing, in contrast to non-gaseous alternatives. In this way,

INOmax® can provide physicians with a useful therapeutic tool to easily control the magnitude

and duration of the pulmonary vasodilatation desired. Also, the nearly instantaneous
®

inactivation of INOmax in the blood significantly reduces or prevents vasodilatation ofnon-

pulmonary vessels.

[0037] The pivotal trials leading to the approval of INOmax® were the CINRGI and

NINOS study.

[0038] CINRGI study. (See Davidson et al., March 1998, Inhaled Nitric Oxide for the

Early Treatment of Persistent Pulmonary Hypertension of the term Newborn; A Randomized,

Double-Masked, Placebo-Controlled, Dose-Response, Multicenter Study; PEDIATRICS Vol.

101, No.3, p. 325).

[0039] This study was a double—blind, randomized, p1aeebo—eontro11ed, multicenter trial

of 186 term and near-terrn neonates with pulmonary hypertension and hypoxie respiratory

failure. The primary objective of the study was to determine whether lNOmax® would reduce

the receipt of extracorporeal membrane oxygenation (ECMO) in these patients. Hypoxic

10 of29
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respiratory failure was caused by meconium aspiration syndrome (MAS) (35%), idiopathic

persistent pulmonary hypertension of the newborn (PPHN) (30%), pneumonia/sepsis (24%), or

respiratory distress syndrome (RDS) (8%). Patients with a mean PaO2 of 54 mm Hg and a

mean oxygenation index (OI) of 44 cm H20/mm Hg were randomly assigned to receive either

20 ppm INOmax® (n=97) or nitrogen gas (placebo; n=89) in addition to their Ventilatory

support. Patients that exhibited a PaO2 > 60 mm Hg and a pH < 7.55 were weaned to 5 ppm

INOmax® or placebo. The primary results from the CINRGI study are presented in Table 1.

ECMO was the primary endpoint of the study.

Table 1: Summary of Clinical Results from CINRGI Study

2
Death or ECMO 51/89 (57%) 30/97 (31%) <0.001

W” ‘W

[0040] Significantly fcwcr nconatcs in the ECMO group required ECMO, and

IN Omax® significantly improved oxygenation, as measured by PaO2, O1, and alveolar-arterial

gradient.

[0041] NINOS study. (See Inhaled Nitric Oxide in Full—Term and Nearly Full—Term

Infants with Hypoxic Respiratory Failure; NEJM, Vol. 336, No. 9, 597).

[0042] The Neonatal Inhaled Nitric Oxide Study (NINOS) group conducted a double-

blind, randomized, placebo—controlled, multicenter trial in 235 neonates with hypoxic

respiratory failure. The objective of the study was to determine whether iNO would reduce the

occurrence of death and/or initiation of ECMO in a prospectively defined cohort of term or

near-term neonates with hypoxic respiratory failure unresponsive to conventional therapy.

Hypoxic respiratory failure was caused by meconium aspiration syndrome (MAS; 49%),

pncumonia/scpsis (21%), idiopathic primary pulmonary hypertension of the newborn (PPHN;
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17%), or respiratory distress syndrome (RDS; 11%). Infants 3 14 days of age (mean, 1.7 days)

with a mean PaO2 of 46 mm Hg and a mean oxygenation index (OI) of 43 cm H20/mmHg were

initially randomized to receive 100% O; with (n=114) or without (n=121) 20 ppm NO for up to

14 days. Response to study drug was defined as a change from baseline in PaO2 30 minutes after

starting treatment (full response = > 20 mmHg, partial = 10-20 mm Hg, no response = < 10 mm

Hg). Neonates with a less than full response were evaluated for a response to 80 ppm NO or

control gas. The primary results from the NINOS study are presented in Table 2.

Table 2: Summary of Clinical Results from NINOS Study

(n=121) (n=114)2

J

* Extracorporeal membrane oxygenation
T Death or need for ECMO was the study‘s primary end point

[0043] Adverse Events from CINRGI & NINOS. Controlled studies have included

325 patients on INOmax® doses of 5 to 80 ppm and 251 patients on placebo. Total mortality in

the pooled trials was 11% on placebo and 9% on INOmax®, a result adequate to exclude

INOmax® mortality being more than 40% worse than placebo.

[0044] In both the NINOS and CINRGI studies, the duration of hospitalization was

similar in INOmax® and placebo-treated groups.

[0045] From all Controlled studies, at least 6 months of follow-up is available for

278 patients who received INOmax® and 212 patients who received placebo. Among these

patients, there was no evidence of an AE of treatment on the need for re-hospitalization, special

medical services, pulmonary disease, or neurological sequelae.

[0046] In the NINOS study, treatment groups were similar with respect to the incidence

and severity of intracranial hemorrhage, Grade IV hemorrhage, per ventricular leukomalacia,

cerebral infarction, seizures requiring anticonvulsant therapy, pulmonary hemorrhage, or

gastrointestinal hemorrhage.
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[0047] The table below shows adverse reactions that occurred in at least 5% of patients

receiving INOmax® in the CINRGI study. None of the differences in these adverse reactions

were statistically significant when iNO patients were compared to patients receiving placebo.

Table 3: ADVERSE REACTIONS ON THE CINRGI TRIAL

[0048] Post-Marketing Experience. The following AEs have been reported as part of

the post-marketing surveillance. These events have not been reported above. Given the nature of

spontaneously reported post—marketing surveillance data, it is impossible to determine the actual

incidence of the events or definitively establish their causal relationship to the drug. The listing

is alphabetical: dose errors associated with the delivery system; headaches associated with

environmental exposure of INOmax® in hospital staff; hypotension associated with acute

withdrawal of the drug; hypoxemia associated with acute withdrawal of the drug; pulmonary

edema in patients with CREST syndromc.

[0049] An analysis of AEs and SAEs from both the CINRGI and NIN OS studies, in

addition to post-marketing surveillance, did not suggest that patients who have pre-existing

LVD could experience an increased risk ofAEs or SAEs. Nor was it predictable to physicians

skilled in the art that patients having pre-existing LVD (possibly identified as those patients

having a PCWP greater than 20 mmHg) should be evaluated in view of the benefit versus risk of
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using iNO in patients with clinically significant LVD, and that these patients should be

evaluated on a case by case basis.

EXAMPLE 1: INOT22 STUDY

[0050] The lNOT22 study, entitled “Comparison of supplemental oxygen and nitric

oxide for inhalation plus oxygen in the evaluation of the reactivity of the pulmonary vasculature

during acute pulmonary vasodilatory testing," was conducted both to assess the safety and

effectiveness of INOmax® as a diagnostic agent in patients undergoing assessment of

pulmonary hypertension (primary endpoint), and to confirm the hypothesis that iNO is selective

for the pulmonary vasculature (secondary endpoint).

[0051] During, and upon final analysis of the INOT22 study results, applicants

discovered that rapidly decreasing the pulmonary vascular resistance, via the administration of

iNO to a patient in need of such treatment, may be detrimental to patients with concomitant,

pre-existing LVD. Therefore, a precaution for patients with LVD was proposed to be included

in amended prescribing information for INOmax®. Physicians were further informed to

consider reducing left ventricular afterload to minimize the occurrence ofpulmonary edema in

patients with pre-existing LVD.

[0052] In particular, the INOT22 protocol studied consecutive children undergoing

cardiac catheterization that were prospectively enrolled at 16 centers in the US and Europe.

Inclusion criteria: 4 weeks to 18 years of age, pulmonary hypertension diagnosis, i.e. either

idiopathic pulmonary hypertension (IPAH) or related to congenital heart disease (CHD)

(repaired or unrepaired) or cardiomyopathy, with pulmonary vascular resistance index (PVRI) >

3 u—m2. Later amendments, as discussed herein, added an additional inclusionary criterion of a

PCWP less than 20 gm Hg. Patients were studied under general anaesthesia, or with conscious

sedation, according to the practice of the investigator. Exclusion criteria: focal infiltrates on

chest X—ray, history of intrinsic lung disease, and/or currently taking PDE—5 inhibitors,

prostacyclin analogues or sodium nitroprusside. The study involved supplemental O2 and NO

for inhalation plus 02 in the evaluation of the reactivity of the pulmonary vasculature during

acute pulmonary vasodilator testing. Consecutive children undergoing cardiac catheterization

were prospectively enrolled at 16 centers in the US and Europe. As hypotension is expected in
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these neonatal populations, the comparison between iNO and placebo groups is difficult to

assess. A specific secondary endpoint was evaluated in study INOT22 to provide a more

definitive evaluation.

[0053] The primary objective was to compare the response frequency with iNO and 02

vs. 0; alone; in addition, all subjects were studied with iNO alone. Patients were studied during

five periods: Baseline 1, Treatment Period 1, Treatment Period 2, Baseline 2 and Treatment

Period 3. All patients received all three treatments; treatment sequence was randomized by

center in blocks of 4; in Period 1, patients received either NO alone or 02 alone, and the

alternate treatment in Period 3. All patients received the iNO and O2 combination treatment in

Period 2. Once the sequence was assigned, treatment was unblinded. Each treatment was given

for 10 minutes prior to obtaining hemodynamic measurements, and the Baseline Period 2 was at

least 10 minutes.

[0054] Results for the intent-to-treat (ITT) population, defined as all patients who were

randomized to receive drug, indicated that treatment with NO plus 02 and O2 alone significantly

increased systemic vascular resistance index (SVRI) (Table 4). The change from baseline for

NO plus 02 was 1.4 Woods Units per meter2 (WU-m2) (p = 0.007) and that for 02 was

1.3 WU-m2 (p = 0.004). While the change from baseline in SVRI with NO alone was -

0.2 WU-m2 (p = 0.899) which demonstrates a lack of systemic effect.
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Table 4: SVRI Change From Baseline by Treatment (Intent-to-Treat)

Treatment

SVRI (VVU-ml) N0 Plus 0, 02 N0

(n=l09) (n=106) (n=106)

Baseline (room air)

Standard Deviation 8.86 9.22 8.44

(SD)

Vledian 15.9 16.1 16.2

-7.6, 55.6 1.9, 44.8Vlinimum, maximum -7.6, 55.6

Post-treatment

Vlean 18.7

SD 9.04

Vledian 17.1

18.9 17.8

8.78 9.40

17.1 15.4

Vlinimum, maximum 3.0, 47.4 3.9, 43.6 3.3, 50.7

Change From Baseline

>—A U.)Vlean -0.2

SD 4.65

Vledian 0.2
—t—A [\-J-I3

>—I 3

Vlinimum, maximum -20.5, 19.1 -12.5, 12.7

p-valuea 0.007 0.899

Pairwise comparisons

NO plus 02 Versus 02, p=0.952

NO plus 02 versus NO, p=0.0l4

02 versus NO, p=0.017

a p-value from a Wilcoxon Signed Rank Test. Only patients With data to determine response at both treatments are
included in this analysis.

Source: lNOT22 CSR Table 6.4.1 and Appendix 16.2.6 (ATTACHMENT 1)

[0055] The ideal pulmonary vasodilator should reduce PVRI and/or PAPm while having

no appreciable effect on systemic blood pressure or SVRI. In this case, the ratio of PVRI to

SVRI would decrease, given some measure of the selectivity of the agent for the pulmonary

vascular bed. The change in the ratio of PVRI to SVRI by treatment is shown in Table 5.
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Table 5: Change in Ratio of PVRI to SVRI by Treatment (Intent-to-Treat)

Treatment

Ratio PVRI/SVRI NO Plus 02 02

(n=l08) (n=105)

Baseline

Mean

SD

Median

Minimum, Maximum

Post Treatment

Mean

SD

Median

Minimum,

Maximum

Change from Baseline

5.0.0.0.0;_-l>-PU1U1
Mean

SD

Median

Minimum, -4.4, 2.0

5:.0.0.0 K)L»)-lkLII
Maximum

P Value‘ < 0.001

1Wi1coxon Signed Rank Test
Source: lNOT22 CSR Table 6.5.1 (ATTACHMENT 2)

[0056] All three treatments have a preferential effect on the pulmonary Vascular bed,

suggesting that all three are selective pulmonary Vasodilators. The greatest reduction in the ratio

was during treatment with NO plus 02, possibly due to the decrease in SVRI effects seen with

O2 and NO plus 02. These results are displayed as percent change in the ratio (See Table 6).



020

Attorney Docket No. 26047-0003008/3000-US-0008CON6

Table 6: Percent Change in Ratio of PVRI to SVRI by Treatment (Intent-to-Treat)

Treatment

Ratio PVRI/SVRI NO Plus 02 02

(n=l08) (n=105)

Baseline

Mean

SD

Median

Minimum, Maximum

Post Treatment

Mean

SD

Median

Minimum,

Maximum

Percent Change from
Baseline

.0.0.0 L»AU:
Mean -19.3 -6.2

SD 36.1] 34.59 64.04

Median -34.0 -21.3 -13.8

Minimum, —122.2, 140.1 —122.7, 93.3 —256.1, 294.1

LL) us in

Maximum

P Value1 < 0.001 < 0.001 0.006

1 Wilcoxon Signed Rank Test
Source: 1NOT22 CSR Table 6.5.2 (ATTACHMENT 3)

0.0.0.0 -P-PU1U1

[0057] NO plus 02 appeared to provide the greatest reduction in the ratio, suggesting

that NO plus 02 was more selective for the pulmonary vasculature than either agent alone.

[0058] Overview of Cardiovascular Safety. In the INOT22 diagnostic study, all

treatments (N0 plus 02, O2, and NO) were well-tolerated. Seven patients of 134 treated

experienced an AE during the study. These included cardiac arrest, bradycardia, low cardiac

output (CO) syndrome, elevated ST segment (the portion of an electrocardiogram between the

end of the QRS complex and the beginning of the T wave) on the electrocardiography (ECG)
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decreased 02 saturation, hypotension, mouth hemorrhage and pulmonary hypertension

The numbers of patients and events were too small to determine whether risk for AEs differed

by treatment, diagnosis, age, gender or race. Eight patients are shown in Table 5 due to the time

period in which events are reported. AEs were reported for 12 hours or until hospital discharge

(which limits the period in which such events can be reported). There is technically no time

limit in which SAEs are to be reported. So, there were 7 AEs during the study and at least one

SAE after the study.

[0059] A total of 4 patients had AEs assessed as being related to study drug. These

events included bradycardia, low CO syndrome, ST segment elevation on the ECG, low 02

saturation, PH and hypotension. All but 2 AEs were mild or moderate in intensity and were

resolved. Study treatments had slight and non-clinically significant effects on vital signs

including heart rate, systolic arterial pressure and diastolic arterial pressure. When an

investigator records an AE, they are required to say if (in their opinion) the event is related to

the treatment or not. In this case, 4 of 7 were considered by the investigator to be related to

treatment.

[0060] The upper limit ofnormal PCWP in children is 10-12 mm Hg and 15 mm Hg in

adults. In INOT22, a baseline PCWP value was not included as exclusion criteria. However,

after the surprising and unexpected identification of SAEs in the early tested patients, it was

determined that patients with pre-existing LVD had an increased risk of experiencing an AE or

SAE upon administration (e.g., worsening of left ventricular function due to the increased flow

of blood through the lungs). Accordingly, the protocol for INOT22 was thereafter amended to

exclude patients with a baseline PCWP greater than 20 mm Hg after one patient experienced

acute circulatory collapse and died during the study. The value "20 mm Hg" was selected to

avoid enrollment of a pediatric population with LVD such that they would be most likely at-risk

for these SAEs.

[0061] SAEs were collected from the start of study treatment until hospital discharge or

12 hours, whichever occurred sooner. Three SAEs were reported during the study period, and a

total of 7 SAEs were reported. Three of these were fatal SAEs and 4 were nonfatal (one of

which led to study discontinuation). In addition, one non-serious AE also lead to
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discontinuation. A list of subjects who died, discontinued or experienced an SAE is provided in

Table 7 below.

Table 7: Subjects that died, discontinued or experienced SAEs

Patient AE Serious? Fatal? Discontinued

number treatment?

01020 Desaturation (h o oxia) No '
02002 Pulmona edema Yes

04001 Yes

04003 Hypotension and ECG changes Yes
04008 H otension and h oxemia Yes

05002 Hypoxia and bradycardia (also Yes
ulmona edema

07003
YcsHypoxia

[0062] Two of the 3 fatal SAEs were deemed related to therapy. All 4 non-fatal SAEs

were also considered related to therapy. The numbers ofpatients and events were too small to

determine whether risk for SAEs differed by treatment, diagnosis, age, gender or race. At least

two patients developed signs of pulmonary edema (subjects 05002 and 02002). This is of

interest because pulmonary edema has previously been reported with the use of iNO in patients

with LVD, and may be related to decreasing PVRI and overfilling of the left atrium. (Hayward

CS et al., 1996, Inhaled Nitric Oxide in Cardiac Failure: Vascular Versus Ventricular Effects, J

Cara'z'0vc1scular Pharmacology 27:80-85; Bocchi EA et al., 1994, Inhaled Nitric Oxide Leading

to Pulmonary Edema in Stable Severe Heart Failure, Am J Cardiology 74:70-72; and, Semigran

MJ et al., 1994, Hemodynamic Effects of Inhaled Nitric Oxide in Heart Failure, JAm Coll

Cardiology 24:982-988).

[0063] Although the SAE rate is within range for this population, it appears that patients

with the most elevated PCWP at baseline had a disproportionately high number of these events.

(Bocchi EA et al., 1994; Semigran MJ et al., 1994).

[0064] In the INOT22 study, 10 of the total 134 patients had a baseline PCWP Z 18 mm

Hg (7.5%), ofwhich 3 subjects (04001, 02002 and 04003) had a SAE or were prematurely

discontinued from the study (30%), compared to 6.5% for the entire cohort.
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[0065] Although there were Very few significant AEs in the INOT22 study, these events

are consistent with the expected physiologic changes in patients with severe LVD. The events

also corroborate prior observations that iNO is rapidly acting, selective for the pulmonary

vasculature, and well—tolerated in most patients. The actual incidence of acute LVD during

acute ventricular failure (AVT) is unknown. However, it is reasonable to expect that a

significant number of patients are at-risk for an increased incidence of SAES upon iNO

treatment based upon the nature of the underlying nature of the illness, i.e., pulmonary

hypertension and cardiovascular disease more generally. Thus, it would be advantageous to

have physicians identify these patients prior to beginning iNO treatment, so that the physicians

are alerted to this possible outcome.

[0066] Benefits and Risks Conclusions. The INOT22 study was designed to

demonstrate the physiologic effects of iNO in a well defined cohort of children (i.e., intended

patient population) with pulmonary hypertension using a high concentration, 80 ppm, of iNO,

i.e., one that would be expected to have the maximal pharrnacodynamic effect. INOT22 was the

largest and most rigorous pharrnacodynamic study of iNO conducted to date, and it confirms a

number of prior observations, such as iNO’s being rapidly acting, selective for the pulmonary

vasculature, and well—tolerated in most patients.

[0067] It is also acknowledged that rapidly decreasing the PVR may be undesirable and

even dangerous in patients with concomitant LVD. In the INOT22 study, the overall numbers

of SAES and fatal SAEs are within the expected range for patients with this degree of

cardiopulmonary disease. The overall rate is 7/124 (5.6%), which is closely comparable to the

rate of 6% recently reported in a very similar cohort ofpatients. (Taylor C] et al., 2007, Risk of

cardiac catheterization under anaesthesia in children with pulmonary hypertension, Br JAnaesth

98(5):657-61). Thus, the overall rate of SAES would seem to be more closely related to the

underlying severity of illness of the patients rather than to the treatments given during this

study.

[0068] The INOT22 study results demonstrate that patients who had pre-existing LVD

may experience an increased rate of SAES (e.g., pulmonary edema). During the course of the

study, the protocol was amended to exclude patients with a PCWP > 20 mmHg. The

benefit/risk ofusing iNO in patients with clinically significant LVD should be evaluated on a
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Case by case basis. A reduction in left Ventricular afterload may perhaps be applied to minimize

the occurrence of pulmonary edema.
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We claim:

1. A method of treating patients who are candidates for inhaled nitric oxide

treatment, which method reduces the risk that inhalation ofnitric oxide gas will induce an

increase in pulmonary capillary wedge pressure (PCWP) leading to pulmonary edema in

neonatal patients with hypoxic respiratory failure, the method comprising:

(a) performing at least one diagnostic process to identify a plurality of term or near-

term neonatal patients who have hypoxie respiratory failure and are candidates for 20 ppm

inhaled nitric oxide treatment, wherein the patients are not dependent on right-to-left shunting of

blood;

(b) determining that a first patient of the plurality does not have left Ventricular

dysfunction;

(0) determining that a second patient of the plurality has left ventricular dysfunction,

so is at particular risk of increased PCWP leading to pulmonary edema upon treatment with

inhaled nitric oxide;

(d) administering 20 ppm inhaled nitric oxide treatment to the first patient; and

(e) excluding the second patient from treatment with inhaled nitric oxide, based on

the determination that the second patient has left ventricular dysfunction, so is at particular risk

of increased PCWP leading to pulmonary edema upon treatment with inhaled nitric oxide.

The method of claim 1, wherein the first patient has congenital heart disease.

3. The method of claim 1, wherein the left ventricular dysfunction of the second

patient is attributable to congenital heart disease.

4. The method of claim 1, wherein the second patient is determined to be at

particular risk not only of increased PCWP leading to pulmonary edema, but also of other serious

adverse events, upon treatment with inhaled nitric oxide, and the second patient is excluded from

inhaled nitric oxide treatment based on the determination that the second patient has left

ventricular dysfunction and so is at particular risk not only of increased PCWP leading to

pulmonary edema, but also other serious adverse events, upon treatment with inhaled nitric

oxide.
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5. The method of claim 4, wherein the left Ventricular dysfunction of the second

patient is attributable to congenital heart disease.

6. The method of claim 1, wherein determining that the first patient does not have

pre—existing left Ventricular dysfunction and the second patient does have pre—existing left

Ventricular dysfiinction comprises performing at least one diagnostic process on each of the first

and second patients.

7. The method of claim 1, wherein determining that the first patient does not have

pre-existing left ventricular dysfunction and the second patient does have pre-existing left

Ventricular dysfunction comprises performing echocardiography on the first and second patients.

8. The method of claim 1, wherein the second patient has a PCWP that is greater

than or equal to 20 mm Hg.

9. A method of treating patients who are candidates for inhaled nitric oxide

treatment, which method reduces the risk that inhalation of the nitric oxide gas will induce an

increase in PCWP leading to pulmonary edema in neonatal patients with hypoxic respiratory

failure, said method comprising:

(a) performing at least one diagnostic process to identify a plurality of term or near-

term neonatal patients who have hypoxic respiratory failure and are candidates for 20 ppm

inhaled nitric oxide treatment, wherein the patients are not dependent on right-to-left shunting of

blood;

(b) determining that a first patient of the plurality does not have left Ventricular

dysfunction;

(c) determining that a second patient of the plurality has left Ventricular dysfiinction,

so is at particular risk of increased PCWP leading to pulmonary edema upon treatment with

inhaled nitric oxide;

(d) administering 20 ppm inhaled nitric oxide treatment to the first patient; and

(e) excluding the second patient from treatment with inhaled nitric oxide based on the

determination in (cf), or, despite the second patient’s ongoing need for inhaled nitric oxide

treatment for hypoxic respiratory failure, discontinuing the second patient’s treatment with
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inhaled nitric oxide after it was begun, the discontinuation being in View of the determination

in (C).

10. The method of claim 9, wherein the discontinuation is in view of both the

determination in (C) and the second patient’s experiencing an adverse event upon treatment with

inhaled nitric oxide.

11. The method of claim 10, wherein the adverse event comprises pulmonary edema.

12. The method of claim 10, wherein the adverse event comprises at least one of

increased PCWP, systemic hypotension, bradycardia, or cardiac arrest.

13. The method of claim 9, wherein (c) comprises determining that the second patient

has a pulmonary capillary wedge pressure that is greater than or equal to 20 mm Hg.

14. The method of claim 9, wherein the first patient has congenital heart disease.

15. The method of claim 9, wherein the left ventricular dysfunction of the second

patient is attributable to congenital heart disease.

16. The method of claim 14, wherein the left ventricular dysfunction of the second

patient is attributable to congenital heart disease.

17. The method of claim 9, wherein

the second patient is determined to be at particular risk not only of increased PCWP

leading to pulmonary edema, but also of other serious adverse events, upon treatment with

inhaled nitric oxide; and

either (i) the second patient is excluded from inhaled nitric oxide treatment based on both

the determination in (c) and the determination that the second patient is also at risk of other

serious adverse events upon treatment with inhaled nitric oxide; or (ii) despite the second

patient’s ongoing need for inhaled nitric oxide treatment for hypoxic respiratory failure, the

second patient’s treatment with inhaled nitric oxide is discontinued after it was begun, the
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discontinuation being in View of both the determination in (c) and the determination that the

second patient is also at risk of other serious adverse events upon treatment with inhaled nitric

oxide.

18. The method of claim 17, wherein the other serious adverse events comprise one or

more of increased PCWP, systemic hypotension, bradycardia, or cardiac arrest.

19. The method of claim 17, wherein the discontinuation is in view of: the

determination in (c), the determination that the second patient is also at risk of other serious

adverse events, and the second patient’s experiencing an adverse event upon treatment with

inhaled nitric oxide.

20. The method of claim 19, wherein the adverse event experienced by the second

patient comprises pulmonary edema.

21. The method of claim 19, wherein the adverse event experienced by the second

patient comprises at least one of increased PCWP, systemic hypotension, bradycardia, or cardiac

arrest.

22. The method of claim 9, wherein determining that the first patient does not have

pre-existing left ventricular dysfunction and the second patient does have pre-existing left

ventricular dysfunction comprises performing at least one diagnostic process on each of the first

and second patients.

23. The method of claim 9, wherein determining that the first patient does not have

pre-existing left ventricular dysfunction and the second patient does have pre-existing left

ventricular dysfunction comprises performing echocardiography on each of the first and second

patients.

24. A method of treating patients who are candidates for inhaled nitric oxide

treatment, which method reduces the risk of inducing an increase in PCWP leading to pulmonary

edema in neonatal patients with hypoxic respiratory failure, the method comprising:
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(a) performing at least one diagnostic process to identify a plurality of term or near-

terrn neonatal patients who have hypoxic respiratory failure and are candidates for 20 ppm

inhaled nitric oxide treatment, wherein the patients are not dependent on right-to-left shunting of

blood;

(b) determining that a first patient of the plurality does not have pre-existing left

Ventri cul ar dysfimction j.

(C) administering a first treatment regimen to the first patient, wherein the first

treatment regimen comprises administration of 20 ppm inhaled nitric oxide for 14 days or until

the first patient’s hypoxia has resolved;

(d) determining that a second patient of the plurality has pre-existing left Ventricular

dysfunction, so is at particular risk of increased PCWP leading to pulmonary edema upon

treatment with inhaled nitric oxide; and

(e) administering a second treatment regimen to the second patient, wherein the

second treatment regimen does not comprise either (i) administration of inhaled nitric oxide for

14 days or (ii) administration of inhaled nitric oxide until the second patient’s hypoxia has

resolved.

25. The method of claim 24, wherein the second treatment regimen does not comprise

administration of inhaled nitric oxide.

26. The method of claim 24, wherein the second treatment regimen comprises

beginning administration of inhaled nitric oxide but discontinuing the administration upon

determination that inhaling nitric oxide has increased the second patient’s PCWP and/or induced

pulmonary edema in the second patient.

27. The method of claim 24, wherein the first patient has congenital heart disease.

28. The method of claim 24, wherein the pre-existing left Ventricular dysfunction of

the second patient is attributable to congenital heart disease.
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29. The method of claim 24, wherein the diagnostic process comprises

echocardiography.

30. The method of claim 24, wherein the second patient has a pulmonary capillary

wedge pressure that is greater than or equal to 20 mm Hg.
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ABSTRACT

Disclosed are methods of reducing the risk that a medical treatment comprising inhalation

of nitric oxide gas will induce an increase in pulmonary capillary Wedge pressure in the patient,

leading to pulmonary edema.

22944575.doc
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The other parties, including inventors, who together own the entire right. title, and interest are‘.

Additional State-ment(s) by the ownerisjr holding the balance of the interest must be submitted to account forthe entire
right. title, and interest.

4. D The recipient, via a court proceeding or the like (e.g., bankruptcy. probate), of an undivided interest in the entirety (a
complete transfer of ownership interest was made). The certified docurnerIt(s) showing the transfer is attached.

, The interest identified in option 1, 2 or 3 above (not option 4) is evidenced by either (chooseE of the options A or B below):

A. D An assignment from the inventorts} of the patent applicationipatent identified above. The assignment was recorded in
the United States Patent and Trademark Ottice at Reel , Frame , or for which a copy thereoi is attached.

B. A chain of title from the lnventor(s), of the patent applicationipatent identified above, to the current assignee as follows:

Inventors: James S. Baidassarre

1, From; and Ralf Rosskamp To: lkaria Holdings. inc.
The document was recorded in the United States Patent and Trademark Office at

Reel , Frame , or for which a copy thereof is attached.

2. From: Ikaria Holdings, inc. To: lkaria, Inc.
The document was recorded in the United States Patent and Trademark Dffice at

Reel , Frame , or for which a cop thereof is attached.
[Page 1 of 2}

This collection ofinforrnatlon is required by 37 CFR 3.?a{i.r). The inlormatior. is required to obtain or retain a benefit by the public which is tu file (and by the USPTO to
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to talus 12 minutes to complete. including
gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of
tirne you require to complete this form andfor suggestloosfor reducing this burden. should be sent to the Chief Eniormation Officer. iJ.S. Patent and Trademark Gftice, U.S.
Departrnsnt of Commerce, PO. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THlS ADDRESS. SEND TO:
Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450. Amflm Lmmm 1“w w i‘: ’or I gain

. ifyou need assistance in completing the form, caii 1-300-PTO-9 199 and select option 2,
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PTOIAINQB (033229)
Approved for use through 01r'31.'20‘l 3. OMB 0651-0031

US. Patent and Trademark Office; US. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act cf‘i995, no persons are required to respond to a collection olinloiiilallon unless it Lisplays a valid OMB control number.

STATEMENT UNDER 37 CFR 3.73ic[

. From: Ikaria, Inc. _ To: INO Thei'apeuiics LLC
The document was recorded in the United States Patent and Trademark Offtce at

Reel , Frame , or for which a copy thereof is attached.

To:

The document was recorded in the United States Patent and Trademark Office at

Reel , Frame . or for which a copy thereof is attached.

__. . __ T02
The document was recorded in the United States Patent and Trademark Office at

Reel , Frame , or for which a copy thereof is attached.

To:

The document was recorded in the United States Patent and Trademark Office at

Real , Frame . or tor which a copy thereof is attached.

E Additional documents in the chain of title are listed on a supplemental sheet(s).

As required by 37 CFR 3.73(c)(1)(i), the documentary evidence ofthe chain of title from the original owner to the
assignee was, or concurrently is being, submitted for recordation pursuant to 37 CFR 3.11.

[NOTE: A separate copy (i.e., a true copy of the original assignment document(s)) must be submitted to Assignment
Division in accordance with 37 CFR Part 3, to record the assignment in the records of the USPTO. §_e§ MPEP 302.08]

,.The unders/i§4]ed (V_l{!]_D86 t‘ lssuppiied below) is authorized to act on behalf of the assignee. q 3-T . ‘ 6”‘ T T gi/m-,~..;1r go/2.
Signature ‘ ' Date

Attomoy for assignee
Janis K. Fraser, Ph.D., J.D. Reg. No. 34,819

Printed or Typed Name Title

American Legallvier, Inc.
 m
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Attorney Docket No. I001-ODOZUS

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Serial Number ...................................................................................................... .. 12/494,598

Filing Date ......................................................................................... ............ .. 6130/20090
lnventorship ........................................................ ..; ................................... .. Baidassarre at al.
Applicant ........................................................................................... .. James S. Baidassarre
Attorney's Docket No. ............................................. ..l001-0O02US (fonnerly 135197200084)
Title: Methods of Treating Term and Near-Term Neonates Having Hypoxia Respiratory

Failure Associated with Clinical or Echocardiographic Evidence of Pulmonary

Hypertension

PATENT ASSIGNMENT

PARTIES TO THE ASSIGNMENT

Assignors:

James S. Baidassarre
145 Pebble Woods Drive

Doyiestown, PA 18901

Ralf Rosskamp
1 Byron Court
Chester, NJ 07930

Assignee:

lkaria Holdings, inc.
6 Route 173

Clinton, NJ 08809

AGREEMENT

WHEREAS, ASSIGNORS (listed above) are inventors of an invention entitled

“Methods of Treating Tenn and Near-Term Neonates Having Hypoxic Respiratory Failure

Associated with Clinical or Echocardiographic Evidence of Pulmonary Hypertension" for

which:

I] a provisional application for United States Letters Patent was filed on

and was given U.S. Serial No. ; andior
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Attorney Docket No. I00t—O0U2US

E a non-provisional application for United States Letters Patent was:

E] filed on 6i'30f2009 and was given U.S. Serial No. ‘l2i'494,598; or

filed concurrently herewith. Assignors hereby authorize and

request ASSlGNEE's legai representatives. of Lee & Hayes.

PLLC, 601 W Riverside Ave, Suite 1400. Spokane, Washington

99201, who are associated with customer number 29150. to insert

in the caption above the serial number and filing date of the patent

application when known.

WHEREAS lkaria Holdings, inc.. (hereinafter referred to as ASSIGNEE), a

corporation of the State of New Jersey having a place of business at 6 Route 173,

Clinton, New Jersey 08809, is desirous of acquiring the entire right, title and interest in

. and.to.the.invention.and.ln..andltoanyle.tters patent that may begranted therefore in the , ‘T I‘ i

United States and in any and all foreign countries;

NOW, THEREFORE, in exchange for good and valuable consideration, the

receipt of which is hereby acknowiedged, ASSIGNORS hereby sell, assign and transfer

unto ASSIGNEE, the entire right. title and interest in and to said invention. said

application and any and all letters patent which may be granted for said invention in the

United States of America and its territorial possessions and in any and all foreign

countries, and in any and all divisions, reissues and continuations thereof. including the

right to file foreign applications directly in the name of ASSIGNEE and to claim priority

rights deriving from said United States application to which said foreign applications are

entitled by virtue of international convention, treaty or othenivise, said invention,

application and all letters patent on said invention to be held and enjoyed by ASSIGNEE

and its successors and assigns for their use and benefit and of their successors and

assigns as fully and entirely as the same would have been held and enjoyed by

ASSiGNORS had this assignment, transfer and sale notybeen made. ASSIGNORS

hereby authorize and request the Commissioner of Patents and Trademarks to issue all

ietters patent on said invention to ASSIGNEE. ASSIGNORS agree to execute ail

instruments and documents required for the making and prosecution of applications for

United States and foreign letters patent on said invention. for litigation regarding said

Page 2 of 3
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Attorney Docket No. I001-0002US

Ietters patent. or for the purpose of protecting title to said invention or letters patent

therefore.

es S. Baldassarre

' Ralf Rosskamp

I I‘ : T..‘.'..-(£’.fl‘‘-g1/(.«1§_(-.—_-.:.... I

:~l§ARIA c<_$oNEv
Nqtm_igty_ruBL1c

_‘ ‘---..1VAl3_[i.EN'C0UNTY.NJ-
- ‘ 'isfv'coMuxnN Ezxrnu-1.5 ms-1013
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Q)e[az1/are 1
‘He first State

I, JEFFREY W. BULLOCK, SECRETARY OF STATE OF’ THE STATE OF

DELAWARE, D0 HEREBY CERTIFY THE ATTACHED IS A TRUE AND CORRECT

COPY OF THE RESTATED CERTIFICATE OF "IKARIJ-'1 HOLDINGS, INC. ",

CHANGING ITS NAME FROM "IKARIA. HOLDINGS, INC." TO "IKARIA,

INC. ", FILED IN THIS OFFICE ON THE SEVENTH DAY OF MAY, A.D.

2010, AT 12:36 0’CLOCK P.M.

A FILED COPY OF THIS CERTIFICATE HAS BEEN FORWARDED TO THE

NEW CASTLE COUNTY RECORDER OF DEEDS.

lclfrcy W. liulfaclc. Secretary of Stale:

4.196771 8.100 __." ' AUTHEN c TION: 7979373

1004 77026 ’-T‘‘_ 7 "" pa:-1:: 05-07-1 0
You may verify this certificate onlina
at carp. dalcuaru. gov/authvec. shtxul
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state of Delaware
Secre of State

Division 0 Co rations
Delivered 12:42 05/07/2010

FILED 12:36 PM 05/07/2010
SRV 100477026 - 4196771 I-‘ILE

RESTATED

CER'I‘lFlCA'l'E OF INCORPORATION
OF

IKARIA HOLDINGS, INC.

(Originally incorporated as [TL Holdings, Inc. on August 18, 2006)

ARTICLE I
NAME

The name ofthe Corporation is lkaria, Inc. (the “Com-oration“).

ARTICLE ll

REGISTERED OFFICE AND AGENT

The address of‘ the Corporation's registered olT co in the State of‘ Delaware is

Corporation Service Company. 2711 Centerville Road, Suite 400. City of Wilmington 19808.

County ()fNew Castle. The name ofits registered agent at such address is Corporation Service
Company.

ARTICLE lll

PURPOSE

The purpose of the Corporation is to engage in any lawful act or activity for

which corporations may he organized under the Delaware General Corporation Law (the
“DGCL“).

ARTICLE IV

CAPITAL STOCK

The total number of shares of all classes ofcapital stock which the Corporation
shall have authority to issue is two hundred thirteen million. four hundred two thousand, six

hundred (2 I3,-402,600) shares, ofwhich:

One hundred twenty five million (l25,0U0,000) shares. par value

$0.0! per share, shall he shares of common stock. of which one hundred ten

million (I l0,000,000) shares shall be designated “Voting Common Stock" (the

“Voting Common Stock") and fifteen million (l5,000.000) shares shall be

designated Non-Voting Common Stock" (the “Non-Voting._,r Common Stock"); and

Eigluy-eight million. four hundred two thousand. six hundred

$8,402,600) shares. par value $0.01 per share, shall he shares of preferred stock

(the “Preferred Stoclg"), of which eleven million, Four hundred twenty-one

thousand, three hundred (ll,42l.300) shares shail be designated “Series A

Convertible Preferred Stock": seventy-six million. nine hundred eighty thousand,
nine hundred (76,980.900) shares shall be designated "Series B Convertible

Preferred Stock“'. one hundred (100) shares Shall be designated "Series C-l Non-

Convertible Preferred Stock": one hundred (I00) shares shall be designated
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“Series C-2 Non-Convertible Preferred Stock“; one hundred (I00) shares shall be

designated "Series C-3 Non-Convertible l’rei'crred Stock"; and one hundred (I00)

shares shall be designated "Series C-4 Non-Convertible Preferred Stock".

ARTICLE V

VOTING COMMON STOCK

SECTION I. GENERA L.

Except as otherwise required by law or as expressly provided in this Certificate of

Incorporation, each share of Voting Common Stock shall have the same powers, rights and

privileges and shall rank equality. share ratably and be identical in all respects as to all matters,

with each other share of Voting Common Stock and with each share of Non-Voting Common
Stock.

SECTION 2. DIVIDENDS.

(:1) Subject to the rights of the holders of Preferred Stock and to the other

provisions of this Certificate of Incorporation. holders of Voting Common Stock and Non-

Voting Common Stock shall be entitled to receive equally. on at per share basis, such dividends

and other distributions in cash. securities or other property of the Corporation as may be declared
thereon by the Board 0|‘ Directors from time to time out of assets or Funds of the Corporation
legally available therefor.

(bl The Corporation shall not effect at subdivision, combination or

reclassification of the outstanding shares of Voting Common Stock into a greater or lesser

number of shares ofVoting Common Stock unless a comparable adjustment is at the same time

being made to the Non-Voting Common Stock.

SECTION 3. VOTING RIGHTS.

At every annual or special meeting ofstockholders of the Corporation. each
holder of Voting Common Stock shall be entitled to cast one vote for each share of Voting
Common Stock standing in such holder's name on the stock transfer records of the Corporation;

provided, however, that, except as otherwise required by law. holders of Voting Common Stock.
as such, shall not be entitled to vote on any amendment to this Certificate of incorporation

(including any certificate ofdcsignation relating to any series of Preferred Stock) that relates

soleiy to the terms of one or more outstanding series ofPreferred Stock if the holders of such

aliizcted series are entitled to vote thereon. either separately or together with the holders of one or

more other such series, pursuant to this (fenificatc oflncorporatiott (including pursuant to any

certificate ofdcsignalion relating to any series of Preferred Stock).

ARTICLE VI

NON-VOTING COMMON STOCK



041

SECTION I. GENERAL.

Except as otherwise required by law or as expressly provided in this Certificate of

Incorporation. each share of Non-Voting Common Stock shall have the some powers, rights and
privileges and shall rank equally. share ratably and be identical in ail respects as to all matters,

with each other share or Non-Voting Common Stock and with each share of Voting Common
Stock.

SECTION 2. DIVIDENDS.

Subject to the rights ofthe holders of Preferred Stock and to the other provisions

oi" this Certificate oflncorporation, holders oI‘Non-Voting Common Stock and Voting Common
Stock shall be entitled to receive equally. on a per share basis. such dividends and other

distributions in cash. securities or other property ofthe Corporation as may be declared thereon

by the Board of Directors tiom time to time out of assets or funds oflhe Corporation legally
available therefor.

SECTION 3. VOTING RIGHTS.

The holders oI'Non—Voting Common Stock shall not be entitled to any voting

rights except as required by law.

SECTION 4. CONVERSION.

(a) In the event there shall occur an Initial Public Offering, then, immediately

prior to the consummation of the Initial Public Offering. without any further action by the

Corporation or the holders ofsharcs oi‘ Non-Voting Common Stock, each outstanding share of

Non-Voting Common Stock shall automatically be converted into one fully paid and non-

assessable share of Voting Common Stock.

(b) The Corporation shall at all times reserve and keep available, free from
liens, charges and security interests and not subject to any preemptive rights, for issuance upon

conversion of the Non-Voting Common Stock. such number ofits authorized but unissued shares

‘ t)fVoting Common Stock as will be suffieiertt to pennit the conversion of all outstanding shares
ol'Non-Voting Common Stock, and shall take or cause to be taken all action required to increase
the authorized number of shares of Voting Common Stock if necessary to permit the conversion

ofall outstanding shares ot'Non-Voting Common Stock and to ensure that the shares of Voting

Common Stock may be issued without violation ofany appiieable law or regulation or of any

requirement of any securities exchange or inter-dealer quotation system on which the shares of
Voting Common Stock may be listed or traded.

to) The Corporation shall not etTect a subdivision, combination or
reciassifieation of the outstanding shares of Non-Voting Common Stock into a greater or lesser

number of shares of Non-Voting Common Stock unless a comparable adjustment is at the same
time being made to the Voting Common Stock.
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ARTICLE VII
PREFERRED STOCK

The Board of Directors is authorized, subject to limitations prescribed by law, to
provide by resolution or resolutions for the issuance ofshares of Preferred Stock in one or more

series, to establish the number ot'shares to be included in each such series, and to fix the voting

powers (if any). designatiorts. powers. preferences, and relative. participating. optionai or other

riglits. if any, ofthe shares ofeach such series, and any qualifications. lirnitations or restrictions

thereof. The rights, preferences and restrictions granted to and imposed on the Series A

Convertible Preferred Stock, par value $0.Dl per share {“§_e_|_-_ies A Preferred Stock"), and the

Series B Convertible Preferred Stock, par value $0.01 per share ("§erics B Preferred Stock") are

set forth below in Articles VIII and IX, respectively. The rights. preferences and restrictions
granted to and imposed on the Series C-1 Non-Convertible Preferred Stock. par value $0.01 per

share (“C-I Prcferrc ").tl1c Series C-2 Non—Convertib1e Preferred Stock, par value $0.01 per

share (“C-2 Pret'erred"), the Series C-3 Non—Convertible Preferred Stock, par value $0.01 per

share (“C-3 Preferred"), and the Series C-4 Non-Convertible Preferred Stock, par value S0.0t per

share ("C-4 Preferred" and. together with the C-I Preferred. C-2 Preferred and C-3 Preferred,
“Series C Preferred Stock") are set forth below in Article X.

ARTICLE VIII

SERIES A PREFERRED STOCK

SECTION I. RANK.

The Series A Preferred Stock shall, with respect to (i) payment of dividends and

distributions and (ii) rights upon any Liquidation (each of clauses (i) and (ii), an -3%"),

rank (i) senior to all securities that are Junior Securities with respect to such Attribute, (ii) on a

parity with all securities that are Parity Securities with respect to such Attribute and (iii) junior to

all securities that are Senior Securities with respect to such Attribute. The Series A Preferred

Stock shall rank on a parity with the Series B Preferred Stock and the Common Stock with

respect to dividends and distributions and shall rank junior to the Series B Preferred Stock but
senior to the Series C Preferred Stock and the Common Stock with respect to rights upon any

Liquidation.

SECTION 2. DIVIDENDS AND DISTRIBUTIONS.

(a) No dividends shall be paid. and no other distribution shall be made, on or
with respect to the Common Stock unless and until the holders of the Series A Preferred Stock as

of the record date established by the Board ot'Directors for such dividend or distribution on the

Common Stock shall he paid, out of funds legally nvailabic therefor, dividends in an amount

(whether in the form ofcash, securities or other property) equal to the amount (and in the form)
of the dividends or distribution that such holder would have received had the Series A Preferred

Stock been converted into Voting Common Stock immediately prior to the record date ofsuch
dividend or distribution on the Common Stock; provided. however, that if the Corporation

declares and pays a dividend or makes a distribution on the Common Stock consisting in whole
or in part ot'Corntnon Stock or Convertible Securities, then no such dividend or distribution shall
be payable in respect ofthc Series A Preferred Stock on account of the portion ofsueh dividend

4
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or distribution on the Common Stock payabie in Common Stock or Convertible Securities. to the
extent that an anti-dilution adjustment under Section 6{b)(i) of this Article VIII is required to be

made and is made in connection with such dividend or distribution. Any such dividends or

distribution shall be payable on the same payment date as the payment date for (and otherwise on
the same payment tenns as for) the dividends or distribution on the Common Stock established

by the Board of Directors.

(b) No dividends shall be paid. and no other distribution shall be made, on or

with respect to the Series 3 Preferred Stock (other than dividends declared and paid or

distributions made by reason ofa dividend or distribution with respect to the Common Stock,
which shall be governed by Section 2(a) ofthis Article Vlll, and other than dividends and

distributions payable in shares of Series B Preferred Stock. which shall be governed by the

proviso below) unless and until the holders ofthe Series A Preferred Stock as of the record date

established by the Board of Directors for such dividend or distribution on the Series B Preferred

Stock shall be paid. out of funds legally available therefor, dividends in respect ofeach share of

Series A Preferred Stock in an amount (whether in the form ofcash, securities or other property)

equal to the amount [and in the fonn) ot'the dividends paid or distribution made with respect to a
share of the Series B Preferred Stock; provided, however, that ifthc Corporation declares and

pays a dividend or makes a distribution on the Series 13 Preferred Stock consisting in whole or in

part ot'Coz-nmnn Stock or Convertible Securities, then no such dividend or distribution shall be

payable in respect of the Series A Preferred Stock on account of the portion ofsuch dividend or

distribution on the Series B Preferred Stock payable in Common Stock or Convertible Securities.

to the extent that an anti-dilution adjustment under Section 6tb)(i) of this Article VIII is required
to he made and is made in connection with such dividend or distribution. Any such dividends or

distribution shall be payable on the same payment date as the payment date for (and otherwise on

the same payment term as for) the dividends or distribution on the Series B Preferred Stock

established by the Board nl'Dircctors.

(c) it‘. after the Issuance Date. the Series A Preferred Stock or the Series B

Prefcroed Stock is subdivided, combined or reclassified into a greater or lesser number ofsharcs

without a corresponding action being taken with respect to the other series of Preferred Stock,

then any dividend or distribution payable with respect to the Series A Preferred Stock by reason

ofa dividend or distribution payable with respect to the Series B Preferred Stock shall be

appropriately adjusted.

SECTION 3. REDEM PTION.

The Corporation shall have no right to redeem any shares of Series A Preferred
Stock. nor shall any holder thereof have the right to require the Corporation to redeem any such
shares.

SIECTION 4. LIQUID/\Tl0l\'. DISSOLUTION OR WINDING UP.

(a) In the event the Corporation shall (i) commence a voluntary case under the

it-deral bankruptcy laws or any other applicable federal or state bankruptcy, insolvency or similar
law. (ii) consent to the entry of an order for relief in an involuntary case under any law
referenced in clause (i) above or consent to the appointment ofa receiver. tiquidator, assigns.-c.
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custodian, trustee, or other similar ofticial. ofthe Corporation or of any substantial part of its

property, (iii) make a general assignment for the benefit of its creditors, (iv) admit in writing its
inability to pay its debts generally as they become due, (v) have a court of competent jurisdiction
enter an order or decree, which has not been withdrawn. dismissed or reversed, that is for relief

against the Corporation in an involuntary case under any law referenced in clause (i) above or to

appoint a receiver, liquidator, assignce, custodian, trustee, or other similar official, of the

Corporation or of any substantial part of its property. and any such order or decree remains

unstaycd and in effect for 60 consecutive days, or (vi) otherwise liquidate. dissolve or wind up
(any such event. together with any event described in the final sentence of this Section 4(a), but

subject to the proviso therein. a “Liguidation"). each holder of shares of Series A Preferred Stock

shall be entitled to receive out of assets of the Corporation available for distribution to its
stockholders, in prcft=.rencc to any distribution to holders of securities that are Junior Securities

with respect to a Liquidation, an amount ofcash with respect to each share of Series A Preferred
Stock held by such holder equal to the Liquidation Preference. For purposes of this Certificate

of incorporation, the sale, conveyance. exchange, lease, transfer or other disposition of all or

substantially all of the property or assets of the Corporation or the consolidation or nicrger of the
Corporation with or into one or more other entities (other than a wholly owned Subsidiary of the

Corporation} shall be deemed to be a Liquidation; provided that any transaction in which the

stockholders of the Corporation immediately prior to such transaction own shares representing

more than 50% ofthc voting power of the outstanding shares of the surviving or acquiring

corporation foilowing the transaction (taking into account only capital stock of the Corporation

held by such stockholders prior to the transaction) shall not deemed to be a Liquidation.

[b) No payment oftho Liquidation Preference shall be made with respect to

any share of Series A Preferred Stock unless and until the liquidation preferences payable with

respect to the Series B Preferred Stock and any other securities that are Senior Securities with
respect to payments upon a Liquidation shall have been paid in full. No full preferential

payment on account ofany Liquidation shall be made with respect to any class ofsecurities that

are Parity Securities with respect to payments upon a Liquidation unless the Liquidation

Preference in respect ofeach share ofseries A Preferred Stock shall likewise be paid at the same

time in connection with such Liquidation. ll‘, upon any Liquidation. alter the distribution of the
liquidation preferences to any securities that are Senior Securities with respect to payments upon

a Liquidation. the assets of the Corporation are not sufficient to pay in full the Liquidation

Preference payable with respect to all of the outstanding shares of Series A Preferred Stock and

the full liquidation payments payable with respect to any outstanding sccurities that are Parity

Securities with respect to payments upon a Liquidation, then such shares of Series A Preferred
Stock and such Parity Securities shall share ratably in such distribution of assets in accordance

with the full respective preferential payments that would be payable on such shares of Series A
Preferred Stock and such Parity Securities if all amounts payable thereon were payable in full-

(cl After the payment to the holders of shares ofthe Series A Preferred Stock
of the full amount of any liquidating distribution to which they are entitled under this Section 4,
the holders ofthe Series A Preferred Stock as such shall have no right or claim to any of the

remaining assets or the Corporation.

((1) Without limiting the voting rights of any holder of Series A Preferred
Stock. the holders ofsharcs of the Series A Preferred Stock shall be entitled to receive at least I0

6
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Business Days prior written notice of any Liquidation, and may convert their Series A Preferred

Stock at any time prior to any such Liquidation in accordance with Section 6 of this Article VIII.

SECTION 5. VOTING RIGHTS.

(a) General. Each holder of Series A Preferred Stock shall have full voting
rights and powers. and shall be entitled to vote on all matters put to a vote or consent of

stockholders of the Corporation. with each share of Series A Preferred Stock having the number
of votes equal to the number of shares of Voting Common Stock into which such share ofSeries
A Preferred Stock could be converted in accordance with Section 0 of this Article VIII as of the

record date for the vote or consent which is being taken. The holders of the Series A Preferred

Stock, the holders of the Series B Preferred Stock and the holders ofVoting Common Stock (and

any other class or series of capital stock entitled to vote together with the Voting Common
Stock) shall vote together as a single class on all matters submitted to a vote of the stockholders

of the Corporation, except as required bylaw or by the Certificate of Incorporation or by any

certificate ofdesignations ofthc Corporation from time to time in effect. Holders of Series A

Preferred Stock shall be entitled to notice ofall stockholders meetings in accordance with the

procedures set forth in the Corporation's bylaws.

(1)) Voting With Respect to Certain Matters. In addition to any matters

requiring a separate vote ofthe Series A Preferred Stock under applicable law, the Corporation

shall not, without the prior written consent or approval of the holders of more than 50% of the

issued and outstanding shares of Series A Preferred Stock. voting as a single class:

(i) amend, repeat, or change the rights. preferences or privileges of the
shares of Series A Preferred Stock (as in effect on the Issuance Date) in any manner that would

affect adversely the shares ofSerics A Preferred Stock in a manner different from the effect on

shares of the other classes or series of capital stock of the Corporation (including maintaining the

seniority of the Series A Preferred Stock over certain other classes or series of capital stock of
the Corporation, as set forth in the last sentence of Section 1 of this Article VIII as in effect on
the Issuance Date}; or

(ii) increase or decrease (other than by conversion of the Series A

Preferred Stock into Voting Common Stock) the total number of authorized shares ofSerit:s A
Preferred Stock.

(c) Number ofVotcs Per Share. In connection with any right to vote as a

singlc class pursuant to Section 5(1)) ofthis Article VIII, each holder ofsharcs ofSeries A
Preferred Stock shall have one vote for each share held,

SECTION 6. CONVERSION,

(:1) Terms of Conversion.

( i) Optional Convcrsr'on. Each share of Series A Preferred Stock shall

be convertible, at the option of the holder thereof. at any time, and from time to time, on the

tenns and conditions set forth in this Section 6, into a number of fully paid and nomasscssablc

shares of Voting Common Stock equal to the quotient obtained by dividing (it) the Stated Value

7
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by (y) the Conversion Price in effect on the date of such conversion. In addition, upon such

conversion. the Corporation shall pay to the holder of any shares of Series A Preferred Stock

being convened. out of funds legaliy available therefor. an amount in cash equal to any declared
but unpaid dividends on the shares oi‘Serics A i’rel'erred Stock surrendered for conversion for

which the record date is a date prior to the date on which the conversion is ellizctive pursuant to

Section t')(e)(ii)ot'tl1is Article VIII.

(ii) /Irrtomaric Conver‘sr'rm Upon lrtirial Pubiic Ofleriirg. In the event

ofan automatic conversion of the Series B Preferred Stock pursuant to Section 6(a)(ii) of

Article IX. then. concurrently with and effective upon such conversion ofthe Series B Preferred

Stock, without any further action by the Corporation or the holders of shares of Series A

Preferred Stock. each then outstandingsliarc ot'Serics A Preferred Stock shall automatically be

convened into It number offully paid and non-assessable shares of Voting Common Stock equal

to the quotient obtained by dividing (X) the Stated Value by (y) the Conversion Price in effect on
the date of such conversion. In addition. upon such conversion, the Corporation shall pay to

each holder of any shares ot'Series A Preferred Stock so converted. out of funds legally available

therefor. an amount in cash equal to any declared but unpaid dividends on the shares of Series A
Preferred Stock so converted for which the record date is a date prior to the date on which the

Initial Public 0lTering is consummated. The Corporation shall give each holder ofScries A
Preferred Stock written notice of the results of the vote referred to in Section 6(a)(ii} of

Article IX within five Business Days aticr the date the vote is taken.

(b) Adjustment ot'C.‘onversinn Price- The Conversion Price shall be subject to

adjustment from time to time as follows:

(i) Stock Dt'ridenaIs. Splits, etc. In case the Corporation shall, at any
time or from time to time alter the Issuance Date, (A) declare a dividend or make a distribution

on the outstanding shares of Common Stock or Convenibte Securities, in either case, in shares of
Common Stock. or IB) effect a subdivision, combination or reclassification oi‘ the outstanding

shares ot'Comrrion Stock into a greater or lesser number of shares of Common Stock (without a

comparable adjustment being made to the Series A l’reI'cn'ed Stock), then, and in each such case.

the Conversion Price in eITcct immediately prior to such event or the record date therefor.

whichever is earlier, shall be adjusted by multiplying such Ctiiiversioti Price by a fraction of
which (it) the numerator is the number ofsharcs oi‘ Common Stock that were outstanding (as

determined in accordance with Section 6tb)(vi) ofthis Article VIII) immediately prior to such

event and (y) the denominator is the number ofshares ofCommon Stock outstanding (as

detennined in accordance with Section 6(b)(vi) of this Article VIII) immediately after such

event. An adj ustmcnt made pursuant to this Section 6{b)(i) shall become effective (it) in the case

ofany such dividend or distribution, immediately tlfier the close ofbusiness on the date for the
detcnnination ofholders ofsharcs et'Common Stock entitled to receive such dividend or

distribution. or (y) in the case ot' any such subdivision, combination or reclassification, at the

close ofbusincss on the day upon which such corporate action becomes effective.

(ii) ls.ma:icc.r ofxidditiniru! Shares. In case the Corporation shall at

any time or from time to time after the Issuance Date issue any Common Stock or Convertible
Securities (collectively, “Additional Shares") without consideration or for a consideration per
share (or having a conversion. exchange or exercise price per share) less than the Conversion

8
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Price in effect immediately prior to such issuance. then, and in each such case, the Conversion

Price in effect immediately prior to such issuance shall be reduced to an amount detennined by
multiplying the Conversion Price in effect immedialel y prior to such issuance by a fraction of

which (x) the numerator is the sum of(i) the product of (A) the number of shares of Common

Stock outstanding (as determined in accordance with Section 6(b)(vi) of this Article VIII)

immediately prior to such issuance multiplied by (B) the Conversion Price in effect immediately

prior to such issuance and (ii) the aggregate consideration received by the Corporation for the
total number of shares of Common Stock so issued (or, in the case of Convertible Securities, the

aggregate consideration received by the Corporation for the total amount of Convertible

Securities so issued plus the aggregate consideration receivable by the Corporation for the
Common Stock into or for which the Convertible Securities are convertible, exercisable or

exchangeable). and (y) the denominator is the product of(i) the sum of (A) the total number of
shares of Common Stock outstanding (as determined in accordance with Section 6(b){vi) of this

Article VI ll) iinmediatcly prior to such issuance and (B) the number of additional shares of

Common Stock so issued (or into or for which the Convertible Securities may be converted,

exercised or exchanged), multiplied by (ii) the Conversion Price in effect immediately prior to

such issuance. An adjustment made pursuant to this Section 6(b)(ii) shall be made on the next

Business Day following the date on which any such issuance is made and shall be effective

retroactively to the close ofbusincss on the date of such issuance. Notwithstanding the

foregoing. no adjustment shall be made pursuant to this Section 6(b)(ii) in connection with any
Excluded lssuances.

(iii) General. For the purposes of any adjustment of the Conversion

Price pursuant to Section 6(b)(ii) of this Article VIII, the following provisions shall be
applicable:

(I) in the case of the issuance of Common Stock or

Convertible Securities for cash in a public offering or private placement, the aggregate

consideration shall be deemed to be the amount of cash paid before deducting any discounts,

commissions or placement fees payable by the Corporation to any underwriter or placement
agent in connection with the issuance thereof.

(2) In the ease of the issuance of Common Stock for a

consideration in whole or in part other than cash, the value of the non-cash consideration
received shall be the Fair Market Value of such non—cash consideration.

(3) Subparagraph (2) notwithstanding, in the case of the
issuance of Additional Shares to the owners of the non-surviving entity in connection with any

merger in which the Corporation is the surviving corporation, the amount ofconsideration
therefor shall be deemed to he the Fair Market Value ofsuch portion oflhe net assets and

business of the non-surviving entity as is attributable to such Additional Shares.

(4) II‘ Common Stock is sold as a unit with other securities, the

aggregate consideration received for such Common Stock shall be deemed to be not of the Fair
Market Value ofsuch other securities.

(5) In the case ofthe issuance oi'Convertiblc Securities:
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(A) The aggregate maximum number of shares of

Common Stock (as set forth in the instruments relating thereto. without regard to any provision
contained therein for a subsequent reduction ofsuch number) deliverable upon conversion of or

in exchange for. or upon the exercise of, such Convertible Securities and subsequent conversion,
exchange or exercise thereof shall be deemed to have been issued at the time such Convertible

Securities were issued and for a consideration equal to the consideration received by the

Corporation for any such Convertible Securities, plus the minimum amount of consideration (as

set forth in the instruments relating thereto. without regard to any provision contained therein for

a subsequent increase of consideration), if any, to he received by the Corporation upon the

conversion, exercise or exchange of such Convertible Securities; provided, however, that if in the
case of Convertible Securities. the minimum amount ofsuch consideration cannot be ascertained.

but is a function ofanti-dilution or similar protective clauses. the Corporation shall be deemed to
receive the minimum amount of consideration without reference to such clause:

(B) With respect to any Convertible Securities issued

afler the issuance Date for which an adjustment to the Conversion Price previously has been

made pursuant to Section o[b)(ii) of this Article VIII, upon any increase in the number of shares

ofComtnon Stock deliverable upon exercise, conversion or exchange of. or a decrease in the
exercise price of, such Convertible Securities other than a change resulting from the anti-dilution

provisions thereof, the applicable Conversion Price shall forthwith be readjusted retroactively to

give effect to such increase or decrease;

(C) With respect to any Convertible Securities issued

alter the issuance Date for which an adjustment to the Conversion Price has previously not been

made pursuant to Section 6(b)(ii) of this Article Vlll. iftherc is any increase in the number of

shares ol‘Commnn Stock deliverable upon exercise. conversion or exchange of, or a decrease in

the exercise pri cc oi‘, such Convertible Securities other than a change resulting front the anti-

dilution provisions thereof. such Convcnible Securities shall be treated as ifthcy had been

cancelled and reissued and an adjustment to the Conversion Price with respect to such deemed

issuance shall be made pursuant to Section 6(b)(ii) oftltis Article Vlll, ifapplicabte;

(D) Willi respect to any Convertible Securities issued
prior to the issuance Date. if there is any increase in the number of‘ shares of Common Stock

deliverable upon exercise, conversion or exchange of, or a decrease in the exercise price oi‘. such
Convertible Securities other than a change resulting from the anti-dilution provisions thereof.

such Convertible Securities shall be treated as if they had been cancelled and reissued and an

adjustment to the Conversion Price with respect to such deemed issuance shall be made pursuant
to Section 6(b}(ii) ofthis Article VIII. ifapplieable;

(E) No further adjustment of the Conversion Price

adjusted upon the issuance ol'any such Convertible Securities shall be made as a rcsuit of the
actual issuance of Common Stock upon the exercise, conversion or exchange ofany such
Convertible Securities: and

(F) On the expiration or termination ofany Convertible

Securities, the Conversion Price shall forthwith be recalculated to such Conversion Pncc as
would have been calculated hail the adjustment been made upon the basis ofthc Issuance ofonly

ll)
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the number of shares of Common Stock actually issued upon the exercise. conversion or

exchange of such Convertible Securities (but taking into account other adjustments (or potential
adjustments) made following the time ofissuancc of such Convertible Securities).

(iv) Rtglrrs £Jr'.ru-ibrrtiorts. No adjustment ol'thc Conversion Price

pursuant to Section 6t‘b)(ii) ofthis Article VIII shall be made as the result of the adoption of a

plan commonly referred to as a “Slockholclct's' Rights Plan“ which provides for the issuance of
rights to acquire shares of capital stock of the Corporation upon the occurrence of some event

that is not within the control of the rights holders. or the issuance of rights under such plan:

provided. however. that the issuance of capital stock of the Corporation pursuant to such rights
shat! require adjustment to the Conversion Price pursuant to Section 6(b)(ii) of this Article VIII.

(v) Chlcrrfaliotrs. All calculations of the Conversion Price shall be

made to the nearest four decimal places. Anything in Section 603) of this Article VIII to the

contrary notwithstanding. in no event shall the then current Conversion Price be increased as a

result olany calculation made at any time pursuant to Section 6(b)tii) ofthis Article VII]. No

adjustment to the Conversion Price pursuant to Section orb) ofthis Article VIII shall be required

unless such adjustment would require an increase or decrease ofat least 1% in the Conversion
Price; provided. however. that any adjustments which by reason of this Section 6(b)(v) are not

required to be made shall be carried forward and taken into account in any subsequent

adjustment.

(vi) Oufstartding Sim:-cs. The number of shares of Common Stock at
any time outstanding shall include all shares ol'Cernrnon Stock outstanding at such time and any

shares of Common Stock issuable upon Conversion or exercise of or in cxchan ge for any

Convertible Securities to the extent any such Convertible Securities are (i) convertible.

exercisable or exchangeable at such time and (ii) convertible, exercisable, or exchangeable at a

price that is less than the Fair Market Value of it share ofCommon Stock issuable upon such

conversion. exercise or exchange at such time. The number ofshares of Common Stock at any

time outstanding shall not include any shares of Common Stock then owned or held by or for the

account of the Corporation or any Subsidiary of the Corporation. and the disposition of any
shares owned or held by the Corporation or any Subsidiary ofthe (forporation to any Person

other than the Corporation or any Sttbsidiary of the Corporation shall be considered an issuance
or sale ol'C.‘ommos1 Stock.

(vii) Srrcc'es.s'.‘t'czldjtm‘.-m-rrts. Successive adjustments in the Conversion

Price shall be made. without duplication. whenever any event specified in Section o(b)(i) or
Section ()(b)(ii) of this Article VIII shall occur.

(c) Reorganization, Consolidation, Merger, Asset Sale.

(i) In case of any capital reorganization or reclassification of
outstanding shares of Common Stock (other than a reclassification covered by Section 6(1)) of
this Article VIII). or in case of any consolidation or mergcrof the Corporation with or into

another Person, or in case of arty sale, lease, exchange, transfer, conveyance or other disposition
(other than by way of merger or consolidation) of all or substantially all of the Corporation's
assets. on a consolidated basis. in one transaction or a series of related transactions, to any

ll
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Person (including any group that is deemed to be a Person) (each ufthe foregoing being referred
to as a "Series A Transaction"), in each case which is effected in such a manner that the holders

of Common Stock are entitled to receive (either directly or upon subsequent liquidation) stock or

other securities or property (including cash) with respect to or in exchange for Cornmon Stock,
then each share ol‘Series A Preferred Stock then outstanding shail thereafter be convertible into.

in lieu of the Voting Common Stock issuable upon such conversion prior to the consummation of
such Series A Transaction, the kind and amount ofshares of stock and other securities and

property (including cash) receivable upon the consummation of such Series A Transaction by a

holder of that number of shares of Voting Common Stock into which one share of Series A
Preferred Stock was convertible immediately prior to the consummation ufsueh Series A

Transaction (including. on a pro rata basis, the cash, securities or property received by holders of

Common Stock in any tender or exchange offer that is a step in such Series A Transaction);

provided that ifthc Series A Preferred Stock becomes convertible into property, then such

conversion shall be out of funds legally available therefor; and provided, however, that, in any
Series A transaction where a holder effecluates a conversion pursuant to this Section 6(c), such

holder shall not be entitled to receive any payment of Liquidation Preference pursuant to
Section 4 of this Article VIII (it being understood that where both Section 4 of this Article VII]

and this Section 6(c) are applicable to a Series A Transaction. the Corporation shall give each
holder of the Series A Preferred Stock the right to elect whether to receive the Liquidation

Preference pursuant to Section 4 of this Article Vlll or to receive, upon conversion of the
Series A Preferred Stock. the kind and amount ofshares ofsteek and other securities and

property referred to in the immediately preceding sentence}. in any such case, the Corporation
or the Person formed by the consolidation or resulting from the merger or which acquires such

assets or which acquires the Corporation's shares, as the case may be, shall make appropriate

provisions in its certificate of incorporation or other constituent document and in the delinitivc
transaction documents relating to the Series A Transaction as to the rights and interest thereafter
of the holder ofshares of Series It Preferred Stock, to the end that the provisions set forth herein

(including provisions with respect to changes in and other adjustments ofthe number of shares of

Voting Common Stock issuable upon conversion ofthc Series A Preferred Stock and the
Conversion Price) shall thereaflcr be applicable in relation to any shares of stock or other

securities or other property deliverable upon the conversion of the shares of Series A Preferred

Stock. The Corporation shall not effect any such Series A Transaction unless prior to or
simultaneously with the consummation thereof the surviving corporation or purchaser, as the
case may he, shall assume by written instrument the obligation to deliver to each holder of shares
of Series A Preferred Stock such shares of stock. securities or other property as, in accordance

with the foregoing provisions, such holder is entitled to receive, and shall have delivered such
assumption agreement to such holder. in case securities or property other than Common Stock
shall be issuable or deliverable upon conversion as aforesaid, then all references to Common
Stock in this Section 6 shall be deemed to apply, so far as appropriate and as nearly as may be, to

such other securities or property. The provisions ofthis Section 6(c) shall similarly apply to
successive Series A Transactions. The Corporation shall give written notice to the holders of
Series A Preferred Stock at least 20 Business Days prior to the date on which any Series A

Transaction or similar transaction affecting the Corporation shall take place.

(iii Nothing contained in this Section om shall limit the rights of _
holders of the Series A Preferred Stock to convert the Series A Preterred Stock or to vote their
shares ofseries A Preferred Stock in connection with a Series A ‘transaction.

]'}
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(ti) Reports. Whenever the number of shares of Voting Common Stock into
which each share ot‘Series A Preferred Stock is convertible is adjusted as provided in this

Section 6, the Corporation shall promptly mail to the holders of record of the outstanding shares

ol‘Series A Preferred Stock. at their respective addresses as the same shall appear in the
Corporation's tratistbr books. a cenilicate signed by an executive ofticer ofihe Corporation

stating that the number ofshnrcs ofvoting Common Stock into which the shares of Series A
Preferred Stock are convertible has been adjusted (setting forth in reasonable detail and

certifying the calculation of such adjustment). the new number of shares oi‘ Voting Common

Stock (or describing the new stock, securities, cash or other property) into which each share of
Series A Preferred Stock is convertible as a result of such adjustment. :1 brief statement of the

t‘acts requiring such adjustment and when such tttljusttnent became etTcctivc.

(cl Conversion Procedures.

(i) The holder of any shares ot‘Series A Preferred Stock may exercise

its right to convert any or all such outstanding shares into shares of Voting Common Stock at any

time by surrcndcriiig tbr such purpose to the Corporation. at its principal office or at such other

office or agency maintained by the Corporation for that purpose. a certiticatc or certificates

representing the shares of Series A Preferred Stock to be converted. duly endorsed in blank.

accompanied by a written notice stating that such holder elects to convert all or a specified

number ofsucb shares in accordance with the provisions ofthis Section 6.

(ii) As promptly as practicable, and in any event within two Business

Days after the sun'cnder ofsuch ccrtiticate or certificates and the receipt ofsuch notice relating

thereto. the Corporation shall deliver or cause to be delivered {it} certificates (which shall bear

legends. it‘ appropriate) registered in the name of‘ such holder representing the number of shares

ol‘\/oting Coninion Stock to which the holder oi‘ shares ot'Serics A Preferrctl Stock so converted
shall be entitled. (y) if less than the full number ofsliarcs oi‘ Series A Preferred Stock evidenced

by the surrendered certi Featc or certificates are being convened. at new certificate or certificates

for the number otsharcs evidenced by such surrendered certificate or certificates less the number

ofsliares converted and (2) payment of all amounts to which a holder is entitled pursuant to
Sections 6(a)(i) and 60‘) oflhis Article VIII. All shares ot'Voting Common Stock issuable upon
conversion ofthe Series A Preferred Stock shall he issued without charge to the holders ot'Scn'cs

A i'ret'erred Stock and upon issuance shall be titlly paid and non-assessable, tree and clear of all
taxes. liens. charges and encunibrtinccs created, in each case. by the Corporation with respect to
the issuance thereof. Such conversion shall be deemed to have been made at the close of

business on the date ofrcccipt of such notice and of such surrender of the certi licatc or
certificates representing the shares ol'Series A |’rct'erred Stock to be converted so that the rights
of the holder thereof as to the shares being converted shall cease except for the right to receive

shares of Voting Common Stock and any payment ofamouitts due pursuant to Sections 6(a)(i)
and otf) ofthis Article VIII, and the Person entitled to receive the shares of Voting Common
Stock shall be treated for all purposes as having become the record holder ofsuch shares of

Voting Common Stock at such time.

(iii) it'a conversion oi'Series A Preferred Stock is to be made in A
connection with an initial Public ()t‘t'ering (subject to the provtsioiis oi Section 6(a)tit) of this
Article VIII). a Series A Transaction or a similar transaction atiecting the Corporation (other
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than a tender or exchange offer). the conversion ofany shares of Series A Preferred Stock may,

at the election ot'thc holder thereof. be conditioned upon the consummation of such transaction.
in which case such conversion shall not be deemed to be effective until such transaction has been

consummated. In connection with any tender or exchange offer for shares of Common Stock.

_ holders of Series A Preferred Stock shall have the right to tender (or submit for exchange) shares

of Series A Preferred Stock in such a manner so as to preserve the status ofsuch shares as Series

A Preferred Stock until immediately prior to such time as shares ofCommon Stock are to he

purchased {or exchanged) pursuant to such offer. at which time that portion of the shares of
Series A Preferred Stock so tendered (or submitted for exchange) which is convertible into the

number of shares of Voting Common Stock to be purchased (or exchanged} pursuant to such

offer shall be automatically converted into the appropriate number of shares of Voting Common

Stock. Any shares of Series A Preferred Stock not so converted shall be returned to the holder as
Series A Preferred Stock.

(iv) The Corporation shall not close its books against the transfer of
Series A Preferred Stock or of Voting Common Stock issued or issuable upon conversion of

Series A Preferred Stock in any manner which interferes with the timely conversion of Series A
Preferred Stock.

(v) In the event of an automatic conversion uflhe Series A Preferred

Stock pursuant to Section 6(a)(ii) of this Article VIII. each holder of shares of Series A Preferred

Stock shall surrender for such purpose to the Corporation. at its principal office or at such other

office or agency maintained by the Corporation for that purpose, the certificate or certificates

representing the shares of Series A Preferred Stock held by such huldcr, duly endorsed in blank.

As promptly as practicable alicr the surrender of such certificate or certificates and
consummation ot'thc Initial Public Offering. and. provided that such holder has effected such

surrender at least It) Business Days following the receipt by it ot' the notice referred to in Section
6(a)(ii) of this Article VIII. in sufficient time to allow such holder to participate in the initial

Pubiie Offi.-ring, if such holder is participating. the Corporation shall deliver or cause to be

delivered (at) certificates (which shall bear legends, ifappropriate) registered in the name ofsueh

holder representing the number of shares of Voting Common Stock to which such holder shall be
entitled, and (y) payment of all amounts to which such holder is entitled pursuant to Sections
6(a)(ii) and 6(f) ofthis Article VII]. All shares of Voting Common Stock issuable upon

conversion of the Series A Preferred Stock shall be issued without charge to the holders of Series

A Preferred Stock and upon issuance shall be fully paid and non-assessable, free and clear of all

taxes. liens. charges and encumbrances created. in each case. by the Corporation with respect to
the issuance thereof. Such conversion shall be deemed to have been made immediately prior to

(but contingent upon) the consummation ol'thc initial Public Offering, so that, upon the

consummation of the Initial Public Offering, the rights ofthe holder thcreofshall cease except

for the right to receive shares ofVoting Common Stock and any payment ofamounts due
pursuant to Sections (i(a)(ii) and an) of this Article VII], and the Person cntilied to receive the
shares ofvnting Common Stock shall be treated for all purposes as having become the record
hold er ofsuch shares of Voting Common Stock at such time.

(1) Fractional Shares. in connection with the conversion ofany shares of

Series A Preferred Stock pursuant to this Section 6, no fractions of shares of Voting Common
Stock shall be issued, but in lieu thcreofthc Corporation shall pay a cash adjustment in respect of
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such fractional interest in an amount equal to such fractional interest multiplied by the Fair

Market Value ofa share of Voting Common Stock on the day on which such shares of Series A
Preferred Stock are deemed to have been converted. If more than one share of Series A

Preferred Stock shatl be surrendered for conversion at one time by the same holder, the number
of full shares of Voting Common Stock issuable upon conversion thereof shall be computed on
the basis ofthe total number ofsharcs of Series A Preferred Stock so surrendered.

(g) &c_st_:rvatlort ot'Sharcs. The Corporation shall at all times reserve and keep

available, free from liens, charges and security interests and not subject to any preemptive rights.
for issuance upon conversion of the Series A Preferred Stock, such number ofits authorized but

unissued shares of Voting Common Stock as will from time to time be sufficicnt to permit the
conversion of all outstanding shares ol'Scries A Preferred Stock, and shall take or cause to be

taken all action required to increase the authorized number ofsharcs ofvoting Common Stock if

necessary to pemtit the conversion ot' all outstanding shares of‘ Series A Preferred Stock and to

ensure that the shares of Voting Common Stock may be issued without violation of any

applicable law or regulation or of any requirement of any securities exchange or intewlealer

quotation system on which the shares of Voting Common Stock may be tistod or traded.

(h) gain Events. If any event occurs as to which the foregoing provisions

of this Section 6 are not strictly applicable or. if strictly applicable, would not, in the good faith

judgtncnt of the Board ofDirectors, fairly protect the conversion rights of the Series A Preferred

Stock in accordance with the essential intent and principles ofsuch provisions. then the Board of
Directors shall make such adjustments in the application of such provisions, in accordance with

such essential intent and principles, as shall be reasonably necessary, in the good faith opinion of

the Board of Directors, to protect such conversion rights as aforesaid, but in no event shall any

such adjustment have the effect of increasing the Conversion Price, or otherwise adversely affect
the holders ot‘Serics A Preferred Stock,

SECTION 7. REACQUIRED SHARES.

Any shares ot'Serics A Preferred Stock converted. purchased or otherwise
acquired by the Corporation in any manner whatsoever shall have the status ofauthorizcd but
unissued shares of Preferred Stock of the Corporation, without designation as to series, subject to

rcissuance by the Board of Directors as shares of anyone or more series.

ARTICLE IX

SERIES B PREFERRED STOCK

SECTION 1. RANK.

The Series B Preferred Stock shall, with respect to each Attribute, rank (i) senior

to all securities that are Junior Securities with respect to such Attribute. (ii) on a parity with all
securities that are Parity Securities with respect to such Attribute and (iii) junior to all securities
that are Senior Securities with respect to such Attribute. The Series B Preferred Stock shall rank

on a parity with the Series A Preferred Stock and the Common Stock with respect to dividends
and distributions and shall rank senior to the Series A Preferred Stock, the Series C Preferred

Stock and the Common Stock with respect to tights upon any Liquidation.
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SECTION 2. DIVIDENDS AND DISTRIBUTIONS.

(at No dividends shall be paid. and no other distribution shall be made, on or

with respect to the Common Stock unless and until the holders ofthe Series B Preferred Stock as
of the record date established by the Board of Directors for such dividend or distribution on the

Common Stock shall be paid. out of fiinds lcgaily available therefor, dividends in an amount

(whether in the fonn or cash. securities or other property) equal to the amount (and in the fonn)
of the dividends or distribution that such holder would have received had the Series B Preferred

Steel»: been convened into Voting Common Stock immediately prior to the record date of such

dividend or distribution on the Common Stock; provided, however. that if the Corporation

declares and pays a dividend or makes a distribution on the Common Stock consisting in whole

or in part ofCommon Stock or Convertible Securities. then no such dividend or distribution shall

be payable in respect ofthe Series 3 Preferred Stock on account of the portion of such dividend

or distribution on the Connnon Stock payable in Common Stock or Convertible Securities, to the

extent that an anti-dilution adjustment under Section 6(b){i) ofthis Article IX is required to be

made and is made in connection with such dividend or distribution. Any such dividends or

distribution shall be payable on the same payment date as the payment date for (and otherwise on

the same payment tenrts as for) the dividends or distribution on the Common Stock established
by the Board of Directors.

(b) No dividends shall be paid. and no other distribution shall be made, on or
with respect to the Series A Preferred Stock (other than dividends declared and paid or

distributions made by reason ofa dividend or distribution with respect to the Common Stock.

which shall be governed by Section 2(a) of this Article IX. and other than dividends and

distributions payabic in shares of Series A Preferred Stock, which shall be governed by the

proviso below) unless and until the holders of the Series B Preferred Stock as oftbe record date

established by the Board of Directors for such dividend or distribution on the Series A Preferred

Stock shall be paid, out of funds legally available therefor. dividends in respect of each share of

Series B Preferred Stock in an amount (whether in the form of cash. securities or other property)

equal to the amount [and in the tbnn) of the dividends paid or distribution made with respect to a

share of the Series A Preferred Stock; provided. however, that if the Corporation declares and
pays a dividend or makes a distribution on the Series A Preferred Stock consisting in whole or in

pan of Common Stock or Convertible Securities. then no such dividend or distribution Shall be

payable in respect of the Series B Preferred Stock on account of the portion ofsuch dividend or
distribution on the Series A Preferred Stock payable in Common Stock or Convertible Securities,

to the extent that an anti-dilution adjustment under Section 6(b)ti) oftbis Article IX is required to
be made and is made in connection with such dividend or distribution. Any such dividends or

distribution shall be payable on the same payment date as the payment date for (and otherwise on

the some payment terms as for) the dividends or distribution on the Series A Preferred Stock
established by the Board of Directors,

((5) if. after the issuance Date, the Series B Preferred Stock or the Series A
Preferred Stock is subdivided, combined or reclassified into a greater or lesser number of shares

without a corresponding action being taken with respect to the other series of Preferred Stock.
then any dividend or distribution payable with respect to the Series B Preferred Stock by reason
ofa dividend or distribution payable with respect to the Series A Preferred Stock shall be
appropriately adjusted.
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SECTION 3. REDEMPTION.

The Corporation shall have no right to redeem any shares of Series B Preferred

Stock, nor shall any holder thcrcol'havc the right to require the Coiporation to redeem any such
shares.

SECTION 4. LIQUIDATEON. DISSOLUTION OR WINDING UP.

(st) in the event of a Liquidation, each holder of shares of the Series B

Preferrerl Stock shall be entitled to receive out of assets ofthe Corporation available for

distribution to its stockholders. in preference to any distribution to holders ofseeurities that are

Junior Securities with respect to a Liquidation, an amount ofcash with respect to each share of

Series B Preferred Stock held by such holder equal to the Liquidation Preference.

(b) No payment of the Liquidation Preference shall be made with respect to

any share of Series B Preferred Stock unless and until the liquidation preferences payable with
respect to any securities that are Senior Securities with respect to payments upon a Liquidation

shall have been paid in full. No full preferential payment on account ofany Liquidation shall be

made with respect to any class ofsecurities that are Parity Securities with respect to payments
upon a Liquidation unless the Liquidation Preference in respect of each share of Series B

Preferred Stock shall likewise be paid at the same time in connection with such Liquidation. If,

upon any Liquidation, alter the distribution ofthe liquidation preferences to any securities that

are Senior Securities with respect to payments upon a Liquidation, the assets of the Corporation

are not sufficient to pay in full the Liquidation Preference payable with respect to all of the
outstanding shares ot'Scries B Preferred Stock and the full liquidation payments payable with

respect to any outstanding securities that are Parity Securities with respect to payments upon a

Liquidation, then such shares of Series B Preferred Stock and such Parity Securities shall share

ratably in such distribution of assets in accordance with the full respective preferential payments
that would be payable on such shares ofseries B Preferred Stock and such Parity Securities if all

amounts payable thereon were payable in full.

(C) After the payment to the holders ofsharcs of the Series B Preferred Stock

of the full amount of any liquidating distribution to which they are entitled under this Section 4,

the holders of the Series B Preferred Stock as such shall have no right or claim to any of the

remaining assets of the Corporation.

[d] Without limiting the voting rights of any holder of Series B Preferred
Stock. the holders ofshares of the Series B Preferred Stock shall be entitled to receive at least 10

Business Days prior written notice of any Liquidation, and may convert their Series B Preferred
Stock at any time prior to any such Liquidation in accordance with Section 6 of this Article IX

SECTION 5, VOTING RIGHTS.

(£1) Guam. Each holder of Series B Preferred Stock shall have full voting

rights and powers. and shall be entitled to vote on all matters put to a vote or consent of
stockholders of the Corporation, with each share ofscries B l’rcfcircd Stock having the number

ofvotcs equal to the number of shares of Voting Common Stock into which such share ot'Series
B Preferred Stock could be converted in accordance with Section 6 ofthis Article [X as of the
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record date for the vote or consent which is being taken. Tilt: holders oflhe Series B Preferred

Stock. the holders of the Series A Preferred Stock and the holders ofvoting Common Stock (and
any other class or series of capital stock entitled to vote together with the Voting Common

Stock) shall vote together as a single class on all matters submitted to a vote of the stockholders

ofthc Corporation. except as required by law or by the Certificate of Incorporation or by any

certificate ofdesignations ofthc Corporation from time to time in effect. Holders ofSeries B
Preferred Stock shall be entitled to notice of ail stockholders meetings in accordance with the

procedures set forth in the Corporation's bylaws.

(b) Voting With Respect to Certain Matters. In addition to any matters

requiring a separate vote of the Series 8 Preferred Stock under applicable law, the Corporation

shall not. without the prior written consent or approval ofthe holders ofmore than 50% of the

issued and outstanding shares of Series 13 Preferred Stock. voting as a single class:

(i) amend, repeal. or change the rights. preferences or privileges of the
shares of Series [3 Preferred Stock (:13 in effect on the Issuance Date) in any manner that would

affect adversely the shares of Series B Preferred Stock in a manner different from the effect on

shares ofthe other classes or series ofcapital stock of the Corporation (including maintaining the

seniority of the Series B Preferred Stock over certain other classes or series of capital stock of

the Corporation, as set forth in the last sentence of Section I ofthis Article IX as in effect on the

Issuance Date}; or

(ii) increase or decrease (other than by conversion of the Series B

Preferred Stock into Voting Common Stock) the total number of authorized shares of Series 8
Preferred Stock.

(c) Number of Votes Per Share. In connection with any right to vote as a

single class pursuant to Section 5(b) ofthis Article IX. each holder ofshares of Series B
Preferred Stock shall have one vote for each share held.

SECTION 6. CONVERSION.

(at) Terms of Conversion.

ti) Opliomrf CO?‘l‘l'L'!'.'t'f()fl. Each share ofSerics B Preferred Stock shall

be convertible. at the option of the holder thereof, at any time. and from time to time. on the
tcnns and conditions set forth in this Section 6. into a number of fully paid and non-assessable

shares of Voting Common Stock equal to the quotient obtained by dividing (it) the Stated Value
by (y) the Conversion Price in effect on the date ofsuch conversion. In addition, upon such
conversion. the Corporation shall pay to the holder ofany shares ofserics B Preferred Stock
being convened. out of funds legally avaiiable therefor. an amount in cash equal to any declared
but unpaid dividends on the shares of Series B Preferred Stock surrendered for conversion for
which the record date is a date prior to the date on which the conversion is effective pursuant to
Section ()(e)(ii) ofthis Article IX.

(ii) /Info.-mI!t'r.' C‘ontt:'rsion upon Iriitittf I’ttbli¢' 0jfi=r1'ng. In the event
there shall occur an Initial Public Offering. then. at least 30 days prior to the effective date of the

registration statement relating to the Initial Public Offering. there shall he submitted to a vote of
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the holders of the Series 8 Preferred Stock as to whether ali ofthe outstanding shares of Series B

Preferred Stock shall be convened into shares of Voting Common Stock immediately prior to the

consummation of the Initial |’ublic Offering. lfthc holders ofat least 75% ofthe outstanding

shares of Series B Preferred Stock vote in favor thereof, then, effective immediately prior to (but

contingent upon) the consummation of the initial Public Offering, without any further action by
the Corporation or the holders ofsharcs of Series B Preferred Stock, each then outstanding share

of Series B Preferred Stock shall automatically be convened into a number of fully paid and non-

assessablc shares of Voting Common Stock equal to the quotient obtained by dividing (it) the

Stated Value by (y) the Conversion Price in effect on the date of such conversion. in addition,

upon such conversion, the Corporation shall pay to each holder of any shares of Series B

Preferred Stock so converted, out of funds legally available therefor, an amount in cash equal to

any declared but unpaid dividends on the shares of Series B Preferred Stock so convened for
which the record date is a date prior to the date on which the Initial Public Offering is

consummated. The Corporation shall give each holder of Series B Preferred Stock written notice
ofthe results cfthe vote referred to in this Section 6(a)(ii) within live Business Days after the
date the vote is taken.

(b) Adjustment ofConversion Price. The Conversion Price shall be subject to

adjustment from time to time as follows:

(i) Stock Diividcrtds. Spiirs. etc. in case the Corporation shall, at any
time or from time to time after the Issuance Date, (A) declare a dividend or make a distribution

on the outstanding shares ol'Common Stock or Convertible Securities, in either case, in shares of

Common Stock, or (B) etTcct it subdivision. combination. consolidation or reclassification of the

outstanding shares ufCornmon Stock into a greater or lesser number of shares of Common Stock

(without a comparable adjustment being made to the Series B Preferred Stock), then, and in each
such case, the Conversion Price in effect immediately prior to such event or the record date

herefor, whichever is earlier, shall be adjusted by multiplying such Conversion Price by a1
fraction ofwhich (it) the numerator is the number of shares of Common Stock that were

outstanding {as determined in accordance with Section t'i(h)(vi) of this Article IX} immediately
prior to such event and (y) the denominator is the number of shares of Common Stock

outstanding (as dctennincd in accordance with Section 6(b){vi) ofthis Article IX) immediately
after such event. An adjustment made pursuant to this Section 6(b)(i) shall become effective (it)

in the case of any such dividend or distribution, immediately after the close ofbusiness on the
date for the determination of holders ofshares of Common Stock entitled to receive such

dividend or distribution. or (y) in the case of any such subdivision, combination or
reclassification. at the close ofbttsiness on the day upon which such corporate action becomes
effective.

(ii) l.r.rmrnee.s' q,fAda'r'rr'om2I Shares. In case the Corporation shall at
any time or from time to time after the Issuance Date issue any Additional Shares without
consideration or for a consideration per share (or having a conversion, exchange or exercise price
per share) less than the C‘onvcrsion Price in effect immediately prior to such issuance, then. and
in each such case. the Conversion Price in effect immediately prior to such issuance shall he

reduced to an amount determined by multiplying the Conversion Price in effect immediately
prior to such issuance by a fraction of which (it) the numerator is the sum of (i) the product of
(A) the number of shares ofCommon Stock outstanding (as deterrnincd in accordance with
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Section 6-lhltvi) of this Article IX) immediately prior to such issuance multiplied by (B) the
Conversion Price in effect immediately prior to such issuance and (ii) the aggregate

consideration received by the Corporation for the total number of shares of Common Stock so

issued (or, in the case of Convertible Securities, the aggregate consideration received by the
Corporation for the total amount of Convertible Securities so issued plus the aggregate

consideration rcccivablc by the Corporation for the Common Stock into or for which the

Convertible Securities arc convertible, exercisable or exchangeable). and (y) the denominator is

the product of (i) the sum of (A) the total number of shares nfcommon Stock outstanding (as

determined in accordance with Section 6(b){vi) of this Article no immediately prior to such
issuance and (B) the number of additional shares of Common Stock so issued (or into or for

which the Convertible Securities may be convened, exercised or exchanged), multiplied by (ii)

the Conversion Price in effect immediately prior to such issuance. An adjustment made pursuant

to this Section 6(b){ii) shall be made on the next Business Day following the date on which any

such issuance is made and shall be effective retroactively to the close of business on the date of
such issuance. Notwithstanding the foregoing, no adjustment shall be made pursuant to this

Section 6(b)(ii) in connection with any Excluded lssuanccs.

(iii) Genet-al. For the purposes of any adiustincnt of the Conversion

Pricc pursuant to Section 6(b)(ii) oftlris Article IX, the following provisions shall be applicable:

(I) In the case of the issuance of Common Stock or

Convertible Securities for cash in a public offering or private placement, the aggregate
consideration shall be deemed to be the amount of cash paid before deducting any discounts,

commissions or placement fees payable by the Corporation to any underwriter or placement
agent in connection with the issuance thereof.

{2} In the case ofthc issuance of Common Stock for a

consideration in whole or in pan other than cash. the value of‘ the non-cash consideration
received shall be the Fair Market Value of such non-cash consideration.

(3) Subparagraplr (2) notwithstanding, in the case of the

issuance offitdditionai Shares to the owners of the non-surviving entity in connection with any

merger in which the Corporation is the surviving corporation. the amount of consideration
therefor shall be deemed to be the Fair Market Value ofsuch portion of the net assets and

business of the non—sut-viving cntity as is attributable to such Additional Shares.

(4) lt'Common Stock is sold as a unit with other securities, the

aggregate consideration received for such Common Stock shall be deemed to be net ofthc Fair
Market Value ofsuch other other securities.

(5) in the case of the issuance ot'Convertiblc Securities:

(A) The aggregate maximum number of shares of
Common Stock (as set forth in the instruments relating thereto, without regard to any provision
contained therein for a subsequent reduction ofsuch number) deliverable upon convtrsion of 0!‘

in exchange for. or upon the exercise of, such Convertible Securities and subsequent conversion,
exchange or exercise thereof shall be deemed to have been issued at the time such Convertible
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Securities were issued and for a consideration equal to the consideration received by the

Corporation for any such Convertible Securities. plus the minimum amount ofconsidcration (as

set forth in the instruments relating thereto. without regard to any provision contained therein for

a subsequent increase ofconsideralion), if any. to be received by the Corporation upon the

conversion. exercise or exchange ofsuch Convertible Securities; provided. however. that if in the
case of Convertible Securities. the minimum amount of such consideration cannot be ascertained,

but is a function ol'anti-dilution or similar protective clauses, the Corporation shalt be deemed to
receive the minimum amount of consideration without reference to such clause:

(B) With respect to any Convertible Securities issued

alter the Issuance Date for which an adjustment to the Conversion Price previously has been

made pursuant to Section t5(b')(ii) ot'this Article IX. upon any increase in the number ofshares of
Common Stock deliverable upon exercise, conversion or cxcltange of. or a decrease in the

exercise price of. such Convertible Securities other than a change resulting from the anti-dilution

provisions thereof. the applicable Conversion |’t‘icc shall forthwith be readjusted retroactively to

give etiect to such increase or decrease:

(C) With respect to any Convertible Securities issued
aller the Issuance Date for which an adjustment to the Conversion Price has previously not been

made pursuant to Section (:(b)(ii) ot'this Article IX, ifthere is any increase in the number of

shares of Common Stock deliverable upon exercise. conversion or exchange of. or a decrease in
the exercise price ot‘, such Convertible Securities other than a change resulting from the anti-

dilution provisions thereof. such Convertible Securities shall he treated as ifthcy had been

cancelled and reissued and an adjustment to the Conversion Price with respect to such deemed

issuance shall be made pursuant to Section 6(b}(ii) oftltis Article IX. if applicable;

[D] With respect to any Convertible Securities issued

prior to the Issuance Date, if there is any increase in the number of shares of Common Stock

deliverable upon exercise, conversion or exchange of, or a decrease in the exercise price of. such

Convertible Securities other than rt change resulting from the anti-dilution provisions thereof.
such Convertible Securities shall be treated as if they had been cancelled and reissued and an

adjustment to the Conversion Price with respect to such deemed issuance shall be made pursuant
to Section 6(b)(ii} of this Ar1iclc IX. ilupplicablci 7

(E) No further adjusttnettt til‘ the Cfonvetsion Price

adjusted upon the issuance of any such Convertible Securities shall be made as a result of the
actual issuance ot‘Common Stock upon the exercise, conversion or exchange of any such
Convertible Securities: and

(F) On the expiration or termination ofany Convertible
Securities, the Conversion Price shall forthwith be recalculated to such Conversion Price as

would have been calculated had the adjustment been made upon the basis ofthe issuance of outy
the number ofsharcs or Common Stock actually issued upon the exercise, conversion or

exchange of such Convertible Securities (but taking into account other adjustments (or potential
adjustments) made following the time ofissuance ofsuch Convertible Securities}.

(iv) Ri_eItt.r DiS!t’ibltlfUttS. No adjustment ofthc Conversion Price
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pursuant to Section 6(h)(ii} ol't]1is Article IX shall be made as the result of the adoption of a plan

commonly referred to as a "Stocl-tholders‘ Rights Plan" which provides for the issuance of rights

to acquire shares of capital stock of the Corporation upon the occurrence of some event that is
not within the control of the rights holders, or the issuance ofrights under such plan; provided,

however, that the issuance of capital stock of the Corporation pursuant to such rights shall

require adjustment to the Conversion Price pursuant to Section 6(b](ii) of this Article IX.

. (v) Calculations. All calculations ofthe Conversion Price shall be

made to the nearest four decimal places. Anything in Section otb) ofthis Article [X to the

contrary notwithstanding, in no event shall the then current Conversion Price be increased as a

result of any calculation made at any time pursuant to Section o(b)(ii) of this Article IX. No

adjustment to the Conversion Price pursuant to Section 6(b) of this Article IX shall be required

unless such adjustment would require an increase or decrease of at least l% in the Conversion

Price; provided, however, that any adjustments which by reason ofthis Section 6(b)(v) are not

required to be made shall be canted fonvard and taken into account in any subsequent
adjustment.

(vi) Omstandirtg Shares. The number ofsltarcs ol"Common Stock at

any time outstanding shall include all shares of Common Stock outstanding at such time and any

shares of Common Stock issuable upon conversion or exercise of or in exchange for any

Convertible Securities to the extent any such Convertible Securities are (i) convertible,

exercisable or exchangeable at such time and (ii) convertible, exercisable, or exchangeable at a

price that is less than the Fair Market Value of a share of Common Stock issuable upon such

conversion, exercise or exchange at such time. The number of shares of Common Stock at any
time outstanding shall not include any shares ofcornmon Stock then owned or held by or liar the

account of the Corporation or any Subsidiary of the Corporation. and the disposition ofany

shares owned or held by the Corporation or any Subsidiary of the Corporation to any Person
other than the Corporation or any Subsidiary of the Corporation shall be considered an issuance
or sale of Common Stock.

(vii) Succ-e.s.rr'i'e Aabftrstnients. Successive adjustments in the Conversion

Price shall be made, without duplication, whenever any event specified in Section 6(b)(i) or
Section 6(b){ii) ofthis Article [X shall occur.

(c) lleorgzmizntion, Consolidation, Merger Asset Sale.

(i) In case ofany capital reorganization or reclassification of

outstanding shares of Common Stock (other than a reclassification covered by Section 6(1)) of
this Article DC), or in case of any consolidation or merger of the Corporation with or into another

Person, or in case oi‘ any sale. lease, exchange. transfer. conveyance or other disposition (other

than by way of merger or consolidation) of all or substantially all of the Corporation’s assets, on
a consolidated basis. in one transaction or a series of related transactions, to any Person

(including any group that is deemed to be a Person) (each or the foregoing being referred to as a
“Series B Transaction"), in each case which is effected in such a manner that the holders of

Common Stock are entitled to receive (either directly or upon subsequent liquidation} stock or
other securities or property (including cash) with respect to or in exchange for Common Stock,
then each share of Series B Preferred Stock then outstanding shall thereafter be convertihie into,
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in lieu ofthc Voting Common Stock issuable upon such conversion prior to thc consummation of
such Series 8 Transaction, the kind and amount oi‘ shares of stock and other securities and

property (including cash) receivable upon the consummation ofsuch Series B Transaction by a

holder ofthat number of shares of Voting Common Stock into which one share ofSeries B

Preferred Stock was convertible immediately prior to the consummation of such Series 13

Transaction (including, on a pro rata basis, the cash, securities or property received by holders of

Common Stock in any tender or cxchange offer that is a step in such Series B Transaction);

provided that it" the Series B Pretcrrcd Stock becomes convertible into property. then such
conversion shall be out ot't'urtds legally available therefor; and provided, further, that, in any

Series 13 Transaction where a holder cffcctuatcs a conversion pursuant to this Section 6(c), such

holder shall not be entitled to receive any payment of Liquidation Preference pursuant to

Section 4 ofthis Article IX (it being understood that where both Section 4 of this Article IX and

this Section (ale) are applicable to a Series B Transaction. the Corporation shall give each holder

of the Series 13 Preferred Stock the right to elect whether to receive the Liquidation Preference

pursuant to Section 4 ofthis Article IX or to receive. upon conversion ofthc Series B Preferred

Stock, the kind and amount ofsharcs of stock and other securities and property referred to in the

immediately preceding sentence}. In any such case, the Corporation or the Person fonncd by the

consolidation or resulting from the merger or which acquires such assets or which acquires the

Corporatiorfs shares, as the case may he. shall make appropriate provisions in its certificate of

incorporation or other constituent document and in the definitive transaction documents relating

to the Series B Transaction as to the rights and interest thercafier ofthc holder of shares ol'Scrics

13 Preferred Stock. to the end that the provisions set forth herein (including provisions with

respect to changes in and other adjustments of the number ofsharcs ofVoting Common Stock

issuable upon conversion of the Series B Preferred Stock and the Conversion Price) shalt

thercatlcr be applicable in relation to any shares ofstoek or other securities or other property

deliverable upon the conversion ofthc shares ofseries B Preferred Stock. The Corporation shall
not effect any such Series 3 Transaction unless prior to or simultaneously with the

consummation thercofthe surviving corporation or purchaser. as the case may he. shall assume

by written instrument the obligation to deliver to each holder of sh arcs ofseries B Preferred

Stock such shares ofstoclc. securities or other property as, in accordance with the foregoing

provisions, such holder is entitled to receive, and shall have delivered such assumption

agreement to such holder. in case securities or property other than (‘amnion Stock shall be
issuable or dclivcrablc upon conversion as aforesaid. then all references to Common Stock in this

Section 0 shall be deemed to apply. so far as appropriate and as nearly as may be, to such other

securities or property. The provisions of this Section 6(c) shall similarly apply to successive

Series B Transactions. The Corporation shall give written notice to the holders of Series B

Preferred Stock at least 20 Business Days prior to the date on which any Series B Transaction or

similar transaction affecting the Corporation shall take place.

{ii} Nothing contained in this Section otc) shall limit the rights of
holders ofthc Series B l’rct'crrcd Stock to convert the Series B Preferred Stock or to vote their

shares ot'Scries [3 Preferred Stock in connection with a Series B ‘transaction.

(rt) Rcpons. Whenever the number ofshares ot'\/cling Common Stock into
which each share ofScries 13 Preferred Stock is convertible is adjusted as provided in this

Section 0. the Corporation shall promptly mail to the holders ofrccord of the outstanding shares
ofserics B Preferred Stock. at their respective addresses as the same shall appear in the
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Corporation's transfer books. a certificate signed by an executive officer of the Corporation
stating that the numbcrofshares of Voting Common Stock into which the shares of Series B
l'rc|'crrcd Stock are convertible has been adjusted [setting forth in reasonable detail and

ccnifying the calculation ofsuch adjustment). the new fli..ll'1‘iiJ(!I',[)i‘5i1ilI'CS ofVoting Common
Stock (or describing the new stock, securities. cash or other property) into which each share of
Series B Preferred Stock is convertible as a result of such adjustment, a brief statement of the

facts requiring such adjustment and when such adjustment became effective.

(e) Conversion Procedures.

(i) The holder of any shares of Series B Preferred Stock may exercise

its right to convert any or all such outstanding shares into shares of Voting Common Stock at any

time by surrendering for such purpose to the Corporation, at its principal office or at such other

of[ice or agency maintained by the Corporation for that purpose. a certificate or certificates
representing the shares ol'Series B Preferred Stock to be converted. duly endorsed in blank,

accompanied by a written notice stating that such holder elects to convert all or a specified

number of such shares in accordance with the provisions of this Section 6.

(ii) As promptly as practicable. and in any event within two Business

Days after the surrender of such certilicalc or certificates and the receipt of such not ice relating

thereto. the Corporation shall deliver or cause to be delivered (xi ceniticates (which shall bear

legends, if appropriate) registered in the name ofsuch holder representing the number ofsharcs
of Voting Common Stock to which the holder ofsharcs ofscries B Preferred Stock so converted
shall be entitled, (y) ifless than the full number of shares ot'Scrics [3 Preferred Stock evidenced
by the surrendered ccrti ftcatc or certificates are being converted, a new certificate or certificates
for the number of shares evidenced by such surrendered certificate or certificates less the number

of shares convened and (2) payment ofall amounts to which a holder is entitled pursuant to

Sections 6{a){i) and 6(l) of this Article IX. Ali shares of Voting Common Stock issuable upon
conversion of the Series 13 Preferred Stock shall be issued without charge to the holders of Series

13 Preferred Stock and upon issuance shall be fully paid and non-assessable. free and clear of all

taxes, liens. charges and encumbrances created, in each case, by the Corporation with respect to
the issuance thereof. Such conversion shall be deemed to have been made at the close of

business on the date of receipt of such notice and of such surrender of the certificate or

certificates representing the shares ofScrics B Preferred Stock to be converted so that the rights
ofthc holder thereof as to the shares being converted shall cease except for the right to receive

shares ofvoting Common Stock and any payment ofamounts due pursuant to Sections 6(a](i)
and 6(1) ofthis Article IX, and the Person entitled to receive the shares of Voting Common Stock

shall be treated for all purposes as having become the record holder ofsuch shares ofVoting
Cormnon Stock at such time.

(iii) lfa conversion ol'Scries B Preferred Stock is to be made in

connection with an Initial Public Olfering (subject to Section 6(a)(ii) of this Article IX). 2: Series
B Transaction or a similar transaction affecting the Corporation (other than a tender or exchange

offer). the conversion of any shares of Series B Preferred Stock may, at the election ofthe holder
thereof. be conditioned upon the consummation of such transaction, in which case such
conversion shall not be deemed to be effective until such transaction has been consummated. in

connection with any tender or exchange offer for shares of Common Stock. holders ofserics B
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Preferred Stock shall have the right to tender (or submit for exchange] shares ol'Serics B

Preferred Stock in such a manner so as to preserve the status ofsuch shares as Series B Preferred
Stock until immediately prior to such time as shares ofCommon Stock are to he purchased (or

cxcliangcd) pursuant to such offer. at which time that portion of the shares ofScrics 8 Preferred

Stock so tcndcrcd {or submitted for exchange) which is convertible into the number of shares of

Voting Common Stock to be purchased (or exchanged) pursuant to such offer shall be

automatic-al iy convened into the appropriate number of shares of Voting Common Stock. Any
shares ol‘Series B Preferred Stock not so converted shall be returned to the holder as Series B
Preferred Stock.

(iv) The Corporation shall not close its books against the transfer of

Series B Preferred Stock or of Voting Common Stock issued or issuable upon conversion of

Series B Preferred Stock in any manner which interferes with the timely conversion officrics B
Preferred Stock.

(v) In the event ofan automatic conversion of the Series B Preferred

Stock pursuant to Section 6(a)( ii) of this Article IX. each holder ofshares ofscries B Preferred

Stock shall surrender for such purpose to the Corporation, at its principal office or at such other
office or agency maintained by the Corporalion for that purpose, the certificate or certificates

representing the shares of Series 13 Preferred Stock held by such holder, duly endorsed in blank.

As promptly as practicable after the surrender ofsuch certificate or certificates and
consummation ofthe initial Public Olfering. and, provided that such holder has effected such

surrender at least I0 Business Days following the receipt by it ofthc notice referred to in Section

6(a)(ii) of this Al1ic|c IX. in suflicicnt time to allow such holder to participate in the Initial

Public Offering. it‘ such holder is participating. the Corporation shall deliver or cause to be

delivered (xi certificates (which shall bear legends, ifappropriale) registered in the name of such

holder representing the number ofshares of Voting Common Stock to which such holder shall be

entitled, and (y) payment ofall amounts to which such holder is entitled pursuant to Sections
6(a)(ii) and 6(l) or this Article IX. All shares ofvoting Common Stock issuable upon

conversion of the Series B Preferred Stock shall be issued without charge to the holders of Series

B Preferred Stock and upon issuance shall be fully paid and non-assessable. free and clear of all

taxes. liens. charges and encumbrances created. in each case. by the Corporation with respect to
the issuance thereof. Such conversion shall be deemed to have been made immediately prior to

(but contingent upon) the consummation of the Initial Public Offering. so that, upon the

consummation or the Initial Public Offering, the rights of the holder thcrcofshali cease except

for the right to receive shares of Voting Common Stock and any payment of amounts due

pursuant to Sections 6(a)(ii) and (am of this Article IX, and the Person entitled to receive the
shares ofvoting Common Stock shall be treated for all purposes as having become the record
holder of such shares o|'\/oting Common Stock at such time.

(0 Fractional Shares. In connection with the conversion of any shares of

Series 8 Preferred Stock pursuant to this Section 6. no fractions ofshurcs of Voting Common
Stock shall be issued. but in lieu thereof the Corporation shall pay a cash adjustment in respect of

such fractional interest in an amount equal to such fractional interest multiplied by the Fair

Market Value ofa share of Voting Common Stock on the day on which such shares ofseries B
Preferred Stock are deemed to have been convened. ifmore than one share of Series B Preferred

Stock shall be surrendered for conversion at one time by the same holder. the number of full
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shares of Voting Common Stock issuable upon conversion thereof shall be computed on the
basis of the Iota! number of shares of Series B l'ref'erred Stock so surrendered.

(g) Reservation of Shares. The Corporation shall at all times reserve and keep

available, free from liens, charges and security interests and not subject to any preemptive rights.

for issuance upon conversion of the Series B Preferred Stock, such number ofits authorized but

unissued shares of Voting Common Stock as will from time to time be suffieient to permit the

conversion of all outstanding shares ot'Series B Preferred Stock. and shall take or cause to be

taken all action required to increase the authorized number of shares of Voting Common Stock if
necessary to pcnnit the conversion ofall outstanding shares of Series B Preferred Stock and to
ensure that the shares of Voting Common Stock may be issued without violation of any

applicable law or regulation or of any requirement of any securities exchange or inter-dealer

quotation system of which the shares ol' Voting Common Stock may be listed or traded.

(h) Certain Events. If any event occurs as to which the foregoing provisions

of this Section 6 are not strictly applicable or. if strictly applicable. would not, in the good faith

judgment of the Board of Directors, fairly protect the conversion rights ofthc Series B Preferred

Stock in accordance with the essential intent and principles ofsuch provisions. then the Board of
Directors shall make such adjustments in the application ofsueh provisions. in accordance with

such essential intent and principles. as shall be reasonably necessary. in the good faith opinion of
the Board oi‘Directors, to protect such conversion rights as aforesaid. but in no event shall any

such adjustment have the effect ofincrcasing the Conversion Price. or otherwise adversely affect
the holders of Series B Preferred Stock.

SECTION 7. REACQUIRED SHARES.

Any shares ol'Series B Preferred Stock convened. purchased or otherwise

acquired by the Corporation in any manner whatsoever shall have the status ofauthorized but
unissued shares of l’rc|'crred Stock of the Corporation, without designation as to series, subject to

reissuance by the Board ofDirectors as shares ofanyone or more series.

ARTICLE X

SERIES C PREFERRED STOCK

SECTION I. RANK.

The Series C Preferred Stock shall ranlt senior to the Common Stock. but junior to

the Series A Preferred Stock. the Series B Preferred Stock and all other capital stock of the

Corporation. with respect to rights on Liquidation. The C-I Preferred, the C-2 Preferred, the C-3
Pro-l’<:m:d and the C-4 l’referred shall rank on parity with one another with respect to rights on

Liquidation.

SECTION 2. DIVIDENDS.

The Series C Preferred Stock shall not be entitled to receive any dividends from

the Corporation.
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SECTION 3. IUEDFMPTION.

The Corporation shall have no right to redeem any shares of Series C Preferretl

Stock. nor shall any holder thereof have the right to require the Corporation to redeem any such
share.

SECTION 4. l.|Qil|DAT|ON,.DISSOLUTION OR WINDING UP.

(a) in the event ofa Liquidation. each holder of shares ol'C-i Preferred. C-2
Preferred, C-3 Preferred or C‘-4 Preferred shall he entitled to receive out of assets of the

Corporation available for distribution to its stockholders. in preference to any distribution to

holders of securities that are Junior Securities with respect to a Liquidation. an amount of cash

with respect to each share ot'C—l Preferred, C-2 Preferred, C-3 Preferred or 04 Preferred held by

such holder equal to the Liquidation Preference.

(b) No payment ofthe Liquidation Preference shall he made with respect to
any share ot'C~l Prcl'cn'etl. C-2 Preferred, C-3 Preferred or C-4 Preferred unless and until the

liquidation preferences payable with respect to any securities that are Senior Securities with

respect to payments upon a Liquidation shall have been paid in full. No full preferential

payment on account ofany Liquidation shall be made with respect to any class olsecurities that

are Parity Securities with respect to payments upon a Liquidation unless the Liquidation

Preference in respect of each share 0fScries C l’rclcrretl Stock shall likewise be paid at the same

time in connection with such Liquidation. ll‘, upon any Liquidation, after the distribution ofthe

liquidation preferences to any securities that are Senior Securities with respect to payments upon

a Liquidation. the assets of the Corporation are not sufficient to pay in full the Liquidation

Prctizrcncc payable with respect to all of the outstanding shares of Series C l'refcrrcd Stock and

the full liquidation payments payable with respect to any outstanding securities that are Parity
Securities with respect to payntents upon a Liquidation, then ail such shares of Series C Preferred

Stock and such Parity Securities shall share ratably in such distribution of assets in accordance

with the filll respective preferential payments that would be payable on such shares of Series C
Preferred Stock and such Parity Securities if all amounts payable thereon were payable in full.

(c) After the payment to the holders ofsharcs of Series C Preferred Stock of
the full amount of any liquidating distribution to which they are entitled under this Section 4. the
holders of Series C Preferred Stock as such shall have no right or claim to any of the remaining

assets of the Corporation.

(cl) Without limiting the voting rights. it‘ any. ot' any holder of Series C‘

Preferred Stock. the Corporation shall give the holders of the Series C Preferred Stock written
notice at least It) Business Days prior to the date on which the Corporation closes its books or
tal-res a record, with respect to any Liquidation.

SECTION 5. VOTING RlGl'l'|'S.

(a) General. No holder of Series C Preferred Stock shall be entitled to any

voting rights, except as hereinaller provided in this Section 5 or as required by law. Holders of‘
Series C Preferred Stock shall be entitled to notice of all stockholders meetings to the extent

provided by, and in accordance with the procedures set forth in the Corporation's bylaws.
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(b) Voting; Rights for Directors.

(i) The holders of C-1 Preferred, voting separately as a class. shall be

entitled to elect to the Board of Directors a total of three individuals (the "C-1 Directors"). with

all other stockholders of the Corporation specifically denied the right to nominate and elect the
C-1 Directors.

(ii ) The holders oft‘-2 Preferred, voting separately as a class, shall be

‘entitled to elect to the Board of Directors one individual (the “C-2 Director"). with all other
stockholders of the Corporation specifically denied the right to nominate and elect the C-2
Director.

(iii) The holders ot'(‘.-3 Preferred, voting separately as a class, shall be

entitled to elect to the Board of Directors one individual (the “_C-3 Director“), with all other

stockholders of the Corporation specifically denied the right to nominate and elect the C-3
Director.

(iv) The holders of G4 Prelerred, voting separately as a class, shall be
cntitlcd to elect to the Board of Directors one individual (the "C-4 Director“), with all other

stockholders of the Corporation specifically denied the right to nominate and elect the C-4
Director.

(c) Voting; With Respect to Certain Matters. In addition to any matters

requiring a separate vote of the Applicable Series ofthe Series C Preferred Stock under‘

applicable law, the Corporation shall not, without the prior written consent or approval of the

holders of more than 50% ofthe issued and outstanding, shares of the Applicable Series of the
Series C Preferred Stock:

(i) amend. repeal. or change the rights. preferences or privileges of the
shares ol'the Applicable Series ol'the Series C Preferred Stock (as in effect on the Issuance Date)

in any manner that would affect adversely the shares oftlre Applicable Series oflhe Series C‘
Preferred Stock in a manner dit't'crcnt from the effect on shares of the other classes or series of

capital stock of the Corporation (including maintaining the seniority ofthe Series C Pret‘crred
Stock over certain other classes or series ofcapilal stock ol'thc Corporation. as set Forth in the
lirst sentence oI'Sc-ctiort l ofthis Article X as in ct'l'ect on the Issuance Date): or

_ (ii) increase or decrease the total number of authorized shares of the

Applicable Series of the Series C Preferred Stock.

td) Election Procedures.

(i) The right of the respective holders ofthe Applicable Series of the
Series C Preferred Stock to elect directors as described in Section 5(1)] of this Article X

(including without limitation to till any vacancy occurring in the office of any director elected
pursuant to Section 5(b) of this Article X) may be exercised either at a special meeting ofthe
holders ofthe Applicable Series ofthe Series C Preferred Stock. at any annual meeting of
stockholders of the Corporation held for the purpose of electing directors. or by the written
consent ofthe holders of the Applicable Series of the Series (I Preferred Stock acting without a
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meeting pursuant to Section 228 of the General Corporation Law of the State ol'Delawarc. The

term ot'of'tice or any director elected by the holders of the Applicable Series of the Series C
Preferred Stock pursuant to Section _‘i(h) ofthis Article X shall terminate upon the election nfhis

or her successor or upon his or her earlier death. resignation or removal as provided by Section
5(d)(iil ofthis Article X.

(ii) Notwithstanding anything contained in the Certificate of

incorporation or bylaws ofthc Corporation. any director so elected pursuant to Section 503) of

this Article X may be removed without cause only by the holders of the Applicable Series of the

Series C Preferred Stock with respect which such director was elected. The right ofthe holders

ol'the Applicable Series of the Series C‘ Preferred Stock to remove directors without cause may

be exercised at any special meeting ofsuch holders or by a written consent of such holders acting

without a meeting. pursuant to Section 228 ol'thc General Corporation Law of the State of
Delaware.

(iii) In case ol'a vacancy occurring in the oflicc ofany director so

elected pursuant to Section Stb) oftliis Article X, for whatever reason. the holders ofthe

Applicable Series nl'thc Series C Prclcrred Stock with respect which such director was elected

may elect a successor to hold otiicc for the unexpired term ofsuch director or. it‘ the vacancy is

in the office ofa C-I Director. such vacancy may be filled by a majority ofthe other C—l

Directors (or by the sole C-I Director) then in ofiicc.

(iv) Ali actions taken by the holders ofthc Applicable Series of the
Series C Preferred Stock under this Section 5 shall be taken by the attirrnative vote. or by written
consent. of the holders of more titan 50% ofthc issued and outstanding shares ofthe Applicable
Series ofthe Series C Preferred Stock.

(c) Number of Votes Per Share. in connection with any right to vote as a

single class pursuant to this Section 5. or on any matter required by law. each holder of shares of
the Applicable Series ofthe Series C Preferred Stock shall have one vote for each share held.

SECTION 6. NO CONVERSION.

The shares ol'Scrics C l’rct‘crrcd Stock shail not be convertible into Common

Stock or any other security oi‘ the Corporation.

SECTION 7. REACQUIREID SHARES.

Any shares ofSeries C Preferred Stock purchased or otherwise acquired by the
Corporation in any manner whatsoever shall have the status ofattthorizcd but unissued shares of
Pret‘crrcd Stock oi‘ the Corporation, without designation as to series. subject to rcissuance by the
Board of Directors as shares of anyone or more series.

ARTICLE XI

BOARD OF DIRECTORS
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SECTION I. MANAGEMENT.

The business and at't'airs ofthe Corporation shall be managed by or under the

direction ofthe Board of Directors. The Board oi‘ Directors may exercise all such authority and

powers of the Corporation and do all such lawful acts and things as are not by statute or this

Certificate of Incorporation directed or required to be exercised or done by the stockholders.

SECTION 2. NUMBER OF DIRECTORS.

The number ofdirectors ot'the Corporation shall initially be fixed by the Board of

Directors at not more than I0. The number of directors of the Corporation shall he fixed from

time to time exclusively by the Board of Directors as set forth in this Section 2. The Board of

Directors may, by resolution ofthe Board of Directors, (i) decrease the number ofdirectors

comprising the Board of Directors. but not below the number of directors then in oltice and not

below the number that would prevent the holders of any Applicable Series ofthe Series C

Preferred Stock from electing their Designated Director or Designated Directors. and (ii)

increase the number of directors comprising the Board of Directors. in each case by the vote of a

majority of the Designated Directors elected by the holders of the C-l Preferred and the vote of a

majority ofthe other members of the Board of Directors.

SECTION 3. NEWLY-CREATED DlREC'l‘ORSHll’S AND VACANCIES.

Subject to the rights of the holders of the Series C‘ Preferred Stock or any other
series of Preferred Stock then outstanding, newly created tlirectorships resulting from any
increase in the number of directors or any vacancies in the Board o t‘ Directors resulting from
death, resignation, removal t'rotn ottice or any other cause shall. unless otherwise required by
law or resolution of the Board of Directors. be titled only by the Board of Directors by the vote

ol'a majority ofthe Designated Directors elected by the holders of the GI Preferred and the vote
of a majority of the other members of the Board of Directors. A director elected to fill a newly
created directorship or other vacancy shall hold office until such director‘s successor has been
duly elected or until his or her earlier death, resignation or removal as provided in this Ceniticate
of Incorporation.

SECTION 4. REMOVAL OI’ DIRECTORS.

Subject to the rights of the holders ofthe Series C‘ Preferred Stock or any other
series of Pre (‘erred Stock then outstanding. any director may be removed, with or without cause,
from otlice at any time by the aflinnative vote of the holders of a majority of the voting power of
the issued and outstanding shares of Voting Common Stock and the issued and outstanding
shares of Prcferretl Stock entitled to vote generally with the Voting Common Stock on all
matters all which the holders of Voting Common Stock are entitled to vote. voting together as it

single class: provided. however, that any Designated Director may only be removed without
cause by the vote of the holders of more than 50% of the issued and outstanding shares of the
Applicable Series ofthe Series C |’refcrred Stock. voting as a separate class.

SE(""l'ION 5. WRITTEN BALLOT NOT Rl3.QUlRl:'D.

Elections of directors need not be by written ballot unless the bylaws ofthe
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Corporation shall otherwise provide.

SECTION 6. BYLAWS.

The Board of Directors is expressly authorized to adopt, amend or repeal the

bylaws or the Corporation. Any bylaws made by the directors under the powers conferred

hereby may be amended or repealed by the Board of Directors or by the stockholders of the

Corporation. The stockholders shall also have power to adopt. ‘amend or repeal the bylaws of the
Corporation; provided, however, that. in addition to any vote of the holders of any class or series

ofcapitat stock ol'thc Corporation required by law. by this Ccnilicate of incorporation or by the

bylaws. the affnnative vote olthc holders of more than 50% of the voting power of the issued

and outstanding shares of Voting Common Stock and the issued and outstanding shares of

l‘rct'erred Stock entitled to vote generally with the Voting Common Stock on all matters on
tvhiclt the holders of Voting Common Stock are entitled to vote. voting together as a single class.

shall be required to adopt, amend or repeal any provision of the bylaws of the Corporation.

ARTICLE XII

LIMITATION OF LIABILITY: INDEMNIFIC/Yl'lON

A director of the Corporation shall not be personally liable to the Corporation or
its stockholders for monetary damages for breach of fiduciary duty as a director; provided.

however. that the foregoing shail not eliminate or limit the liability of a director (i) for any

breach of the director's duty of loyalty to the Corporation or its stockholders. (ii) for acts or
omissions not in good litith or which involve intentional misconduct or a knowing violation of

law, (iii) under Section 174 of the DGCL or (iv) for any transaction from which the director

derived an im propcr personal benefit. lfthe DGCL is hereafter amended to permit fi.irthcr

elimination or limitation ofthc personal liability ofdirectors. then the liability of a director of the

‘Corporation shall be elitninateil or limited to the littlest extent pcnnitted by the DGCL as so
amended.

The Corporation shall. to the fullest extent permitted by applicable law. indemnify

and advance expenses to each director and ollicer ofthc Corporation. The Corporation may '
indemnify and advance expenses to each employee and agent ofthc Corporation, and any other
Person whom the Corporation is authorized to indemnify under the provisions of the DGCL. as
provided in the bylaws or the Corporation.

Any amendment, repeal or modification of the foregoing provisions of this Article
XII shall not ailvcrscly affect any right or protection of any director, officer or other agent of the
Corporation existing all the time of, or increase the liability of any director, ofti cer or other agent
of the Corporation with respect to any acts or omissions of such director. officer or other agent
occurring prior to. such amendment, repeal or modilication.

ARTICLE Xlll

AMENDMENT

The Corporation reserves the right to amend, change or repeal any provision
contained in this Certificate of incorporation, in the manner now or hereafter prescribed by .
statute. and all rights conferred upon stockholders herein are granted S11l3_|ECl.I0li'ttS reservation.
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Notwithstanding any other provision of this Certificate of incorporation or the bylaws of the
Corporation. and notwithstanding the fact that a lesser percentage or separate class vote may be

spceilied by law, this (‘crtiticate of Incorporation. the bylaws oi‘ the Corporation or otherwise,

but in addition to any uflimiative vote ofthe holders of any particular class or series of the

capital stock required by law, this Certificate of Incorporation, the bylaws of the Corporation or

otherwise, the affirmative vote ufthe holders ofmorc than 50% oflhe voting power ofthe issued

and outstanding shares of Voting Common Stock and the issued and outstanding shares of

Preferred Stock entitled to vote generally with the Voting Common Stock on all matters on

which the holders of Voting Common Stock are entitled to vote, voting together as a class. shall

be required to adopt any provision inconsistent with, or to amend or repeal any provision of,

Articles Xll or Xlll ofthis Certificate cl‘ Incorporation.

ARTICLE XIV

NO IMPAIRMIENT

The Corporation will not amend its Certificate ol' Incorporation or reorganize.

transfer assets. consolidate. merge. dissolve, or voluntarily ct‘f'ect any other transaction, the sole

purpose of which is to avoid the observance or performance of any of the terms to be observed or

perfonnetl hereunder by the Corporation.

ARTICLE XV

PROPERTY OF STOCKHOl.DF.RS

Except as otherwise provided by applicable law. the private propeny or assets of
the stockholders of the Corporation shall not to any extent whatsoever be subject to the payment
of the debts of the Corporation.

AR'l'lCl.F. XV!

Dl3F|Nl'l'l0NS: HEADINGS

(a) For the purposes of this Certiticatc of Incorporation. the following
definitions shall apply:

"A<lditional_Sltares" has the meaning set forth in Section 6(b)(ii) ol'Article Vlll.

"Applicable Series of the Series C Preferred St_o_e_k_“ means the C—l Preferred, the
C-2 Preferred. the C-3 l’reFcrrcd or the C-4 Preferred. as applicable.

"Approved Qptigns" means (I) options to purchase up to 8,058,834 shares of
(Totntnon Stock granted under the Corporation's 2007 Stock Option Plan as in effect on the
Issuance Date (or as such Plan may be amended upon receipt ofthe Requisite Approval). which
grants received the Requisite Approval, and (2) any options to purchase or other rights to acquire
shares of Common Stock granted under any other equity incentive plan. the adoption of which
received the Requisitc Approval and which grants received the Rcquisite Approval.

“Art-iiter" shall have the meaning ascribed to such term in the definition of“Fair
Market Value."
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“Attribute“ has the meaning set forth in Section I of Article VII].

"Beneficially Ownr.-gt“ shall mean beneficial] y owned as determined in accordance

with Securities Exchange Act Rule l3d-3.

“gourd of Directors" means the Board of Directors of the Corporation.
u

Business Day" means any day other than a Saturday. Sunday. or a day on which

commercial banks in the City of New York are autltorized or obligated by law or executive order
to close.

"Certificate of lneomoration" means the Certificate of lncorporation oftlte
Corporation. as amended from titne to time.

“Closing Pr_it_:e“ has the meaning set forth in the definition of“Fat r Market
Value.“

“Common Stock" means the Voting Common Stock and the Non-Voting
Common Stock or either ofthcnt.

“ "means, with respect to the Series A Preferred Stock, $1.00.
subject to adjustment as provided in Section 6 cl‘/trticle VIII. and, with respect to the Series B
Preferred Stock, 54.6346, subject to adjustment as provided in Section 6 ot'Articlc IX.

“Qgrivcrtible Securities“ means (i) any options or warrants to purchase or other

rights to acquire Common Stock. (ii) any securities by their terms convertible into. or exercisable

or exchangeable for. Common Stock (directly or indirectly) and {iii ) any options or warrants to

purchase or other rights to acquire any such convertible, exercisable or exchangeable securities.

“Desiggnatetl Director“ means a member of the Board of Directors that was elected

exclusively by the vote of one of the Applicable Series ofthe Series C Preferred Stock.

“Excluded lssuanccs" means the issuance of any shares of Common Stock or

Convertible Securities {whether treasury shares or newly issued shares) (I) pursuant to a
dividend or distribution on. or a subdivision, combination or reclassification of. the outstanding

shares of Common Stock which. in the case of the Series A Preferred Stock, requires an

adjustment in the Conversion Price pursuant to Section f:(b)ti) of Article VIII. and, in the case of
the Series B Preferred Stock. requires an adjustment in the Conversion Price pursuant to Section

6{b)(i) of Article IX, (2) upon the exercise or conversion of any Convertible Securities issued on,
or outstanding as of. the issuance Date, including the Series A Preferred Stock and the Series B
Preterred Stock. except. in the ease ofthe Series A Preferred Stock. as contemplated by Section
6(b)[iii](S)(D) of Article VIII and. in the case of the Series B Preferred Stock, as contemplated

by Section 6(b)[iii}(5)(D) of Anicle IX. (3) pursuant to the grant or exercise of any Approved
Options. (4) as consideration for the acquisition by the Corporation of another business entity or
interest therein (ineluditty, a joint venture or strategic alliance) by lnergcr. stock purchase,
purchase of substantially all the assets or other business combination or investment. in each case.
which received the Rcquisitc Approval. or (5) pursuant to Section 2.3 of the Preferred Stock
Purchase Agreement.
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“Fair Market Value“ means. with respect to any security as of any date, if such

security is listed or traded in a manner referred to below. an amount equal to the average of the
daily Closing Prices on the twenty consecutive Trading Days immediately preceding such date.

As used in this Cerlilicate of incorporation, the tcnn “Closing Price", on any day. shall mean the

last reported sales price on such day or, in the event no such sale takes piaee on such day, the

average ofthe closing bid and asked prices, in each case on the New York Stock Exchange or, if

such security is not then listed or admitted to trading on such exchange, on the principal national
securities exchange on which such security is listed or admitted to trading, or. ifsuch security is

not listed or admitted to trading on any such exchange, the average of the highest reported bid

and lowest reported asked prices as Furnished by the National Association of Securities Dealers

through the National Association of Securities Dealers Automated Quotation System ("Nasdag“)

(or a similar organiratinn it'Nnsdaq is no longer reporting such infomiation). lfsueh security is
not listed and traded in a manner that the pricing inforrnation referred to above is available for
the period required hereunder. or with respect to an asset other titan a security (and other than
cash which shalt be valued at its face amount). the Fair Market Value of such security or asset

shall he detennincd by mutual agreement between the Corporation (acting through the Board of

Directors) and the holders ofa majority of the outstanding shares ofSerics A Preferred Stock and

the holders of a majority of the Series B Preferred Stock (considered as a single class, with each
share ofScries A Preferred Stock and each share of Series B Preferred Stock having the number

or votes equal to the number of shares ofvoting Common Stock into which such share of Series

A Preferred Stock or Series B Preferred Stock. as applicable. may be converted) or, if the parties

are unable to agree within It) Business Days following the Corporation‘s written request to the
holders of the Series A Preferred Stock and the holders of the Series B Preferred Stock that

agreement thereon he reached. then as determined by an independent investment banking tinn or

valuation tirni (an "Arbiter“) selected by mutual agreement between the Corporation and the
holders of a majority of the outstanding shares of Series A Preferred Stock and the holders ofa

majority of the outstanding shares of Series B Preferred Stock (dctennined as set forth above)
(or, if the parties are unable to agree on an Arbiter within ID Business Days of the Corporation's
written request to the holders of the Series A Preferred Stock and the holders of the Series B

Preferred Stock that agreement thereon he reached, then by an Arbiter selected by the New York
City office ofthc American Arbitration Association) (with the Corporation. on the one hand. and
the holders oftlte Series A Preferred Stock and the holders ofthc Series B Preferred Stock. on

the other hand. each bearing one hulfofthe fees and expenses of the Arbiter). Notwithstanding
the foregoing. the determination of the Fair Market Value ot'a share ol'Voling Common Stock
for purposes ol‘Seetion 6(l') el'Articie VIII or Section 6(l) of Article IX. as applicable, shalt be
made by the Board of Directors. which delennination shall be final and binding.

“ nitiul Public Offering" means the lirst public offcringofsltarcs ofCommon
Stock.

“investor Stockholders Agcement" means the Investor Stockholders Agreement,
dated March 28. 2007, by and among the Corporation, the holders ofthe Series A Preferred
Stock and the holders ofthe Series B Preferred Stock, as such agreement may be amended from
time to titne as provided in such agreement. A copy of the Investor Stockholders Agreement will
be made available without charge to any stockholder upon request.

"Issuance Date" means March 28, 2007.
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"Junior Sccur_'i_t_i_cs" means:

(1) with respect to the Series A Preferred Stock. each class or series of

capital stock of the Corporation now or hereatler authorized. issued or outstanding which by its

lenns expressly provides that it will rank junior to the Series A Preferred Stock. or which does
not specify its rank. with respect to one or both of the following Attributes: (i) payment of

dividends and distributions and (ii) the distribution ofassets upon Liquidation;

(2) with respect to the Series B Preferred Stock, each class or series of
capital stock ofthc Corporation now or hereafter authorized, issued or outstanding which by its

terms expressly provides that it will rank junior to the Series B Preferred Stock, or which does

not specify its rank. with respect to one or both oflhe following Attributes: (i) payment of
dividends and distributions and (ii) the distribution of assets upon Liquidation: and

(3) with respect to the Series C Preferred Stock, each class or series of
capital stock of the Corporation now or hercatter authorized, issued or outstanding which by its

terms expressly provides that it will rank junior to the Series C Preferred Steel: with respect to
the distribution ofassets upott Liquidation.

This definition of Junior Securities shall include any Convertible Securities ex crcisable or

exchangeable for or convertible into any Junior Securities.

"Liquidation“ has the meaning set forth in Section 4(a) of Article Vlli.
n

Liguidation Preference“ means:

(I) with respect to a share ofSerics A Prefened Stock, the greater of
(X) the sum oftii the Stated Value plus (ii) an amount, ifany. equal to the aggregate ofany
dividends declared but not yet paid on such share ol'Serics A Preferred Stock and (y) the amount
that would be payable in the Liquidation in respect of the Voting Common Stock issuable upon
conversion of such share ufScrics A Preferred Stock if all outstanding shares ofscrics A

Preferred Stock were convened into Voting Common Stock immediately prior to the Liquidation
in accordance with Section 6 ol'Articic VIII:

(2) with respect to a share of Series B Preferred Stock, the greater of
(x) the sum of (i) the Stated Value plus (ii) an amount, if any. equal to the aggregate of any
dividends declared but not yet paid on such share of Series B Preferred Stock and (y) the amount
that would be payable in the Liquidation in respect of the Voting Common Stock issuable upon
conversion ofsuch share of Series B Preferred Stock if all outstanding shares of Series B

l’rcl‘errcd Stock were converted into Voting Common Stock immediately prior to the Liquidation
in accordance with Section 6 of Article IX: and

(3) with respect to a share of Series C Preferrecl Stock, SI .00 (as

adjusted liar any split, subdivision. combination. consolidation, recapitalization or similar event
with respect to the Applicable Series ofthe Series C Prelerretl Stock).

"flasglgf has the meaning set forth in the definition of “Fair Market Value“.
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Parity Sccuritii-.s" means:

(I) with respect to the Series A Prcferreil Stock, each class or series of

capital stock of the Corporation now or hereafter authorized, issued or outstanding which by its

terms expressly provides that it will rank on a parity with the Series A l'rel'erred Stock with

respect to one or both of the following Attributes: ti) payment oftlividcnds and distributions and

(ii) the distribution ofasscts upon any l-iquidation;

(2) with respect to the Series B Prefcncd Stock, each class or series of

capital stock ofthe Corporation now or hereafter authorized, issued or outstanding which by its

terms expressly provides that it will rank on a parity with the Series B Preferred Stock with

respect to one or both of the lbllowing Attributes: (E) payment ofdividends and distributions and

(ii) the distribution of assets upon any Liquidation: and

(3) with respect to the Series C‘ Preferred Stock. each class or series of

capital stock of the Corporation now or hereatter authorized, issued or outstanding which by its

terms expressly provides that it will rank on a parity with the Series C Preferred Stock with
respect to the distribution o|'asscts upon any Liquidation.

This definition of Parity Securities shall include any Convertible Securities exercisable or

exchangeable for or convertible into any Paril y Securities.

‘‘1’_@‘' means an individual. partnership. corporation. limited tiability company

or partnership, unincorporated organization, trust or joint venture. or a govemmental agency or
political subdivision thcrcnfor other entity ofany kind.

“Preferred Stock Purchase Ag-i_'ecincitt" means the Preferred Stock Purchase

i\l,'l'UClIlCl}l. dated as of February 22, 2007. by and among the Corporation. ikaria, Inc. and
purchasers of the Series [3 l’rcl'crred Stock. as such agreement may be amended front time to
time as provided in such agreement. A copy ol‘ the Preferred Stock Purchase Agreement will be
made rival lable without charge to any stock holder upon request.

"Reguisite Approval“ means the approval of the Board oi‘Directors and. if
required by one or more ol‘Seetions 4.1. 4.2, 4.3. 4.4 and 4.5 oftlie Investor Stockholders
Agreement, the approval or approvals set forth in the applicable Section or Sections ofthc
Investor Stockholders Agreement.

"Senior Securities" means:

(I) with respect to the Series A Preferretl Stock, each class or series of
capital stock ol' the Corporation now or licrcatier authorized, issued or outstanding which by its
temis expressly provides that it will rank senior to the Series A l’rcl‘ei-red Stock with respect to
one or both of the following Attributes: (E) payment of dividends and distributions and (ii) the
distribution of assets upon any Liquidation:

(2) with respect to the Series B Preferred Stock, each class or series of

capital stock of the Corporation now or hcrcaltcr authorized. issucdor outstanding which by its
terms expressly provides that it will rank senior to the Series 8 Preferred Stock with respect to
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one or both ofthc following Attributes: (i) payment ofdivitlends and distributions and (ii) the
distribution of assets upon any Liquidation: and

(3) with respect to the Series C Preferred Stock, each class or series of

capital stock of the Corporation now or hereaflcr authorized, issued or outstanding which by its
terms expressly provides that it will rank senior to the Series C Preferred Steel: with respect to

the distribution of assets upon any Liquidation.

This definition of Senior Securities shall include any Convertible Securities exercisable or

exchangeahle for or convertible into any Senior Securities.

“ “hasthe meaning set forth in Section 6(c)(i) ot‘Article Vltt.

"Series B Transaetio_r_." has the meaning set forth in Section (i(c}(i) of Article IX.

"Stated Value" means. with respect to a share ot' Series A Preferred Stock. 5 I .00

(as adjusted for any split. subdivision, combination. consolidation, recapitalization or similar

event with respect to the Series A Preferred Stock) and, with respect to a share ol'Scries B

Preferred Stock. S-1.6346 {as adjusted for any split. subdivision. combination, consolidation,

recapitalization or similar event with respect to the Series B Preferred Stock).

“Stthsidiag:" ofany Person means any corporation or other entity ot'which a

majority of the voting power ofthc voting equity securities or equity interest is owned, directly
or indirectly, by such Person.

" "means a day on which the principal national securities exchange

on which the Common Stock is quoted, listed or admitted to trading is open for the transaction of
business.

lb) The headings of the sections. paragraphs, subparagraphs. clauses and sub-
clauses included in this Certificate of Incorporation are for convenience of reference only and

shall not define. limit or affect any of the provisions hereof.

IN WITNESS W1-[E-IREOF, this Restated Cenilicatc of incorporation. which

restates and integrates and further amends the provisions of the Certificate ol' Incorporation of
this Corporation. and which has been duly adopted in accordance with Sections 242 and 245 of
the Delaware General Corporation Law. has been executed by its duly authorized officer this 7th
day nt'May. ZOIO.

IKARIA. HOLDINGS. INC.

Isl Matthew I\_rt_. Bennett
Name: Matthew M. Bennett

Title: Senior Vice President and Secretary
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RESTATED

CERTIFICATE OF INCORPORATION
OF

IKARIA HOLDINGS, INC.

(Originally incorporated as ITL Holdings, Inc. on August 18, 2006)

ARTICLE I

NAME

The name of the Corporation is lkaria, Inc. (the “Co§poration”).

ARTICLE II

REGISTERED OFFICE AND AGENT

The address of the Corporation's registered oflicc in the State of Delaware is

Corporation Service Company, 2711 Centerville Road, Suite 400, City of Wilmington 19808,
County ofNew Castle. The name ofits registered agent at such address is Corporation Service

Company.

ARTICLE III

PURPOSE

The purpose of the Corporation is to engage in any lawful act or activity for

which corporations may be organized under the Delaware General Corporation Law (the
“DCiCL”).

ARTICLE IV

CAPITAL STOCK

The total number of shares of all classes of capital stock which the Corporation

shall have authority to issue is two hundred thirteen million, four hundred two thousand, six
hundred (2l3,402,600) shares, of which:

One hundred twenty five million 025,000,000) shares, par value

$0.01 per share, shall be shares of common stock, of which one hundred ten

million 010,000,000) shares shall be designated “Voting Common Stock” (the

“Voting Common Stock”) and fifteen million 05,000,000) shares shall be

designated Non-Voting Common Stoc "(the “Non-Voting Common Stock”); and

Eighty-eight million, four hundred two thousand, six hundred
(88,402,600) shares, par value $0.01 per share, shall he shares of preferred stock

(the “Preferred Stock"), of which eleven million, four hundred twenty-one

thousand, three hundred 01,421,300) shares shall be designated “Series A

Convertible Preferred Stock”; seventy-six million, nine hundred eighty thousand,

nine hundred 06,980,900) shares shall be designated “Series B Convertible
Preferred Stock"; one hundred (100) shares Shall be designated “Series C-l Non-

Convertible Preferred Stoc ”; one hundred (I00) shares shall be designated
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“Series C-2 Non-Convertible Preferred Stock"; one hundred (100) shares shall be

designated “Series C-3 Non—Convertible Preferred Stock”; and one hundred (100)
shares shall be designated “Series C-4 Non-Convertible Preferred Stock”.

ARTICLE V

VOTING COMMON STOCK

SECTION 1. GENERAL.

Except as otherwise required by law or as expressly provided in this Certificate of

Incorporation, each share of Voting Common Stock shall have the same powers, rights and

privileges and shall rank equally, share ratably and be identical in all respects as to all matters,

with each other share of Voting Common Stock and with each share of Non-Voting Common
Stock.

SECTION 2. DIVIDENDS.

(a) Subject to the rights of the holders of Preferred Stock and to the other

provisions of this Certificate of Incorporation, holders of Voting Common Stock and Non-

Voting Common Stock shall be entitled to receive equally, on a per share basis, such dividends

and other distributions in cash, securities or other property of the Corporation as may be declared

thereon by the Board of Directors from time to time out of assets or fimds of the Corporation

legally available therefor.

(b) The Corporation shall not effect a subdivision, combination or

A reclassification of the outstanding shares of Voting Common Stock into a greater or lesser

number of shares of Voting Common Stock unless a comparable adjustment is at the same time

being made to the Non-Voting Common Stock.

SECTION 3. VOTING RIGHTS.

At every annual or special meeting of stockholders of the Corporation, each

holder of Voting Common Stock shall be entitled to cast one vote for each share of Voting
Common Stock standing in such holder's name on the stock transfer records of the Corporation;

provided, however, that, except as otherwise required by law, holders of Voting Common Stock,
as such, shall not be entitled to vote on any amendment to this Certificate of Incorporation

(including any certificate of designation relating to any series ofPreferred Stock) that relates
solely to the terms of one or more outstanding series ofPreferred Stock if the holders of such
affected series are entitled to vote thereon, either separately or together with the holders ofone or

more other such series, pursuant to this Certificate ofIncorporation (including pursuant to any
certificate of designation relating to any series ofPreferred Stock).

ARTICLE VI

NON-VOTING COMMON STOCK
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SECTION 1. GENERAL.

I Except as otherwise required by law or as expressly provided in this Certificate of
Incorporation, each share ofNon-Voting Common Stock shall have the same powers, rights and
privileges and shall rank equally, share ratably and be identical in all respects as to all matters,
with each other share or Non-Voting Common Stock and with each share of Voting Common
Stock.

SECTION 2. DIVIDENDS.

Subject to the rights of the holders ofPreferred Stock and to the other provisions

of this Certificate of Incorporation, holders of Non-Voting Common Stock and Voting Common

Stock shall be entitled to receive equally, on a per share basis, such dividends and other

distributions in cash, securities or other property of the Corporation as may be declared thereon

by the Board ofDirectors from time to time out of assets or funds of the Corporation legally
available therefor.

SECTION 3. VOTING RIGHTS.

The holders of Non~\/oting Common Stock shall not be entitled to any voting

rights except as required by law.

SECTION 4. CONVERSION.

(a) In the event there shall occur an Initial Public Offering, then, immediately

prior to the consummation of the Initial Public Offering, without any further action by the
Corporation or the holders of shares of Non—Voting Common Stock, each outstanding share of
Non-Voting Common Stock shall automatically be converted into one fully paid and non-

assessable share ofVoting Common Stock.

(b) The Corporation shall at all times reserve and keep available, free from

liens, charges and security interests and not subject to any preemptive rights, for issuance upon
conversion of the Non—Voting Common Stock, such number of its authorized but unissued shares

of Voting Common Stock as will be sufficient to permit the conversion of all outstanding shares

ofNon-Voting Common Stock, and shall take or cause to be taken all action required to increase
the authorized number of shares of Voting Common Stock if necessary to permit the conversion

of all outstanding shares ofNon-Voting Common Stock and to ensure that the shares of Voting
Common Stock may be issued without violation of any applicable law or regulation or of any

requirement of any securities exchange or inter-dealer quotation system on which the shares of
Voting Common Stock may be listed or traded.

(c) The Corporation shall not effect a subdivision, combination or
reclassification of the outstanding shares of Non-Voting Common Stock into a greater or lesser

number of shares ofNon-Voting Common Stock unless a comparable adjustment is at the same

time being made to the Voting Common Stock.
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ARTICLE VII

PREFERRED STOCK

The Board ofDirectors is authorized, subject to limitations prescribed by law, to
provide by resolution or resolutions for the issuance ofshares of Preferred Stock in one or more

series, to establish the number of shares to be included in each such series, and to fix the voting
powers (if any), designations, powers, preferences, and relative, participating, optional or other
rights, if any, of the shares of each such series, and any qualifications, limitations or restrictions

thereof. The rights, preferences and restrictions granted to and imposed on the Series A
Convertible Preferred Stock, par value $0.01 per share (“Series A Preferred Stock”), and the
Series B Convertible Preferred Stock, par value $0.01 per share (“Series B Preferred Stock”) are
set forth below in Articles VIII and IX, respectively. The rights, preferences and restrictions
granted to and imposed on the Series C-l Non-Convertible Preferred Stock, par value $0.01 per
share (“ ”), the Series C-2 Non-Convertible Preferred Stock, par value $0.01 per
share (“ ”), the Series C-3 Non-Convertible Preferred Stock, par value $0.01 per
share (“ "), and the Series C-4 Non—Convertible Preferred Stock, par value $0.01 per
share (“C-4 Preferred” and, together with the C-1 Preferred, C-2 Preferred and C-3 Preferred,
“Series C Preferred Stock”) are set forth below in Article X.

ARTICLE VIII

SERIES A PREFERRED STOCK

SECTION 1. RANK.

The Series A Preferred Stock shall, with respect to (i) payment ofdividends and

distributions and (ii) rights upon any Liquidation (each ofclauses (i) and (ii), an “ ”),

rank (i) senior to all securities that are Junior Securities with respect to such Attribute, (ii) on a

parity with all securities that are Parity Securities with respect to such Attribute and (iii) junior to

ail securities that are Senior Securities with respect to such Attribute. The Series A Preferred

Stock shall rank on a parity with the Series B Preferred Stock and the Common Stock with

respect to dividends and distributions and shall rank junior to the Series B Preferred Stock but

senior to the Series C Preferred Stock and the Common Stock with respect to rights upon any
Liquidation.

SECTION 2. DIVIDENDS AND DISTRIBUTIONS.

(a) No dividends shall be paid, and no other distribution shall be made, on or

with respect to the Common Stock unless and until the holders of the Series A Preferred Stock as

ofthe record date estabiished by the Board of Directors for such dividend or distribution on the

Common Stock shall be paid, out of funds legally available therefor, dividends in an amount

(whether in the form of cash, securities or other property) equal to the amount (and in the form)
of the dividends or distribution that such holder would have received had the Series A Preferred

Stock been converted into Voting Common Stock immediately prior to the record date of such

dividend or distribution on the Common Stock; provided, however, that if the Corporation

declares and pays a dividend or makes a distribution on the Common Stock consisting in whole

or in part of Common Stock or Convertible Securities, then no such dividend or distribution shall

be payable in respect of the Series A Preferred Stock on account of the portion ofsuch dividend

4
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or distribution on the Common Stock payable in Common Stock or Convertible Securities, to the

extent that an anti-dilution adjustment under Section 6(b)(i) of this Article VIII is required to be

made and is made in connection with such dividend or distribution. Any such dividends or

distribution shall be payable on the same payment date as the payment date for (and otherwise on

the same paymentterms as for) the dividends or distribution on the Common Stock established

by the Board ofDirectors.

(b) No dividends shall be paid, and no other distribution shall be made, on or

with respect to the Series B Preferred Stock (other than dividends declared and paid or

distributions made by reason of a dividend or distribution with respect to the Common Stock,

which shall be governed by Section 2(a) of this Article VIII, and other than dividends and

distributions payable in shares of Series B Preferred Stock, which shall be governed by the

proviso below) unless and until the holders of the Series A Preferred Stock as of the record date

established by the Board of Directors for such dividend or distribution on the Series B Preferred

Stock shall be paid, out of funds legally available therefor, dividends in respect of each share of
Series A Preferred Stock in an amount (whether in the fon-n ofcash, securities or other property)

equal to the amount (and in the form) of the dividends paid or distribution made with respect to a

share of the Series B Preferred Stock; provided, however, that if the Corporation declares and

pays a dividend or makes a distribution on the Series B Preferred Stock consisting in whole or in

part ofCommon Stock or Convertible Securities, then no such dividend or distribution shall be
payable in respect of the Series A Preferred Stock on account of the portion ofsuch dividend or
distribution on the Series B Preferred Stock payable in Common Stock or Convertible Securities,

to the extent that an anti-dilution adjustment under Section 6(b)(i) of this Article VIII is required
to be made and is made in connection with such dividend or distribution. Any such dividends or

distribution shall be payable on the same payment date as the payment date for (and otherwise on

the same payment term as for) the dividends or distribution on the Series B Preferred Stock
established by the Board of Directors.

(c) If, after the Issuance Date, the Series A Preferred Stock or the Series B
Preferred Stock is subdivided, combined or reclassified into a greater or lesser number of shares

without a corresponding action being taken with respect to the other series of Preferred Stock,
then any dividend or distribution payable with respect to the Series A Preferred Stock by reason
of a dividend or distribution payable with respect to the Series B Preferred Stock shall be

appropriately adjusted.

SECTION 3. REDEMPTION.

The Corporation shall have no right to redeem any shares of Series A Preferred
Stock, nor shall any holder thereof have the right to require the Corporation to redeem any such
shares.

SECTION 4. LIQUIDATION, DISSOLUTION OR WINDING UP.

(a) In the event the Corporation shall (i) commence a voluntary case under the
federal bankruptcy laws or any other applicable federal ‘or state bankruptcy, insolvency or similar
law, (ii) consent to the entry of an order for relief In an involuntary case underany law ’
referenced in clause (i) above or consent to the appointment of a receiver, hqurdator, assignee,

S
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custodian, trustee, or other similar official, of the Corporation or of any substantial part of its

property, (iii) make a general assignment for the benefit of its creditors, (iv) admit in writing its

inability to pay its debts generally as they become due, (v) have a court ofcompetentjurisdiction

enter an order or decree, which has not been withdrawn, dismissed or reversed, that is for relief

against the Corporation in an involuntary case under any law referenced in clause (i) above or to

appoint a receiver, liquidator, assignee, custodian, trustee, or other similar official, of the

Corporation or of any substantial part of its property, and any such order or decree remains

unstayed and in effect for 60 consecutive days, or (vi) otherwise liquidate, dissolve or wind up

(any such event, together with any event described in the final sentence of this Section 4(a), but

subject to the proviso therein, a “Liguidation”), each holder of shares of Series A Preferred Stock

shall be entitled to receive out of assets of the Corporation available for distribution to its

stockholders, in preference to any distribution to holders of securities that are Junior Securities

with respect to a Liquidation, an amount of cash with respect to each share of Series A Preferred

Stock held by such holder equal to the Liquidation Preference. For purposes of this Certificate

of Incorporation, the sale, conveyance, exchange, lease, transfer or other disposition of all or

substantially all of the property or assets of the Corporation or the consolidation or merger of the

Corporation with or into one or more other entities (other than a wholly owned Subsidiary of the

Corporation) shall be deemed to be a Liquidation; provided that any transaction in which the

stockholders of the Corporation immediately prior to such transaction own shares representing
more than 50% ofthe voting power of the outstanding shares of the surviving or acquiring

corporation following the transaction (taking into account only capital stock of the Corporation

held by such stockholders prior to the transaction) shall not deemed to be a Liquidation.

(b) No payment of the Liquidation Preference shall be made with respect to
any share of Series A Preferred Stock unless and until the liquidation preferences payable with

respect to the Series B Preferred Stock and any other securities that are Senior Securities with
respect to payments upon a Liquidation shall have been paid in full. No full preferential
payment on account of any Liquidation shall be made with respect to any class ofsecurities that
are Parity Securities with respect to payments upon a Liquidation unless the Liquidation

Preference in respect of each share of Series A Preferred Stock shall likewise be paid at the same
time in connection with such Liquidation. If, upon any Liquidation, after the distribution of the

liquidation preferences to any securities that are Senior Securities with respect to payments upon
a Liquidation, the assets ofthe Corporation are not sufficient to pay in full the Liquidation
Preference payable with respect to all of the outstanding shares of Series A Preferred Stock and
the fiill liquidation payments payable with respect to any outstanding securities that are Parity
Securities with respect to payments upon a Liquidation, then such shares of Series A Preferred
Stock and such Parity Securities shall share ratably in such distribution of assets in accordance

with the full respective preferential payments that would be payable on such shares of Series A
Preferred Stock and such Parity Securities if all amounts payable thereon were payable in full.

(c) After the payment to the holders of shares of the Series A Preferred Stock
of the full amount of any liquidating distribution to which they are entitled under this Section 4,
the holders of the Series A Preferred Stock as such shall have no right or claim to any of the

remaining assets or the Corporation.

(d) Without limiting the voting rights of any holder of Series A Preferred
Stock. the holders of shares of the Series A Preferred Stock shall be entitled to receive at least 10

6
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Business Days prior written notice of any Liquidation, and may convert their Series A Preferred

Stock at any time prior to any such Liquidation in accordance with Section 6 of this Article VIII.

SECTION 5. VOTING RIGHTS.

(a) General. Each holder of Series A Preferred Stock shall have full voting

rights and powers, and shalt be entitled to vote on all matters put to a vote or consent of

stockholders of the Corporation, with each share of Series A Preferred Stock having the number

ofvotes equal to the number of shares of Voting Common Stock into which such share of Series
A Preferred Stock could be converted in accordance with Section 6 of this Article VIII as of the

record date for the vote or consent which is being taken. The holders of the Series A Preferred

Stock, the holders of the Series B Preferred Stock and the holders ofVoting Common Stock (and

any other class or series of capital stock entitled to vote together with the Voting Common

Stock) shall vote together as a single class on all matters submitted to a vote of the stockholders

of the Corporation, except as required by law or by the Certificate of Incorporation or by any

certificate of designations of the Corporation from time to time in effect. Holders of Series A

Preferred Stock shall be entitled to notice of all stockholders meetings in accordance with the

procedures set forth in the Corporation’s bylaws.

(b) Voting With Respect to Certain Matters. In addition to any matters

requiring a separate vote of the Series A Preferred Stock under applicable law, the Corporation
shall not, without the prior written consent or approval of the holders of more than 50% of the

issued and outstanding shares of Series A Preferred Stock, voting as a single class:

(i) amend, repeal, or change the rights, preferences or privileges of the
shares of Series A Preferred Stock (as in effect on the Issuance Date) in any manner that would

affect adversely the shares of Series A Preferred Stock in a manner different from the effect on
shares of the other classes or series of capitai stock of the Corporation (including maintaining the

seniority of the Series A Preferred Stock over certain other classes or series ofcapital stock of
the Corporation, as set forth in the last sentence of Section I of this Article VIII as in effect on
the lssuance Date); or

(ii) increase or decrease (other than by conversion of the Series A

Preferred Stock into Voting Common Stock) the total number of authorized shares of Series A

Preferred Stock.

(c) Number ofVotes Per Share. In connection with any right to vote as a

single class pursuant to Section 5(b) of this Article VIII, each holder of shares ofSeries A
Preferred Stock shall have one vote for each share held,

SECTION 6. CONVERSION,

(a) Tenns of Conversion.

(i) Optional Conversion. Each share ofSeries A Preferred Stock shall
be convertible, at the option of the holder thereof, at any time, and from time to time, on the
terms and conditions set forth in this Section 6, into a number of fully paid and non-assessable

shares ofVoting Common Stock equal to the quotient obtained by dividing (it) the Stated Value

7
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by (y) the Conversion Price in effect on the date of such conversion. In addition, upon such
conversion, the Corporation shall pay to the holder of any shares of Series A Preferred Stock

being converted, out of funds legally available therefor, an amount in cash equal to any declared
but unpaid dividends on the shares of Series A Preferred Stock surrendered for conversion for

which the record date is a date prior to the date on which the conversion is effective pursuant to
Section 6(e)(ii) of this Article VIII.

(ii) Automatic Conversfoii Upon Iiiftial Public Ofléring. In the event

of an automatic conversion of the Series B Preferred Stock pursuant to Section 6(a)(ii) of
Anicle IX, then, concurrently with and effective upon such conversion of the Series B Preferred

Stock, without any further action by the Corporation or the holders of shares of Series A

Preferred Stock, each then outstanding share of Series A Preferred Stock shall automatically be

converted into a number of fully paid and non-assessable shares of Voting Common Stock equal
to the quotient obtained by dividing (it) the Stated Value by (y) the Conversion Price in effect on

the date of such conversion. In addition, upon such conversion, the Corporation shall pay to

each holder of any shares ofSeries A Preferred Stock so converted, out of funds legally available

therefor, an amount in cash equal to any declared but unpaid dividends on the shares of Series A

Preferred Stock so converted for which the record date is a date prior to the date on which the

Initial Public Offering is consummated. The Corporation shall give each holder of Series A

Preferred Stock written notice of the results of the vote referred to in Section 6(a)(ii) of

Article IX within five Business Days afier the date the vote is taken.

(b) Adjustment ofgonvegsion Price. The Conversion Price shall be subject to

adjustment from time to time as follows:

(i) Stock Dividends, Splits, etc. In case the Corporation shall, at any

time or fi'om time to time after the Issuance Date, (A) declare a dividend or make a distribution

on the outstanding shares ofCommon Stock or Convertible Securities, in either case, in shares of

Common Stock, or (B) effect a subdivision, combination or reclassification of the outstanding

shares of Common Stock into a greater or lesser number of shares of Common Stock (without a

comparable adjustment being made to the Series A Preferred Stock), then, and in each such case,
the Conversion Price in effect immediately prior to such event or the record date therefor,

whichever is earlier, shall be adjusted by multiplying such Conversion Price by a fraction of

which (x) the numerator is the number of shares of Common Stock that were outstanding (as

determined in accordance with Section 6(b)(vi) of this Article VIII) immediately prior to such

event and (y) the denominator is the number of shares of Common Stock outstanding (as

determined in accordance with Section 6(b)(vi) of this Article VIII) immediately after such

event. An adjustment made pursuant to this Section 6(b)(i) shall become effective (X) in the case

of any such dividend or distribution, immediately alter the close ofbusiness on the date for the
detemiination of holders of shares ofCommon Stock entitled to receive such dividend or

distribution, or (y) in the case of any such subdivision, combination or reclassification, at the
close ofbusiness on the day upon which such corporate action becomes effective.

(ii) Issuance: ofAddflional Shares. In case the Corporation shall at
any time or from time to time after the Issuance Date issue any Common Stock or Convertible
Securities (collectively, “Additional Shares") without consideration or for a consideration per
share (or having a conversion, exchange or exercise price per share) less than the Conversion

8
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Price in effect immediately prior to such issuance, then, and in each such case, the Conversion

Price in effect immediately prior to such issuance shall he reduced to an amount determined by

multiplying the Conversion Price in effect immediately prior to such issuance by a fraction of

which (it) the numerator is the sum of (i) the product of (A) the number of shares ofCommon

Stock outstanding (as determined in accordance with Section 6(b)(vi) of this Article VIII)

immediately prior to such issuance multiplied by (B) the Conversion Price in effect immediately

prior to such issuance and (ii) the aggregate consideration received by the Corporation for the

total number ofshares ofCommon Stock so issued (or, in the case of Convertible Securities, the

aggregate consideration received by the Corporation for the total amount of Convertible

Securities so issued plus the aggregate consideration receivable by the Corporation for the
Common Stock into or for which the Convertible Securities are convertible, exercisable or

exchangeable), and (y) the denominator is the product of (i) the sum of (A) the total number of

shares of Common Stock outstanding (as determined in accordance with Section 6(b)(vi) of this

Article VIII) immediately prior to such issuance and (B) the number of additional shares of
Common Stock so issued (or into or for which the Convertible Securities may be converted,

exercised or exchanged), multiplied by (ii) the Conversion Price in effect immediately prior to
such issuance. An adjustment made pursuant to this Section 6(b)(ii) shall be made on the next

Business Day following the date on which any such issuance is made and shall be effective
retroactively to the close of business on the date of such issuance. Notwithstanding the

foregoing, no adjustment shall be made pursuant to this Section 6(b)(ii) in connection with any
Excluded Issuances.

(iii) General. For the purposes of any adjustment of the Conversion

Price pursuant to Section 6(b)(ii) of this Article VIII, the following provisions shall be

applicable:

(1) In the case of the issuance of Common Stock or

Convertible Securities for cash in a public offering or private placement, the aggregate
consideration shall be deemed to be the amount of cash paid before deducting any discounts,

commissions or placement fees payable by the Corporation to any underwriter or placement
agent in connection with the issuance thereof. ‘

(2) In the case of the issuance of Common Stock for a

consideration in whole or in part other than cash, the value of the non-cash consideration
received shall be the Fair Market Value of such non-cash consideration.

(3) Subparagraph (2) notwithstanding, in the case of the
issuance of Additional Shares to the owners of the non-surviving entity in connection with any

merger in which the Corporation is the surviving corporation, the amount of consideration
therefor shall be deemed to be the Fair Market Value of such portion of the net assets and

business of the non-surviving entity as is attributable to such Additional Shares.

(4) If Common Stock is sold as a unit with other securities, the
aggregate consideration received for such Common Stock shall be deemed to be not of the Fair
Market Value of such other securities.

(5) In the case of the issuance ofConvertible Securities:
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(A) The aggregate maximum number of shares of

Common Stock (as set forth in the instruments relating thereto, without regard to any provision

contained therein for a subsequent reduction of such number) deliverable upon conversion ofor

in exchange for, or upon the exercise of, such Convertible Securities and subsequent conversion,

exchange or exercise thereof shall be deemed to have been issued at the time such Convertible

Securities were issued and for a consideration equal to the consideration received by the

Corporation for any such Convertible Securities, plus the minimum amount of consideration (as

set forth in the instruments relating thereto, without regard to any provision contained therein for

a subsequent increase of consideration), if any, to be received by the Corporation upon the

conversion, exercise or exchange ofsuch Convertible Securities; provided, however, that if in the
case of Convertible Securities, the minimum amount of such consideration cannot be ascertained,

but is a function of anti-dilution or similar protective clauses, the Corporation shall be deemed to
receive the minimum amount of consideration without reference to such clause;

a (B) _ With respect to any Convertible Securities issued
after the Issuance Date for which an adjustment to the Conversion Price previously has been

made pursuant to Section 6(b)(ii) of this Article VIII, upon any increase in the number of shares

of Common Stock deliverable upon exercise, conversion or exchange of, or a decrease in the

exercise price of, such Convertible Securities other than a change resulting from the anti—dilution
provisions thereof, the applicable Conversion Price shall forthwith be readjusted retroactively to
give effect to such increase or decrease;

(C) With respect to any Convertible Securities issued
after the Issuance Date for which an adjustment to the Conversion Price has previously not been

made pursuant to Section 6(b)(ii) of this Article VIII, if there is any increase in the number of
shares of Common Stock deliverable upon exercise, conversion or exchange ofi or a decrease in

the exercise price of, such Convertible Securities other than a change resulting from the anti-
dilution provisions thereof, such Convertible Securities shall be treated as if they had been
cancelled and reissued and an adjustment to the Conversion Price with respect to such deemed

issuance shall be made pursuant to Section 6(b)(ii) of this Article VIII, if applicable;

(D) With respect to any Convertible Securities issued

prior to the issuance Date, if there is any increase in the number of shares of Common Stock
deliverable upon exercise, conversion or exchange of, or a decrease in the exercise price of, such
Convertible Securities other than a change resulting from the anti-dilution provisions thereof,
such Convertible Securities shall be treated as if they had been cancelled and reissued and an

adjustment to the Conversion Price with respect to such deemed issuance shail be made pursuant
to Section 6(b)(ii) of this Article VIII, ifapplicable;

(E) No further adjustment of the Conversion Price

adjusted upon the issuance of any such Convertible Securities shall be made as a result of the
actual issuance of Common Stock upon the exercise, conversion or exchange of any such
Convertible Securities; and

(F) On the expiration or termination of any Convertible

Securities, the Conversion Price shall forthwith be recalculated to such Conversion Price as
would have been calculated had the adjustment been made upon the basis of the issuance of only
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the number of shares ofCommon Stock actually issued upon the exercise, conversion or

exchange of such Convertible Securities (but taking into account other adjustments (or potential
adjustments) made following the time of issuance of such Convertible Securities).

(iv) Rights Distributions. No adjustment of the Conversion Price

pursuant to Section 6(b)(ii) of this Article VIII shall be made as the result of the adoption of a

plan commonly referred to as a “Stockhc1ders’ Rights Plan” which provides for the issuance of

rights to acquire shares of capital stock of the Corporation upon the occurrence of some event

that is not within the control of the rights holders, or the issuance of‘ rights under such plan;
provided, however, that the issuance of capital stock of the Corporation pursuant to such rights
shall require adjustment to the Conversion Price pursuant to Section 6(b)(ii) of this Article VIII.

(v) Calculations. All calculations of the Conversion Price shall be

made to the nearest four decimal places. Anything in Section 6(b) of this Article VIII to the

contrary notwithstanding, in no event shall the then current Conversion Price be increased as a

result of any calculation made at any time pursuant to Section 6(b)(ii) of this Article VIII. No

adjustment to the Conversion Price pursuant to Section 6(b) of this Article VIII shall be required

unless such adjustment would require an increase or decrease of at least 1% in the Conversion

Price; provided. however, that any adjustments which by reason of this Section 6(b)(v) are not

required to be made shall be carried forward and taken into account in any subsequent

adjustment.

(vi) Outstanding Sha.--es. The number of shares of Common Stock at

any time outstanding shall include all shares of Common Stock outstanding at such time and any

shares of Common Stock issuable upon conversion or exercise ofor in exchange for any

Convertible Securities to the extent any such Convertible Securities are (i) convertible,

exercisable or exchangeable at such time and (ii) convertible, exercisable, or exchangeable at a

price that is less than the Fair Market Value ofa share of Common Stock issuable upon such

conversion, exercise or exchange at such time. The number of shares ofCommon Stock at any

time outstanding shall not include any shares of Common Stock then owned or held by or for the

account of the Corporation or any Subsidiary of the Corporation, and the disposition of any
shares owned or held by the Corporation or any Subsidiary of the Corporation to any Person

other than the Corporation or any Subsidiary of the Corporation shall be considered an issuance
or sale of Common Stock.

(vii) Successive Aafiustntents. Successive adjustments in the Conversion

Price shall be made, without duplication, whenever any event specified in Section 6(b)(i) or
Section 6(b)(ii) of this Article VIII shall occur.

(c) Reorganization, Consolidation, Merger, Asset Sale.

(i) In case of any capital reorganization or reclassification of

outstanding shares of Common Stock (other than a reclassification covered by Section 6(b) of
this Article VIII), or in case ofany consolidation or merger of the Corporation with or into
another Person, or in case of any sale, lease, exchange, transfer, conveyance or other disposition

(other than by way of merger or consolidation) of all or substantially all of the Corporation’s
assets, on a consolidated basis, in one transaction or a series of related transactions, to any
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Person (including any group that is deemed to be a Person) (each of the foregoing being referred
to as a“ "), in each case which is effected in such a manner that the holders

ofCommon Stock are entitled to receive (either directly or upon subsequent liquidation) stock or

other securities or property (including cash) with respect to or in exchange for Common Stock,

then each share of Series A Preferred Stock then outstanding shall thereafter be convertible into,

in lieu of the Voting Common Stock issuable upon such conversion prior to the consummation of
such Series A Transaction, the kind and amount of shares of stock and other securities and

property (including cash) receivable upon the consummation ofsuch Series A Transaction by a

holder of that number of shares of Voting Common Stock into which one share of Series A '

Preferred Stock was convertible immediately prior to the consummation ofsuch Series A

Transaction (including, on a pro rata basis, the cash, securities or property received by holders of

Common Stock in any tender or exchange offer that is a step in such Series A Transaction);

provided that if the Series A Preferred Stock becomes convertible into property, then such

conversion shall be out of funds legally available therefor; and provided, however, that, in any

Series A transaction where a holder cffectuates a conversion pursuant to this Section 6(0), such

holder shall not be entitled to receive any payment ofLiquidation Preference pursuant to

Section 4 of this Article VIII (it being understood that where both Section 4 of this Article VIII

and this Section 6(c) are applicable to a Series A Transaction, the Corporation shall give each

holder of the Series A Preferred Stock the right to elect whether to receive the Liquidation

Preference pursuant to Section 4 of this Article VIII or to receive, upon conversion of the
Series A Preferred Stock, the kind and amount of shares of stock and other securities and

property referred to in the immediately preceding sentence). In any such case, the Corporation

or the Person formed by the consolidation or resulting from the merger or which acquires such

assets or which acquires the Corporation’s shares, as the case may be, shall make appropriate

provisions in its certificate of incorporation or other constituent document and in the definitive

transaction documents relating to the Series A Transaction as to the rights and interest thereafter
of the holder of shares of Series A Preferred Stock, to the end that the provisions set forth herein

(including provisions with respect to changes in and other adjustments of the number ofshares of

Voting Common Stock issuable upon conversion of the Series A Preferred Stock and the

Conversion Price) shall thereafter be applicable in relation to any shares of stock or other

securities or other property deliverable upon the conversion of the shares of Series A Preferred

Stock. The Corporation shall not effect any such Series A Transaction unless prior to or

simultaneously with the consummation thereof the surviving corporation or purchaser, as the

case may he, shall assume by written instrument the obligation to deliver to each holder of shares
of Series A Preferred Stock such shares of stock, securities or other property as, in accordance

with the foregoing provisions, such holder is entitled to receive, and shall have delivered such
assumption agreement to such holder. In case securities or property other than Common Stock
shall be issuable or deliverable upon conversion as aforesaid, then all references to Common

Stock in this Section 6 shall be deemed to apply, so far as appropriate and as nearly as may be, to

such other securities or property. The provisions of this Section 6(c) shall similarly apply to
successive Series A Transactions. The Corporation shall give written notice to the holders of

Series A Preferred Stock at least 20 Business Days prior to the date on which any Series A
Transaction or similar transaction affecting the Corporation shall take place.

(ii) Nothing contained in this Section 6(c) shall limit the rights of
holders of the Series A Preferred Stock to convert the Series A Preferred Stock or to vote their

shares of Series A Preferred Stock in connection with a Series A Transaction.
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(d) L. Whenever the number ofshares of Voting Common Stock into

which each share of Series A Preferred Stock is convertible is adjusted as provided in this

Section 6, the Corporation shall promptly mail to the holders ofrecord of the outstanding shares

of Series A Preferred Stock, at their respective addresses as the same shall appear in the

Corporation's transfer books, a certificate signed by an executive officer of the Corporation
stating that the number of shares ofVoting Common Stock into which the shares of Series A

Preferred Stock are convertible has been adjusted (setting forth in reasonable detail and

certifying the calculation of such adjustment), the new number of shares of Voting Common

Stock (or describing the new stock, securities, cash or other property) into which each share of

Series A Preferred Stock is convertible as a result of such adjustment, a brief statement of the

facts requiring such adjustment and when such adjustment became effective.

(e) Conversion Procedures.

(i) The holder of any shares of Series A Preferred Stock may exercise

its right to convert any or all such outstanding shares into shares of Voting Common Stock at any

time by surrendering for such purpose to the Corporation, at its principal office or at such other

office or agency maintained by the Corporation for that purpose, a certificate or certificates

representing the shares of Series A Preferred Stock to be convened. duly endorsed in blank,

accompanied by a written notice stating that such holder elects to convert all or a specified

number of such shares in accordance with the provisions of this Section 6.

(ii) As promptly as practicable, and in any event within two Business
Days after the surrender of such certificate or certificates and the receipt of such notice relating

thereto, the Corporation shall deliver or cause to be delivered (x) certificates (which shall bear

legends, if appropriate) registered in the name of such holder representing the number of shares
of Voting Common Stock to which the holder ofshares of Series A Preferred Stock so converted

shall be entitled, (y) if less than the full number of shares ofSeries A Preferred Stock evidenced
by the surrendered certificate or certificates are being converted, a new certificate or certificates

for the number of shares evidenced by such surrendered certificate or certificates less the number
of shares converted and (z) payment of all amounts to which a holder is entitled pursuant to

Sections 6(a)(i) and 6(f) of this Article VIII. All shares of Voting Common Stock issuable upon

conversion of the Series A Preferred Stock shall he issued without charge to the holders of Series

A Preferred Stock and upon issuance shall be fully paid and non-assessable. free and clear of all

taxes, liens, charges and encumbrances created, in each case, by the Corporation with respect to

the issuance thereof. Such conversion shall be deemed to have been made at the close of M

business on the date of receipt of such notice and of such surrender of the certificate or

certificates representing the shares of Series A Preferred Stock to be converted so that the rights
ofthe holder thereof as to the shares being converted shall cease except for the right to receive

shares of Voting Common Stock and any payment of amounts due pursuant to Sections 6(a)(i)
and 6(t) of this Article VIII, and the Person entitled to receive the shares of Voting Common

Stock shall be treated for all purposes as having become the record holder of such shares of

Voting Common Stock at such time.

(iii) If a conversion of Series A Preferred Stock is to be made in

connection with an Initial Public Offering (subject to the provisions of Section 6(a)(ii) ofthis
Article VIII), a Series A Transaction or a similar transaction affecting the Corporation (other
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than a tender or exchange offer), the conversion of any shares of Series A Preferred Stock may,
at the election of the holder thereof‘, be conditioned upon the consummation of such transaction,
in which case such conversion shall not be deemed to be effective until such transaction has been

consummated. In connection with any tender or exchange offer for shares of Common Stock,

holders of Series A Preferred Stock shall have the right to tender (or submit for exchange) shares
ofSeries A Preferred Stock in such a manner so as to preserve the status of such shares as Series

A Preferred Stock until immediately prior to such time as shares of Common Stock are to he

purchased (or exchanged) pursuant to such offer, at which time that portion of the shares of

Series A Preferred Stock so tendered (or submitted for exchange) which is convertible into the
number ofshares of Voting Common Stock to be purchased (or exchanged) pursuant to such

offer shall be automatically converted into the appropriate number of shares of Voting Common
Stock. Any shares of Series A Preferred Stock not so converted shall be retumed to the holder as
Series A Preferred Stock.

(iv) The Corporation shall not close its books against the transfer of

Series A Preferred Stock or of Voting Common Stock issued or issuable upon conversion of

Series A Preferred Stock in any manner which interferes with the timely conversion of Series A
Preferred Stock.

(V) In the event of an automatic conversion of the Series A Preferred

Stock pursuant to Section 6(a)(ii) of this Article VIII, each holder of shares of Series A Preferred

Stock shall surrender for such purpose to the Corporation, at its principal office or at such other

office or agency maintained by the Corporation for that purpose, the certificate or certificates

representing the shares of Series A Preferred Stock held by such holder, duly endorsed in blank.

As promptly as practicable after the surrender ofsuch certificate or certificates and

consummation of the Initial Public Offering, and, provided that such holder has effected such

surrender at least 10 Business Days following the receipt by it of the notice referred to in Section

6(a)(ii} of this Article VIII, in sufficient time to allow such holder to participate in the Initial

Public Offering, if such holder is participating, the Corporation shall deliver or cause to be

delivered (it) certificates (which shall bear legends, if appropriate) registered in the name of such

holder representing the number of shares ofVoting Common Stock to which such holder shall be
entitled, and (y) payment of all amounts to which such holder is entitled pursuant to Sections
6(a)(ii) and 6(f) of this Article VIII. All shares ofVoting Common Stock issuable upon
conversion of the Series A Preferred Stock shall be issued without charge to the holders of Series

A Preferred Stock and upon issuance shall be fully paid and non-assessable, free and clear of all

taxes, liens, charges and encumbrances created, in each case, by the Corporation with respect to
the issuance thereof. Such conversion shall be deemed to have been made immediately prior to

(but contingent upon) the consummation of the initial Public Offering, so that, upon the
consummation of the Initial Public Offering, the rights of the holder thereof shalt cease except

for the right to receive shares of Voting Common Stock and any payment of amounts due

pursuant to Sections 6(a)(ii) and 6(1) of this Article VIII, and the Person entitled to receive the
shares ofVoting Common Stock shall be treated for all purposes as having become the record

holder of such shares of Voting Common Stock at such time.

(i) Fractional Shares. In connection with the conversion of any shares of
Series A Preferred Stock pursuant to this Section 6, no fractions of shares ofVoting Common

haw . Stock shall be issued, but in lieu thereof the Corporation shall pay a cash adjustment in respect of
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such fractional interest in an amount equal to such fractional interest multiplied by the Fair
Market Value of a share of Voting Common Stock on the day on which such shares of Series A
Preferred Stock are deemed to have been converted. Ifmore than one share of Series A

Preferred Stock shall be surrendered for conversion at one time by the same holder, the number

of full shares of Voting Common Stock issuable upon conversion thereof shall be computed on
the basis of the total number of shares of Series A Preferred Stock so surrendered.

(g) Reservation of Shares. The Corporation shall at all times reserve and keep

available, free irom liens, charges and security interests and not subject to any preemptive rights,
for issuance upon conversion of the Series A Preferred Stock, such number of its authorized but

unissued shares of Voting Common Stock as will from time to time be sufficient to pennit the

conversion of all outstanding shares of Series A Preferred Stock, and shall take or cause to be

taken all action required to increase the authorized number of shares of Voting Common Stock if

necessary to pennit the conversion of all outstanding shares of Series A Preferred Stock and to

ensure that the shares of Voting Common Stock may be issued without violation of any

applicable law or regulation or of any requirement of any securities exchange or inter—dealer

quotation system on which the shares ofVoting Common Stock may be listed or traded.

(h) Certain Events. If any event occurs as to which the foregoing provisions

of this Section 6 are not strictly applicable or, if strictly applicable, would not, in the good faith

judgment of the Board of Directors, fairly protect the conversion rights of the Series A Preferred

Stock in accordance with the essential intent and principles of such provisions, then the Board of

Directors shall make such adjustments in the application ofsuch provisions, in accordance with

such essential intent and principles, as shall be reasonably necessary, in the good faith opinion of
the Board of Directors, to protect such conversion rights as aforesaid, but in no event shall any

such adjustment have the effect of increasing the Conversion Price, or otherwise adversely affect

the holders of Series A Preferred Stock,

SECTION 7. REACQUIRED SHARES.

Any shares of Series A Preferred Stock converted, purchased or otherwise

acquired by the Corporation in any manner whatsoever shall have the status of authorized but

unissued shares of Preferred Stock ofthe Corporation, without designation as to series, subject to

reissuance by the Board of Directors as shares of anyone or more series.

ARTICLE IX

SERIES B PREFERRED STOCK

SECTION 1. RANK.

The Series B Preferred Stock shall, with respect to each Attribute, rank (i) senior

to all securities that are Junior Securities with respect to such Attribute, (ii) on a parity with all
securities that are Parity Securities with respect to such Attribute and (iii) junior to all securities
that are Senior Securities with respect to such Attribute. The Series B Preferred Stock shall rank

on a parity with the Series A Preferred Stock and the Common Stock with respect to dividends
and distributions and shall rank senior to the Series A Preferred Stock, the Series C Preferred

Stock and the Common Stock with respect to rights upon any Liquidation.
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SECTION 2. DIVIDBNDS AND DISTRIBUTIONS.

(a) No dividends shall be paid, and no other distribution shall be made, on or
with respect to the Common Stock unless and until the holders of the Series B Preferred Stock as

of the record date established by the Board of Directors for such dividend or distribution on the

Common Stock shall be paid, out of funds legally available therefor, dividends in an amount

(whether in the fonn or cash, securities or other property) equal to the amount (and in the form)
of the dividends or distribution that such holder would have received had the Series B Preferred

Stock been converted into Voting Common Stock immediately prior to the record date of such

dividend or distribution on the Common Stock; provided, however, that if the Corporation
declares and pays a dividend or makes a distribution on the Common Stock consisting in whole

or in part of Common Stock or Convertible Securities, then no such dividend or distribution shall

be payable in respect of the Series B Preferred Stock on account of the portion of such dividend

or distribution on the Common Stock payable in Common Stock or Convertible Securities, to the

extent that an anti-dilution adjustment under Section 6(b)(i) of this Article IX is required to be

made and is made in connection with such dividend or distribution. Any such dividends or

distribution shall be payable on the same payment date as the payment date for (and otherwise on

the same payment terms as for) the dividends or distribution on the Common Stock established

by the Board of Directors.

(b) No dividends shall be paid, and no other distribution shall be made, on or
with respect to the Series A Preferred Stock (other than dividends declared and paid or

distributions made by reason of a dividend or distribution with respect to the Common Stock,
which shall be governed by Section 2(a) of this Article IX, and other than dividends and

distributions payable in shares of Series A Preferred Stock, which shall be governed by the

proviso below) unless and until the holders of the Series B Preferred Stock as of the record date

established by the Board of Directors for such dividend or distribution on the Series A Preferred

Stock shall be paid, out of fimds legally available therefor, dividends in respect of each share of

Series B Preferred Stock in an amount (whether in the form of cash, securities or other property)

equal to the amount (and in the form) of the dividends paid or distribution made with respect to a

share of the Series A Preferred Stock; provided, however, that if the Corporation declares and

pays a dividend or makes a distribution on the Series A Preferred Stock consisting in whole or in

part of Common Stock or Convertible Securities, then no such dividend or distribution shall be
payable in respect of the Series B Preferred Stock on account of the portion of such dividend or

distribution on the Series A Preferred Stock payable in Common Stock or Convertible Securities,

to the extent that an anti-dilution adjustment under Section 6(b)(i) of this Article [X is required to

be made and is made in connection with such dividend or distribution. Any such dividends or

distribution shall be payable on the same payment date as the payment date for (and otherwise on

the same payment tenns as for) the dividends or distribution on the Series A Preferred Stock

established by the Board of Directors.

(c) If, afler the Issuance Date, the Series B Preferred Stock or the Series A
Preferred Stock is subdivided, combined or reclassified into a greater or lesser number of shares

without a corresponding action being taken with respect to the other series ofPreferred Stock,
then any dividend or distribution payable with respect to the Series B Preferred Stock by reason
of a dividend or distribution payable with respect to the Series A Preferred Stock shall be

appropriately adjusted.
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SECTION 3. REDEMPTION.

The Corporation shall have no right to redeem any shares of Series B Preferred

Stock, nor shall any holder thereof have the right to require the Corporation to redeem any such
shares.

SECTION 4. LIQUIDATION, DISSOLUTION OR WINDING UP.

(a) In the event of a Liquidation, each holder ofshares of the Series B

Preferred Stock shall be entitled to receive out of assets of the Corporation available for

distribution to its stockholders, in preference to any distribution to holders of securities that are
Junior Securities with respect to a Liquidation, an amount ofcash with respect to each share of

Series B Preferred Stock held by such holder equal to the Liquidation Preference.

(b) No payment of the Liquidation Preference shall be made with respect to

any share of Series B Preferred Stock unless and until the liquidation preferences payable with

respect to any securities that are Senior Securities with respect to payments upon a Liquidation

shall have been paid in full. No full preferential payment on account of any Liquidation shall be

made with respect to any class of securities that are Parity Securities with respect to payments

upon a Liquidation unless the Liquidation Preference in respect of each share of Series B

Preferred Stock shall likewise be paid at the same time in connection with such Liquidation. If,

upon any Liquidation, after the distribution of the liquidation preferences to any securities that
are Senior Securities with respect to payments upon a Liquidation, the assets of the Corporation
are not sufficient to pay in full the Liquidation Preference payable with respect to all of the

outstanding shares of Series B Preferred Stock and the full liquidation payments payable with

respect to any outstanding securities that are Parity Securities with respect to payments upon a

Liquidation, then such shares of Series B Preferred Stock and such Parity Securities shall share

ratably in such distribution of assets in accordance with the full respective preferential payments

that would be payable on such shares of Series B Preferred Stock and such Parity Securities if all

amounts payable thereon were payable in full.

(c) After the payment to the holders of shares of the Series B Preferred Stock
of the full amount of any liquidating distribution to which they are entitled under this Section 4,
the holders of the Series B Preferred Stock as such shall have no right or claim to any of the

remaining assets of the Corporation.

(d) Without limiting the voting rights of any holder of Series B Preferred
Stock, the holders ofshares of the Series B Preferred Stock shall be entitled to receive at least 10

Business Days prior written notice of any Liquidation, and may convert their Series B Preferred
Stock at any time prior to any such Liquidation in accordance with Section 6 of this Article IX

SECTION 5. VOTING RIGHTS.

(a) General. Each holder of Series B Preferred Stock shall have full voting
rights and powers, and shall be entitled to vote on all matters put to a vote or consent of
stockholders of the Corporation, with each share of Series B Preferred Stock having the number

of votes equal to the number of shares of Voting Common Stock into which such share of Series
B Preferred Stock could be converted in accordance with Section 6 of this Article IX as of the
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record date for the vote or consent which is being taken. The holders of the Series B Preferred

Stock, the holders of the Series A Preferred Stock and the holders of Voting Common Stock (and

any other class or series of capital stock entitled to vote together with the Voting Common

Stock) shall vote together as a single class on all matters submitted to a vote of the stockholders

of the Corporation, except as required by law or by the Certificate of Incorporation or by any

certificate of designations of the Corporation from time to time in effect. Holders of Series B

Preferred Stock shall be entitled to notice of all stockholders meetings in accordance with the

procedures set forth in the Corporation’s bylaws.

(b) Voting With Respect to Certain Matters. In addition to any matters

requiring a separate vote of the Series B Preferred Stock under applicable law, the Corporation

shall not, without the prior written consent or approval of the holders of more than 50% of the

issued and outstanding shares of Series B Preferred Stock, voting as a single class:

(i) amend, repeal, or change the rights, preferences or privileges of the

shares of Series B Preferred Stock (as in effect on the Issuance Date) in any manner that would

affect adversely the shares of Series B Preferred Stock in a manner different from the effect on

shares of the other classes or series of capital stock of the Corporation (including maintaining the

seniority of the Series B Preferred Stock over certain other classes or series of capital stock of

the Corporation, as set forth in the last sentence of Section I of this Article IX as in effect on the

Issuance Date); or

(ii) increase or decrease (other than by conversion of the Series B
Preferred Stock into Voting Common Stock) the total number ofauthorized shares of Series B
Preferred Stock.

(c) Number of Votes Per Share. In connection with any right to vote as a

single class pursuant to Section 5(b) of this Article IX, each holder of shares of Serics,B
Preferred Stock shall have one vote for each share held.

SECTION 6. CONVERSION.

(a) Terms ofConversion.

(i) Optional Conversion. Each share of Series B Preferred Stock shall

be convertible, at the option of the holder thereof, at any time, and from time to time, on the
tenns and conditions set forth in this Section 6, into anumber of fully paid and non-assessable

shares of Voting Common Stock equal to the quotient obtained by dividing (it) the Stated Value
by (y) the Conversion Price in effect on the date of such conversion. In addition, upon such
conversion, the Corporation shall pay to the holder of any shares of Series B Preferred Stock
being converted, out of funds legally available therefor, an amount in cash equal to any declared
but unpaid dividends on the shares of Series B Preferred Stock surrendered for conversion for
which the record date is a date prior to the date on which the conversion is effective pursuant to

Section 6(e)(ii) of this Article IX.

(ii) Automatic Corrversiott upon Irtitfal Public Offering. In the event
there shall occur an Initial Public Offering, then, at least 30 days prior to the effective date of the

registration statement relating to the Initial Public Offering, there shall be submitted to a vote of
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tl1e holders of the Series B Preferred Stock as to whether all of the outstanding shares of Series B

Preferred Stock shall be converted into shares of Voting Common Stock immediately prior to the

consummation of the Initial Public Offering. If the holders ofat least 75% of the outstanding

shares of Series B Preferred Stock vote in favor thereof, then, effective immediately prior to {but

contingent upon) the consummation of the Initial Public Offering, without any further action by

the Corporation or the holders of shares ofSeries B Preferred Stock, each then outstanding share

of Series B Preferred Stock shall automatically be converted into a number of fully paid and non-

assessable shares of Voting Common Stock equal to the quotient obtained by dividing (X) the

Stated Value by (y) the Conversion Price in effect on the date of such conversion. In addition,

upon such conversion, the Corporation shall pay to each holder of any shares of Series B

Preferred Stock so converted, out of fimds legally available therefor, an amount in cash equal to

any declared but unpaid dividends on the shares of Series B Preferred Stock so converted for

which the record date is a date prior to the date on which the Initial Public Offering is

consummated. The Corporation shall give each holder of Series B Preferred Stock written notice

of the results of the vote referred to in this Section 6(a)(ii) within five Business Days after the
date the vote is taken.

(b) Adjustment ofConversion Price. The Conversion Price shall be subject to

adjustment from time to time as follows:

(i) Stock Dividends, Splits, etc. In case the Corporation shall, at any

time or from time to time after the Issuance Date, (A) declare a dividend or make a distribution

on the outstanding shares of Common Stock or Convertible Securities, in either case, in shares of

Common Stock, or (B) effect a subdivision, combination, consolidation or reclassification of the

outstanding shares of Common Stock into a greater or lesser number of shares of Common Stock

(without a comparable adjustment being made to the Series B Preferred Stock), then, and in each
such case, the Conversion Price in effect immediately prior to such event or the record date

herefor, whichever is earlier, shall be adjusted by multiplying such Conversion Price by a

fiaction ofwhich (x) the numerator is the number of shares of Common Stock that were

outstanding (as determined in accordance with Section 6(b)(vi) of this Article IX) immediately
prior to such event and (y) the denominator is the number of shares ofCommon Stock

outstanding (as determined in accordance with Section 6(b)(vi) of this Article IX) immediately
after such event. An adjustment made pursuant to this Section 6(b)(i) shall become effective (x)

in the case of any such dividend or distribution, immediately after the close of business on the
date for the determination of holders ofshares of Common Stock entitled to receive such

dividend or distribution, or (y) in the case of any such subdivision, combination or
reclassification, at the close ofbusiness on the day upon which such corporate action becomes
effective.

(ii) Issuances ofAdditional Shares. In case the Corporation shall at
any time or from time to time after the Issuance Date issue any Additional Shares without
consideration or for a consideration per share (or having a conversion, exchange or exercise price

per share) less than the Conversion Price in effect immediately prior to such issuance, then, and
in each such case, the Conversion Price in effect immediately prior to such issuance shall be

reduced to an amount detennined by multiplying the Conversion Price in effect immediateiy

prior to such issuance by a fiaction ofwhich (x) the numerator is the sum of (i) the product of
(A) the number of shares ofCommon Stock outstanding (as determined in accordance with
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Section 6(b)(vi) of this Article IX) immediately prior to such issuance multiplied by (B) the

Conversion Price in effect immediately prior to such issuance and (ii) the aggregate

consideration received by the Corporation for the total number ofshares of Common Stock so
issued (or, in the case of Convertible Securities, the aggregate consideration received by the

Corporation for the total amount ofConvertible Securities so issued plus the aggregate

consideration receivable by the Corporation for the Common Stock into or for which the

Convertible Securities are convertible, exercisable or exchangeable), and (y) the denominator is

the product of (i) the sum of (A) the total number of shares of Common Stock outstanding (as

determined in accordance with Section 6(b)(vi) of this Article IX) immediately prior to such

issuance and (B) the number ofadditional shares of'Comrnon Stock so issued (or into or for

which the Convertible Securities may be converted, exercised or exchanged), multiplied by (ii)

the Conversion Price in effect immediately prior to such issuance. An adjustment made pursuant

to this Section 6(b)(ii) shall be made on the next Business Day following the date on which any
such issuance is made and shall be effective retroactively to the close of business on the date of

such issuance. Notwithstanding the foregoing, no adjustment shall be made pursuant to this

Section 6(b)(ii) in connection with any Excluded Issuances.

(iii) General. For the purposes of any adjustment of the Conversion
Price pursuant to Section 6(b)(ii) of this Article IX, the following provisions shall be applicable:

(1) In the case of the issuance of Common Stock or
Convertible Securities for cash in a public offering or private placement, the aggregate
consideration shall be deemed to be the amount of cash paid before deducting any discounts,

commissions or placement fees payable by the Corporation to any underwriter or placement
agent in connection with the issuance thereof.

(2) In the case of the issuance of Common Stock for a

consideration in whole or in part other than cash, the value of the non-cash consideration
received shall be the Fair Market Value of such non-cash consideration.

(3) Subparagraph (2) notwithstanding, in the case of the
issuance ofAdditional Shares to the owners of the non-surviving entity in connection with any

merger in which the Corporation is the surviving corporation, the amount of consideration
therefor shall be deemed to be the Fair Market Value of such portion of the net assets and

business of the non-surviving entity as is attributable to such Additional Shares.

(4) If Common Stock is sold as a unit with other securities, the
aggregate consideration received for such Common Stock shall be deemed to be net of the Fair
Market Value ofsuch other other securities.

(5) In the case of the issuance of Convertible Securities:

(A) The aggregate maximum number of shares of

Common Stock (as set forth in the instruments relating thereto, without regard to any provision
contained therein for a subsequent reduction of such number) deliverable upon conversion of or
in exchange for, or upon the exercise of, such Convertible Securities and subsequent conversion,
exchange or exercise thereofshall be deemed to have been issued at the time such Convertible
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Securities were issued and for a consideration equal to the consideration received by the

Corporation for any such Convertible Securities, plus the minimum amount of consideration (as

set forth in the instruments relating thereto, without regard to any provision contained therein for
a subsequent increase ofconsideration), if any, to be received by the Corporation upon the

conversion, exercise or exchange of such Convertible Securities; provided, however, that if in the

case of Convertible Securities, the minimum amount of such consideration cannot be ascertained,

but is a function of anti—dilution or similar protective clauses, the Corporation shall be deemed to
receive the minimum amount ofconsideration without reference to such clause;

(B) With respect to any Convertible Securities issued

after the Issuance Date for which an adjustment to the Conversion Price previously has been

made pursuant to Section 6(b)(ii) of this Article IX, upon any increase in the number ofshares of

Common Stock deliverable upon exercise, conversion or exchange of, or a decrease in the

exercise price of, such Convertible Securities other than a change resulting from the anti-dilution

provisions thereof, the applicable Conversion Price shall forthwith be readjusted retroactively to

give effect to such increase or decrease;

(C) With respect to any Convertible Securities issued

after the Issuance Date for which an adjustment to the Conversion Price has previously not been

made pursuant to Section 6(b)(ii) of this Article IX. if there is any increase in the number of
shares of Common Stock deliverable upon exercise, conversion or exchange of, or a decrease in

the exercise price of, such Convertible Securities other than a change resulting from the anti-
dilution provisions thereof, such Convertible Securities shall be treated as if they had been

cancelled and reissued and an adjustment to the Conversion Price with respect to such deemed
issuance shall he made pursuant to Section 6(b)(ii) of this Article IX, if applicable;

(D) With respect to any Convertible Securities issued

prior to the Issuance Date, if there is any increase in the number of shares of Common Stock

deliverable upon exercise, conversion or exchange of, or a decrease in the exercise price of, such
Convertible Securities other than a change resulting from the anti-dilution provisions thereof‘,
such Convertible Securities shall be treated as if they had been cancelled and reissued and an

adjustment to the Conversion Price with respect to such deemed issuance shall be made pursuant
to Section 6(b)(ii) of this Article IX, if applicable;

(E) No further adjustment of the Conversion Price

adjusted upon the issuance of any such Convertible Securities shall be made as a result of the
actual issuance of Common Stock upon the exercise, conversion or exchange of any such
Convertible Securities; and

(F) On the expiration or termination of any Convertible
Securities, the Conversion Price shall forthwith be recalculated to such Conversion Price as

would have been calculated had the adjustment been made upon the basis of the issuance of only
the number of shares or Common Stock actually issued upon the exercise, conversion or

exchange of such Convertible Securities (but taking into account other adjustments (or potential
adjustments) made following the time of issuance ofsuch Convertible Securities).

(iv) Rights Distributions. No adjustment of the Conversion Price
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pursuant to Section 6(b)(ii) of this Article IX shall be made as the result of the adoption of a plan
commonly referred to as a “Stockholders’ Rights Plan” which provides for the issuance of rights

to acquire shares of capital stock of the Corporation upon the occurrence of some event that is

not within the control of the rights holders, or the issuance of rights under such plan; provided,

however, that the issuance ofcapital stock of the Corporation pursuant to such rights shall

require adjustment to the Conversion Price pursuant to Section 6(b)(ii) of this Article IX.

(v) Calculations. All calculations of the Conversion Price shall be

made to the nearest four decimal places. Anything in Section 6{b) of this Article IX to the

contrary notwithstanding, in no event shall the then current Conversion Price be increased as a

result of any calculation made at any time pursuant to Section 6(b)(ii) of this Article IX. No

adjustment to the Conversion Price pursuant to Section 6(b) of this Article IX shall be required

unless such adjustment would require an increase or decrease of at least 1% in the Conversion

Price; provided, however, that any adjustments which by reason ol‘ this Section 6(b)(v) are not

required to be made shall be carried forward and taken into account in any subsequent

adjustment.

(vi) Outstanding Shares. The number of shares ofCommon Stock at
any time outstanding shall include all shares of Common Stock outstanding at such time and any

shares of Common Stock issuable upon conversion or exercise of or in exchange for any

Convertible Securities to the extent any such Convertible Securities are (i) convertible,

exercisable or exchangeable at such time and (ii) convertible, exercisable, or exchangeable at a

price that is less than the Fair Market Value of a share ofCommon Stock issuable upon such

conversion, exercise or exchange at such time. The number of shares of Common Stock at any

time outstanding shall not include any shares of Common Stock then owned or held by or for the

account of the Corporation or any Subsidiary of the Corporation, and the disposition of any

shares owned or held by the Corporation or any Subsidiary of the Corporation to any Person
other than the Corporation or any Subsidiary of the Corporation shall be considered an issuance
or sale of Common Stock.

(vii) Successive Atijfitstnients. Successive adjustments in the Conversion

Price shall be made, without duplication, whenever any event specified in Section 6(b)(i) or

Section 6(b)(ii) of this Article IX shall occur.

(c) Reorganization, Consolidation, Merger, Asset Sale.

(i) In case ofany capital reorganization or reclassification of

outstanding shares of Common Stock (other than a reclassification covered by Section 6(b) of
this Article IX), or in case of any consolidation or merger of the Corporation with or into another
Person, or in case of any sale, lease, exchange, transfer, conveyance or other disposition (other

than by way of merger or consolidation) of all or substantially all of the Corporation’s assets, on
a consolidated basis, in one transaction or a series of related transactions, to any Person

(including any group that is deemed to be a Person) (each or the foregoing being referred to as a
“Series B Transaction”), in each case which is effected in such a manner that the holders of
Common Stock are entitled to receive (either directly or upon subsequent liquidation) stock or

other securities or property (including cash) with respect to or in exchange for Common Stock,
then each share of Series B Preferred Stock then outstanding shall thereafter be convertible into,
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in lieu of the Voting Common Stock issuable upon such conversion prior to the consummation of
such Series B Transaction, the kind and amount of shares of stock and other securities and

property (including cash) receivable upon the consummation of such Series B Transaction by a
holder of that number of shares of Voting Common Stock into which one share of Series B

Preferred Stock was convertible immediately prior to the consummation of such Series B

Transaction (including, on a pro rata basis, the cash, securities or property received by holders of
Common Stock in any tender or exchange offer that is a step in such Series B Transaction);

provided that if the Series B Preferred Stock becomes convertible into property, then such
conversion shall be out of funds legally available therefor; and provided, further, that, in any

Series B Transaction where a holder effectuates a conversion pursuant to this Section 6(c), such

holder shall not be entitled to receive any payment of Liquidation Preference pursuant to
Section 4 of this Article IX (it being understood that where both Section 4 of this Article [X and

this Section 6(c) are applicable to a Series 13 Transaction, the Corporation shall give each holder

of the Series B Preferred Stock the right to elect whether to receive the Liquidation Preference

pursuant to Section 4 of this Article IX or to receive, upon conversion of the Series B Preferred

Stock, the kind and amount of shares of stock and other securities and property referred to in the

immediately preceding sentence). In any such case, the Corporation or the Person formed by the

consolidation or resulting from the merger or which acquires such assets or which acquires the

Corporation’s shares, as the case may be, shall make appropriate provisions in its certificate of

incorporation or other constituent document and in the definitive transaction documents relating

to the Series B Transaction as to the rights and interest thereafter of the holder of shares of Series

B Preferred Stock, to the end that the provisions set forth herein (including provisions with

respect to changes in and other adjustments of the number of shares of Voting Common Stock

issuable upon conversion of the Series B Preferred Stock and the Conversion Price) shall

thereafter be appiicable in relation to any shares of stock or other securities or other property

deliverable upon the conversion of the shares ofSeries B Preferred Stock. The Corporation shall

not effect any such Series B Transaction unless prior to or simultaneously with the

consummation thereof the surviving corporation or purchaser, as the case may be, shall assume

by written instrument the obligation to deliver to each holder of shares of Series B Preferred
Stock such shares of stock, securities or other property as, in accordance with the foregoing

provisions, such holder is entitled to receive, and shall have delivered such assumption

agreement to such holder. In case securities or property other than Common Stock shall be

issuable or deliverable upon conversion as aforesaid, then all references to Common Stock in this

Section 6 shall be deemed to apply, so far as appropriate and as nearly as may be, to such other
securities or property. The provisions of this Section 6(c) shall similarly apply to successive

Series B Transactions. The Corporation shall give written notice to the holders of Series B
Preferred Stock at least 20 Business Days prior to the date on which any Series B Transaction or

similar transaction affecting the Corporation shall take place.

(ii) Nothing contained in this Section 6(c) shall limit the rights of
holders of the Series B Preferred Stock to convert the Series B Preferred Stock or to vote their

shares of Series B Preferred Stock in connection with a Series B Transaction.

(d) Reports. Whenever the number of shares ofVoting Common Stock into
which each share of Series B Preferred Stock is convertible is adjusted as provided in this

Section 6, the Corporation shall promptly mail to the holders of record ofthe outstanding shares
of Series B Preferred Stock, at their respective addresses as the same shall appear in the
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Corporation’s transfer books, a certificate signed by an executive officer of the Corporation

stating that the number of shares of Voting Common Stock into which the shares of Series B

Preferred Stock are convertible has been adjusted (setting forth in reasonable detail and

certifying the calculation of such adjustment), the new number of shares of Voting Common

Stock (or describing the new stock, securities, cash or other property) into which each share of

Series B Preferred Stock is convertible as a result of such adjustment, a brief statement ofthe

facts requiring such adjustment and when such adjustment became effective.

(e) Conversion Procedures.

(i) The holder of any shares of Series B Preferred Stock may exercise

its right to convert any or all such outstanding shares into shares of Voting Common Stock at any

time by surrendering for such purpose to the Corporation, at its principal office or at such other

office or agency maintained by the Corporation for that purpose, a certificate or certificates

representing the shares of Series B Preferred Stock to be converted, duly endorsed in blank,

accompanied by a written notice stating that such holder elects to convert "all or a specifi ed
number of such shares in accordance with the provisions of this Section 6.

(ii) As promptly as practicable, and in any event within two Business

Days after the surrender of such certificate or certificates and the receipt of such notice relating

thereto, the Corporation shall deliver or cause to be delivered (x) certificates (which shall bear

legends, if appropriate) registered in the name ofsuch hoider representing the number of shares

of Voting Common Stock to which the holder of shares of Series B Preferred Stock so converted

shall be entitled, (y) if less than the full number of shares ofSeries B Preferred Stock evidenced

by the surrendered certificate or certificates are being converted, a new certificate or certificates

for the number of shares evidenced by such surrendered certificate or certificates less the number

of shares converted and (z)pay1nent of all amounts to which a holder is entitled pursuant to

Sections 6(a)(i) and 6(1) of this Article IX. All shares of Voting Common Stock issuable upon
conversion of the Series B Preferred Stock shall be issued without charge to the holders of Series

B Preferred Stock and upon issuance shall be fully paid and non—assessable, free and clear of all

taxes, liens, charges and encumbrances created, in each case, by the Corporation with respect to
the issuance thereof. Such conversion shall be deemed to have been made at the close of

business on the date of receipt of such notice and of such surrender of the certificate or

certificates representing the shares of Series B Preferred Stock to be converted so that the rights

ofthe holder thereof as to the shares being converted shall cease except for the right to receive

shares of Voting Common Stock and any payment of amounts due pursuant to Sections 6(a)(i)
and 6(f) of this Article IX, and the Person entitled to receive the shares of Voting Common Stock

shall be treated for all purposes as having become the record holder of such shares of Voting
Common Stock at such time.

(iii) If a conversion of Series B Preferred Stock is to be made in

connection with an Initial Public Offering (subject to Section 6(a){ii) of this Articie IX), a Series

B Transaction or a similar transaction affecting the Corporation (other than a tender or exchange

offer), the conversion of any shares of Series B Preferred Stock may, at the election of the holder
thereof‘, be conditioned upon the consummation of such transaction, in which case such
conversion shall not be deemed to be effective until such transaction has been consummated. In

connection with any tender or exchange offer for shares of Common Stock, holders of Series B
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Preferred Stock shall have the right to tender (or submit for exchange) shares of Series B

Preferred Stock in such a manner so as to preserve the status of such shares as Series B Preferred

Stock until immediately prior to such time as shares of Common Stock are to be purchased (or

exchanged) pursuant to such offer, at which time that portion of the shares of Series B Preferred

Stock so tendered (or submitted for exchange) which is convertible into the number ofshares of

Voting Common Stock to be purchased (or exchanged) pursuant to such offer shall be

automatically converted into the appropriate number of shares of Voting Common Stock. Any
shares of Series B Preferred Stock not so converted shall be returned to the holder as Series B

Preferred Stock.

(iv) The Corporation shall not close its books against the transfer of

Series B Preferred Stock or of Voting Common Stock issued or issuable upon conversion of

Series B Preferred Stock in any manner which interferes with the timely conversion of Series B
Preferred Stock.

(v) In the event of an automatic conversion of the Series B Preferred

Stock pursuant to Section 6(a)(ii) of this Article IX, each holder of shares of Series B Preferred
Stock shall surrender for such purpose to the Corporation, at its principal office or at such other

office or agency maintained by the Corporation for that purpose, the certificate or certificates

representing the shares of Series B Preferred Stock held by such holder, duly endorsed in blank.
As promptly as practicable after the surrender of such certificate or certificates and
consummation of the Initial Public Offering, and, provided that such holder has effected such

surrender at least 10 Business Days following the receipt by it of the notice referred to in Section

6(a)(ii) of this Article IX, in sufficient time to allow such holder to participate in the Initial
Public Offering, if such holder is participating, the Corporation shall deliver or cause to be

delivered (x) certificates (which shall bear legends, if appropriate) registered in the name of such
holder representing the number of shares of Voting Common Stock to which such holder shall be
entitled, and (y) payment of all amounts to which such holder is entitled pursuant to Sections
6(a)(ii) and 6(1) or this Article IX. All shares of Voting Common Stock issuable upon
conversion of the Series B Preferred Stock shall be issued without charge to the holders of Series

B Preferred Stock and upon issuance shall be fully paid and non-assessable, ties and clear of all
taxes, liens, charges and encumbrances created, in each case, by the Corporation with respect to
the issuance thereof. Such conversion shall be deemed to have been made immediately prior to

(but contingent upon) the consummation of the Initial Public Offering, so that, upon the
consummation or the Initial Public Offering, the rights of the holder thereof shall cease except

for the right to receive shares of Voting Common Stock and any payment of amounts due

pursuant to Sections 6(a)(ii) and 6(f) of this Article IX, and the Person entitled to receive the
shares of Voting Common Stock shall be treated for all purposes as having become the record
holder of such shares of Voting Common Stock at such time.

(t) Fractional Shares. In connection with the conversion of any shares of
Series B Preferred Stock pursuant to this Section 6, no fractions of shares of Voting Common
Stock shall be issued, but in lieu thereof the Corporation shall pay a cash adjustment in respect of

such fractional interest in an amount equal to such fractional interest multiplied by the Fair
Market Value of a share ofVoting Common Stock on the day on which such shares of Series B
Preferred Stock are deemed to have been convened. If more than one share of Series B Preferred

Stock shall be surrendered for conversion at one time by the same holder, the number of full
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shares of Voting Common Stock issuable upon conversion thereof shall be computed on the
basis of the total number of shares ofSeries B Preferred Stock so surrendered.

(g)  .The Corporation shall at all times reserve and keep

available, free from liens, charges and security interests and not subject to any preemptive rights,

for issuance upon conversion of the Series B Prefened Stock, such number of its authorized but
unissued shares of Voting Common Stock as will from time to time be sufficient to permit the

conversion of all outstanding shares of Series B Preferred Stock, and shall take or cause to be

taken all action required to increase the authorized number ofshares of Voting Common Stock if

necessary to permit the conversion of all outstanding shares of Series B Preferred Stock and to

ensure that the shares of Voting Common Stock may be issued without violation of any

applicable law or regulation or ofany requirement of any securities exchange or inter-dealer

quotation system ofwhich the shares ofVoting Common Stock may be listed or traded.

(h) Certain Events. If any event occurs as to which the foregoing provisions

of this Section 6 are not strictly applicable or, if strictly applicable, would not, in the good faith

judgment of the Board ofDirectors, fairly protect the conversion rights of the Series B Preferred

Stock in accordance with the essential intent and principles of such provisions, then the Board of

Directors shall make such adjustments in the application of such provisions, in accordance with

such essential intent and principles, as shall be reasonably necessary, in the good faith opinion of
the Board of Directors, to protect such conversion rights as aforesaid, but in no event shall any

such adjustment have the effect of increasing the Conversion Price, or otherwise adversely affect
the holders of Series B Preferred Stock.

SECTION 7. REACQUIRED SHARES.

Any shares of Series B Preferred Stock converted, purchased or otherwise

acquired by the Corporation in any manner whatsoever shall have the status of authorized but
unissued shares of Preferred Stock of the Corporation, without designation as to series, subject to

reissuance by the Board ofDirectors as shares of anyone or more series.

ARTICLE X

SERIES C PREFERRED STOCK

SECTION 1. RANK.

The Series C Preferred Stock shall rank senior to the Common Stock, butjunior to

the Series A Preferred Stock, the Series B Preferred Stock and all other capital stock of the

Corporation, with respect to rights on Liquidation. The C-I Preferred, the C4! Preferred, the C-3
Preferred and the C-4 Preferred shall rank on parity with one another with respect to rights on

Liquidation.

SECTION 2. DIVIDENDS.

The Series C Preferred Stock shall not be entitled to receive any dividends from

the Corporation. P
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SECTION 3. REDEMPTION.

The Corporation shall have no right to redeem any shares of Series C Preferred

Stock, nor shall any holder thereof have the right to require the Corporation to redeem any such
share.

SECTION 4. LIQUIDATION, DISSOLUTION OR WINDING UP.

(a) In the event of a Liquidation, each holder of shares of C-1 Preferred, C-2

Preferred, C-3 Preferred or C-4 Preferred shall be entitled to receive out of assets of the

Corporation available for distribution to its stockholders, in preference to any distribution to
holders of securities that are Junior Securities with respect to a Liquidation, an amount of cash

with respect to each share of C-1 Preferred, C-2 Preferred, C-3 Preferred or C-4 Preferred held by

such holder equal to the Liquidation Preference.

(b) No payment of the Liquidation Preference shall be made with respect to

any share of C-1 Preferred, C-2 Preferred, C-3 Preferred or C-4 Preferred unless and until the
liquidation preferences payable with respect to any securities that are Senior Securities with
respect to payments upon a Liquidation shall have been paid in full. No full preferential
payment on account ofany Liquidation shall be made with respect to any class ofsecurities that
are Parity Securities with respect to payments upon a Liquidation unless the Liquidation
Preference in respect of each share of Series C Preferred Stock shall likewise be paid at the same
time in connection with such Liquidation. If, upon any Liquidation, after the distribution of the

liquidation preferences to any securities that are Senior Securities with respect to payments upon
a Liquidation, the assets of the Corporation are not sufficient to pay in full the Liquidation
Preference payable with respect to all of the outstanding shares of Series C Preferred Stock and
the full liquidation payments payable with respect to any outstanding securities that are Parity
Securities with respect to payments upon a Liquidation, then all such shares of Series C Preferred
Stock and such Parity Securities shall share ratably in such distribution of assets in accordance
with the full respective preferential payments that would be payable on such shares of Series C
Preferred Stock and such Parity Securities if all amounts payable thereon were payable in full.

(c) After the payment to the holders of shares of Series C Preferred Stock of
the full amount of any liquidating distribution to which they are entitled under this Section 4, the
holders ofSeries C Preferred Stock as such shall have no right or claim to any of the remaining

assets of the Corporation.

(d) Without limiting the voting rights, if any, of any holder ofSeries C
Preferred Stock, the Corporation shall give the holders of the Series C Preferred Stock written
notice at least 10 Business Days prior to the date on which the Corporation closes its books or
takes a record, with respect to any Liquidation. -

SECTION 5. VOTING RIGHTS.

(a) General. No holder ofSeries C Preferred Stock shall be entitled to any
voting rights, except as hereinafier provided in this Section 5 or as required by law. Holders of
Series C Preferred Stock shall be entitled to notice of all stockholders meetings to the extent

provided by, and in accordance with the procedures set forth in the Corporation’s bylaws.
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as

(b) Voting Rights for Directors.

(i) The holders of C-1 Preferred, voting separately as a class, shall be
entitled to elect to the Board of Directors a total of three individuals (the “C-1 Directors”), with

all other stockholders of the Corporation specifically denied the right to nominate and elect the
C-1 Directors.

_ (ii) The holders of C-2 Preferred, voting separately as a class, shall be
entitled to elect to the Board of Directors one individual (the “C-2 Director” , with all other

stockholders of the Corporation specifically denied the right to nominate and elect the C-2
Director.

(iii) The holders ofC-3 Preferred, voting separately as a class, shall be

entitled to elect to the Board of Directors one individual (the “C-3 Director"), with all other

stockholders of the Corporation specifically denied the right to nominate and elect the C-3
Director.

(iv) The holders of C-4 Preferred, voting separately as a class, shall be

entitled to elect to the Board of Directors one individual (the “C-4 Director” , with all other

stockholders of the Corporation specifically denied the right to nominate and elect the C-4
Director. C

(c) Voting With Respect to Certain Matters. In addition to any matters
requiring a separate vote of the Applicable Series of the Series C Preferred Stock under
applicable law, the Corporation shall not, without the prior written consent or approval of the
holders of more than 50% of the issued and outstanding shares of the Applicable Series of the
Series C Preferred Stock:

(i) amend, repeal, or change the rights, preferences or privileges of the

shares of the Applicable Series of the Series C Preferred Stock (as in effect on the Issuance Date)

in any manner that would affect adversely the shares of the Applicable Series of the Series C
Preferred Stock in a manner different li'om the effect on shares of the other classes or series of

capital stock of the Corporation (including maintaining the seniority of the Series C Preferred
Stock over certain other classes or series of capital stock of the Corporation, as set forth in the
first sentence of Section 1 of this Article X as in effect on the Issuance Date); or

(ii) increase or decrease the total number of authorized shares of the

Applicable Series of the Series C Preferred Stock.

(d) Election Procedures.

(i) The right of the respective holders of the Applicable Series of the
Series C Preferred Stock to elect directors as described in Section 5(b) of this Article X

(including without limitation to fill any vacancy occuning in the office of any director elected
pursuant to Section 5(b) of this Article X] may be exercised either at a special meeting of the
holders of the Applicable Series of the Series C Preferred Stock, at any annual meeting of
stockholders of the Corporation held for the purpose of electing directors, or by the written
consent of the holders of the Applicable Series of the Series C Preferred Stock acting without a
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meeting pursuant to Section 228 of the General Corporation Law of the State of Delaware. The

term of office or any director elected by the holders of the Applicable Series of the Series C

Preferred Stock pursuant to Section 5{b) of this Article X shall terminate upon the election of his

or her successor or upon his or her earlier death, resignation or removal as provided by Section

5(d}(ii) of this Article X.

(ii) Notwithstanding anything contained in the Certificate of

Incorporation or bylaws of the Corporation, any director so elected pursuant to Section 5(b) of

this Article X may be removed without cause only by the holders of the Applicable Series of the

Series C Preferred Stock with respect which such director was elected. The right of the holders

of the Applicable Series of the Series C Prefened Stock to remove directors without cause may

be exercised at any special meeting of such holders or by a written consent of such holders acting

without a meeting pursuant to Section 228 of the General Corporation Law of the State of
Delaware.

(iii) In case of a vacancy occurring in the office of any director so

elected pursuant to Section 503) of this Article X, for whatever reason, the holders of the

Applicable Series of the Series C Preferred Stool: with respect which such director was elected
may elect a successor to hold office for the unexpired term of such director or, if the vacancy is

in the office of a C-l Director, such vacancy may be filled by a majority of the other C-1

Directors (or by the sole C-l Director) then in office.

(iv) All actions taken by the holders of the Applicable Series of the
Series Preferred Stock under this Section 5 shall be taken by the aflinnative vote, or by written
consent, of the holders ofmore than 50% of the issued and outstanding shares of the Applicable
Series of the Series C Preferred Stock.

(c) Number ofVotes Per Share. in connection with any right to vote as a

single class pursuant to this Section 5, or on any matter required by law, each holder of shares of
the Applicable Series of the Series C Preferred Stock shall have one vote for each share held.

SECTION 6. NO CONVERSION.

The shares of Series C Preferred Stock shall not be convertible into Common

Stock or any other security of the Corporation.

SECTION 7. REACQUIRED SHARES.

Any shares of Series C Preferred Stock purchased or otherwise acquired by the
Corporation in any manner whatsoever shall have the status of authorized but unissued shares of
Preferred Stock of the Corporation, without designation as to series, subject to reissuance by the
Board of Directors as shares of anyone or more series.

ARTICLE XI

BOARD OF DIRECTORS
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SECTION 1. MANAGEMENT.

The business and affairs of the Corporation shall be managed by or under the

direction of the Board of Directors. The Board of Directors may exercise all such authority and
powers of the Corporation and do all such lawful acts and things as are not by statute or this

Certificate of Incorporation directed or required to be exercised or done by the stockholders.

SECTION 2. NUMBER OF DIRECTORS.

The number of directors of the Corporation shall initially be fixed by the Board of

Directors at not more than 1 0. The number ofdirectors of the Corporation shall be fixed from

time to time exclusively by the Board of Directors as set forth in this Section 2. The Board of

Directors may, by resolution of the Board of Directors, (i) decrease the number of directors

comprising the Board of Directors, but not below the number of directors then in office and not

below the number that would prevent the holders ofany Applicable Series of the Series C

Preferred Stock from electing their Designated Director or Designated Directors, and (ii)

increase the number of directors comprising the Board of Directors, in each case by the vote of a

majority of the Designated Directors elected by the holders of the C-1 Preferred and the vote ofa

majority of the other members of the Board of Directors.

SECTION 3. NEWLY-CREATED DIRECTORS!-IIPS AND VACANCIES.

Subject to the rights of the holders of the Series C Preferred Stock or any other

series of Prefened Stock then outstanding, newly created directorships resulting from any

increase in the number of directors or any vacancies in the Board of Directors resulting from

death, resignation, removal fi'om ofiice or any other cause shall, unless otherwise required by

law or resolution of the Board ofDirectors, be filled only by the Board of Directors by the vote

of a majority of the Designated Directors elected by the holders of the C-1 Preferred and the vote

of a majority of the other members of the Board of Directors. A director elected to fill a newly

created directorship or other vacancy shall hold office until such director’s successor has been

duly elected or until his or her earlier death, resignation or removal as provided in this Certificate

of Incorporation.

SECTION 4. REMOVAL OF DIRECTORS.

Subject to the rights of the holders of the Series C Preferred Stock or any other
series ofPreferred Stock then outstanding, any director may be removed, with or without cause,

fi-om office at any time by the affirmative vote of the holders of a majority of the voting power of

the issued and outstanding shares of Voting Common Stock and the issued and outstanding
shares of Preferred Stock entitled to vote generally with the Voting Common Stock on all

matters all which the holders of Voting Common Stock are entitled to vote, voting together as a

single class; provided, however, that any Designated Director may only be removed without
cause by the vote of the holders of more than 50% ofthe issued and outstanding shares of the
Applicable Series of the Series C Preferred Stock, voting as a separate class.

SECTION 5. WRITTEN BALLOT NOT REQUIRED.

Elections ofdirectors need not be by written ballot unless the bylaws of the
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Corporation shall otherwise provide.

SECTION 6. BYLAWS.

The Board ofDirectors is expressly authorized to adopt, amend or repeal the

bylaws or the Corporation. Any bylaws made by the directors under the powers conferred

hereby may be amended or repealed by the Board of Directors or by the stockholders of the

Corporation. The stockholders shall also have power to adopt, amend or repeal the bylaws of the
Corporation; provided, however, that, in addition to any vote of the holders of any class or series

of capital stock of the Corporation required by law, by this Certificate ofIncorporation or by the

bylaws, the affirmative vote of the holders of more than 50% of the voting power of the issued

and outstanding shares of Voting Common Stock and the issued and outstanding shares of

Preferred Stock entitled to vote generally with the Voting Common Stock on all matters on i
which the holders of Voting Common Stock are entitled to vote, voting together as a single class,

shall be required to adopt, amend or repeal any provision of the bylaws of the Corporation,

ARTICLE XII
LIMITATION or LIABILITY; INDEMNIFICATION

A director of the Corporation shall not be personally liable to the Corporation or

its stockholders for monetary damages for breach of fiduciary duty as a director; provided,

however, that the foregoing shall not eliminate or limit the liability of a director (i) for any

breach of the director’s duty of loyalty to the Corporation or its stockholders, (ii) for acts or
omissions not in good faith or which involve intentional misconduct or a knowing violation of

law, (iii) under Section 174 of the DGCL or (iv) for any transaction from which the director
derived an improper personal benefit. If the DGCL is hereafter amended to permit fiirther
elimination or limitation of the personal liability ofdirectors, then the liability of a director of the

Corporation shall be eliminated or limited to the fullest extent permitted by the DGCL as so
amended.

The Corporation shall, to the fullest extent pennitted by applicable law, indemnify

and advance expenses to each director and officer of the Corporation. The Corporation may
indemnify and advance expenses to each employee and agent of the Corporation, and any other
Person whom the Corporation is authorized to indemnify under the provisions of the DGCL, as

provided in the bylaws or the Corporation.

Any amendment, repeal or modification of the foregoing provisions of this Article
XII shall not adversely affect any right or protection of any director, officer or other agent of the
Corporation existing all the time of‘, or increase the liability of any director, officer or other agent
of the Corporation with respect to any acts or omissions of such director, officer or other agent

occurring prior to, such amendment, repeal or modification.

ARTICLE XIII

AMENDMENT

The Corporation reserves the right to amend, change or repeal any provision
contained in this Certificate of Incorporation, in the manner now or hereafter prescribed by

statute, and all rights conferred upon stockholders herein are granted subject to this reservation.
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Notwithstanding any other provision of this Certificate of Incorporation or the bylaws of the

Corporation, and notwithstanding the fact that a lesser percentage or separate class vote may be

specified by law, this Certificate of Incorporation, the bylaws of the Colporation or otherwise,

but in addition to any affirmative vote of the holders of any particular class or series of the

capital stock required by law, this Certificate of Incorporation, the bylaws ofthe Corporation or
otherwise, the affinnative vote of the holders of more than 50% of the voting power of the issued

and outstanding shares ofVoting Common Stock and the issued and outstanding shares of

Preferred Stock entitled to vote generally with the Voting Common Stock on all matters on

which the holders ofVoting Common Stock are entitled to vote, voting together as a class, shall

be required to adopt any provision inconsistent with, or to amend or repeal any provision of,

Articles XII or XIII of this Certificate of Incorporation.

ARTICLE XIV

NO IMPAIRMENT

The Corporation will not amend its Certificate of Incorporation or reorganize,

transfer assets, consolidate, merge, dissolve, or voluntarily effect any other transaction, the sole

purpose ofwhich is to avoid the observance or performance of any ofthe terms to be observed or

performed hereunder by the Corporation.

ARTICLE XV

PROPERTY OF STOCKHOLDERS

Except as otherwise provided by applicable law, the private property or assets of

the stockholders of the Corporation shall not to any extent whatsoever be subject to the payment

of the debts of the Corporation.

ARTICLE XVI

DEFINITIONS; HEADINGS

(a) _ For the purposes of this Certificate of Incorporation, the following
definitions shall apply:

“Additional Shares” has the meaning set forth in Section 6(b)(ii) ofArticle VIII.

“Applicable Series of the Series C Preferred Stock” means the C-1 Preferred, the
C-2 Preferred, the C-3 Preferred or the C-4 Preferred, as applicable.

“Approved Options” means (1) options to purchase up to 8,058,834 shares of

Common Stock granted under the Corporation’s 2007 Stock Option Plan as in effect on the
Issuance Date (or as such Plan may be amended upon receipt of the Requisite Approval), which

grants received the Requisite Approval, and (2) any options to purchase or other rights to acquire
shares of Common Stock granted under any other equity incentive plan, the adoption ofwhich
received the Requisite Approval and which grants received the Requisite Approval.

“Arbiter” shall have the meaning ascribed to such term in the definition of “Fair
Market Value.”
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‘ has the meaning set forth in Section I ofArticle VIII.

“Beneficiall Owned" shall mean beneficially owned as determined in accordance

with Securities Exchange Act Rule 13d-3.

“ "means the Board ofDirectors of the Corporation.

“ ”means any day other than a Saturday, Sunday, or a day on which

commercial banks in the City ofNew York are authorized or obligated by law or executive order
to close.

“Certificate of Incomoration” means the Certificate of Incorporation of the

Corporation, as amended from time to time.
64

Closing Price" has the meaning set forth in the definition of“Fair Market
Value."

“Common Stock” means the Voting Common Stock and the Non-Voting
Common Stock or either of them.

“Conversion Price” means, with respect to the Series A Preferred Stock, $1.00,
subject to adjustment as provided in Section 6 of Article VIII, and, with respect to the Series B

Preferred Stock, $4-.6346, subject to adjustment as provided in Section 6 ofArticle IX.

“Convertible Securities” means (i) any options or warrants to purchase or other

rights to acquire Common Stock, (ii) any securities by their terms convertible into, or exercisable
or exchangeable for, Common Stock (directly or indirectly) and (iii) any options or warrants to

purchase or other rights to acquire any such convertible, exercisable or exchangeable securities.

“Designated Director” means a member of the Board of Directors that was elected

exclusively by the vote ofone of the Applicable Series of the Series C Preferred Stock.

"Excluded Issuance " means the issuance of any shares of Common Stock or

Convertible Securities (whether treasury shares or newly issued shares) (1) pursuant to a

dividend or distribution on, or a subdivision, combination or reclassification of, the outstanding

shares of Common Stock which, in the case of the Series A Preferred Stock, requires an

adjustment in the Conversion Price pursuant to Section 6(b)(i) of Article VIII, and, in the case of
the Series B Preferred Stock, requires an adjustment in the Conversion Price pursuant to Section

6(b)(i) ofArticle IX, (2) upon the exercise or conversion of any Convertible Securities issued on,
or outstanding as of, the Issuance Date, including the Series A Preferred Stock and the Series B
Preferred Stock, except, in the case of the Series A Preferred Stock, as contemplated by Section

6(b)(iii)(5)(D) of Article VIII and, in the case of the Series B Preferred Stock, as contemplated
by Section 6(b)(iii)(S)(D) of Article IX, (3) pursuant to the grant or exercise of any Approved
Options, (4) as consideration for the acquisition by the Corporation of another business entity or
interest therein (including a joint venture or strategic alliance) by merger, stock purchase,
purchase of substantially all the assets or other business combination or investment, in each case,
which received the Rcquisitc Approval, or (5) pursuant to Section 2.3 of the Preferred Stock

Purchase Agreement.
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“Fair Market Value" means, with respect to any security as of any date, if such

security is listed or traded in a manner referred to below, an amount equal to the average of the
daily Closing Prices on the twenty consecutive Trading Days immediately preceding such date.

As used in this Certificate of Incorporation, the term “Closing Price", on any day, shall mean the

last reported sales price on such day or, in the event no such sale takes place on such day, the

average of the closing bid and asked prices, in each case on the New York Stock Exchange or, if

such security is not then listed or admitted to trading on such exchange, on the principal national
securities exchange on which such security is listed or admitted to trading, or, if such security is

not listed or admitted to trading on any such exchange, the average of the highest reported bid

and lowest reported asked prices as furnished by the National Association of Securities Dealers

through the National Association ofSecurities Dealers Automated Quotation System (“Nasdag")

(or a similar organization ifNasdaq is no longer reporting such information). If such security is
not listed and traded in a manner that the pricing information referred to above is available for

the period required hereunder, or with respect to an asset other than a security (and other than

cash which shall be valued at its face amount), the Fair Market Value of such security or asset

shall be detennined by mutual agreement between the Corporation (acting through the Board of

Directors) and the holders of a majority of the outstanding shares of Series A Preferred Stock and

the holders of a majority of the Series B Preferred Stock (considered as a single class, with each

share of Series A Preferred Stock and each share of Series B Preferred Stock having the number

or votes equal to the number of shares ofVoting Common Stock into which such share of Series

A Preferred Stock or Series B Preferred Stock, as applicable, may be converted) or, if the parties

are unable to agree within 10 Business Days following the Corporation’s written request to the
holders of the Series A Preferred Stock and the holders of the Series B Preferred Stock that

agreement thereon be reached, then as determined by an independent investment banking firm or

valuation firm (an “Arbiter”) selected by mutual agreement between the Corporation and the

holders of a majority of the outstanding shares of Series A Preferred Stock and the holders of a

majority of the outstanding shares of Series B Preferred Stock (determined as set forth above)

(or, if the parties are unable to agree on an Arbiter within 10 Business Days of the Corporation’s

written request to the holders of the Series A Preferred Stock and the holders of the Series B

Preferred Stock that agreement thereon be reached, then by an Arbiter selected by the New York

City office of the American Arbitration Association) (with the Corporation, on the one hand, and
the holders of the Series A Preferred Stock and the holders of the Series B Preferred Stock, on

the other hand, each bearing one half of the fees and expenses of the Arbiter). Notwithstanding

the foregoing, the determination of the Fair Market Value of a share of Voting Common Stock

for purposes of Section 6(f) of Article VIII or Section 6(t) of Article IX, as applicable, shall be

made by the Board of Directors, which determination shall be final and binding.

“Initial Public Offerin " means the first public offering of shares of Common
Stock.

“Investor Stockholders Agreement” means the Investor Stockholders Agreement,

dated March 28, 2007, by and among the Corporation, the holders of the Series A Preferred

Stock and the holders of the Series B Preferred Stock, as such agreement may be amended from

time to time as provided in such agreement. A copy of the Investor Stockholders Agreement will

be made available without charge to any stockholder upon request.

“Issuance Date" means March 28, 2007.
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“Junior Securities" means:

(1) with respect to the Series A Preferred Stock, each class or series of

capital stock of the Corporation now or hereafler authorized, issued or outstanding which by its

tenns expressly provides that it will rank junior to the Series A Preferred Stock, or which does

not specify its rank, with respect to one or both of the following Attributes: (i) payment of
dividends and distributions and (ii) the distribution of assets upon Liquidation;

(2) with respect to the Series B Preferred Stock, each class or series of

capital stock of the Corporation now or hereafter authorized, issued or outstanding which by its

terms expressly provides that it will rank junior to the Series B Preferred Stock, or which does

not specify its rank, with respect to one or both of the following Attributes: (i) payment of

dividends and distributions and (ii) the distribution of assets upon Liquidation; and

(3) with respect to the Series C Preferred Stock, each class or series of

capital stock of the Corporation now or hereafter authorized, issued or outstanding which by its

terms expressly provides that it will rank junior to the Series C Preferred Stock with respect to
the distribution of assets upon Liquidation.

This definition of Junior Securities shall include any Convertible Securities exercisable or

exchangeable for or convertible into any Junior Securities.

“Liguidation" has the meaning set forth in Section 4(a) of Article VIII.

“Liguidation Preference" means:

(1) with respect to a share of Series A Preferred Stock, the greater of

(x) the sum of (i) the Stated Value plus (ii) an amount, ifany, equal to the aggregate of any

dividends declared but not yet paid on such share of Series A Preferred Stock and (y) the amount

that would be payable in the Liquidation in respect of the Voting Common Stock issuable upon

conversion ofsuch share of Series A Preferred Stock if all outstanding shares ofSeries A

Preferred Stock were converted into Voting Common Stock immediately prior to the Liquidation

in accordance with Section 6 of Article VIII;

(2) with respect to a share of Series B Preferred Stock, the greater of

(x) the sum of(i) the Stated Value plus (ii) an amount, if any, equal to the aggregate ofany
dividends declared but not yet paid on such share of Series B Preferred Stock and (y) the amount

that would be payable in the Liquidation in respect of the Voting Common Stock issuable upon
conversion of such share ofSeries B Preferred Stock if all outstanding shares ofSeries B

Preferred Stock were convened into Voting Common Stock immediately prior to the Liquidation
in accordance with Section 6 of Article IX; and

(3) with respect to a share ofSeries C Preferred Stock, $1.00 (as

adjusted for any split, subdivision, combination, consolidation, recapitalization or similar event

with respect to the Applicable Series of the Series C Preferred Stock).

“Nasdag” has the meaning set forth in the definition of “Fair Market Value".
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“Parity Securities" means:

(1) with respect to the Series A Preferred Stock, each ciass or series of

capital stock of the Corporation now or hereafter authorized, issued or outstanding which by its

terms expressly provides that it will rank on a parity with the Series A Preferred Stock with

respect to one or both of the following Attributes: (i) payment of dividends and distributions and
(ii) the distribution of assets upon any Liquidation;

(2) with respect to the Series B Preferred Stock, each class or series of

capital stock of the Corporation now or hereafter authorized, issued or outstanding which by its

terms expressly provides that it will rank on a parity with the Series B Preferred Stock with

respect to one or both of the following Attributes: (i) payment ofdividends and distributions and

(ii) the distribution of assets upon any Liquidation; and

(3) with respect to the Series C Preferred Stock, each class or series of

capital stock of the Corporation now or hereafter authorized, issued or outstanding which by its

terms expressly provides that it will rank on a parity with the Series C Preferred Stock with I

respect to the distribution of assets upon any Liquidation.

This definition of Parity Securities shall include any Convertible Securities exercisable or

exchangeable for or convertible into any Parity Securities. '

“Person” means an individual, partnership, corporation, limited liability company

or partnership, unincorporated organization, trust or joint venture, or a governmental agency or

political subdivision thereofor other entity of any kind.

“Preferred Stock Purchase Ageement" means the Preferred Stock Purchase
Agreement, dated as of February 22, 2007, by and among the Corporation, lkaria, Inc. and
purchasers of the Series B Preferred Stock, as such agreement may be amended from time to
time as provided in such agreement. A copy of the Preferred Stock Purchase Agreement will be
made available without charge to any stockholder upon request.

“Reguisite Approval" means the approval of the Board of Directors and, if‘

required by one or more of Sections 4.1, 4.2, 4.3, 4.4 and 4.5 of the Investor Stockholders

Agreement, the approval or approvals set forth in the applicable Section or Sections of the
Investor Stockholders Agreement.

“Senior Securities" means:

(1) with respect to the Series A Preferred Stock, each class or series of

capital stock of the Corporation now or hereafter authorized, issued or outstanding which by its
terms expressly provides that it will rank senior to the Series A Preferred Stock with respect to
one or both of the following Attributes: (i) payment of dividends and distributions and (ii) the
distribution of assets upon any Liquidation;

(2) with respect to the Series B Preferred Stock, each class or series of

capital stock of the Corporation now or hereafter authorized, issued or outstanding which by its
terms expressly provides that it will rank senior to the Series B Preferred Stock with respect to
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one or both of the following Attributes: (i) payment of dividends and distributions and (ii) the
distribution ofassets upon any Liquidation; and

(3) with respect to the Series C Preferred Stock, each class or series of

capitai stock of the Corporation now or hereafter authorized, issued or outstanding which by its

terms expressly provides that it will rank senior to the Series C Preferred Stock with respect to

the distribution of assets upon any Liquidation.

This definition of Senior Securities shall include any Convertible Securities exercisable or

exchangeable for or convertible into any Senior Securities.

“Series A Transaction" has the meaning set forth in Section 6(c)(i) ofArticle VIII.

“Series 13 Transaction" has the meaning set forth in Section 6(c)(i) of Article IX.

“Stated Value” means, with respect to a share ofSeries A Preferred Stock, $1.00

(as adjusted for any split, subdivision, combination, consolidation, recapitalization or similar

event with respect to the Series A Preferred Stock) and, with respect to a share of Series B

Preferred Stock, $4.6346 (as adjusted for any split, subdivision, combination, consolidation,

recapitalization or similar event with respect to the Series B Preferred Stock).

‘ ubsidigry” of any Person means any corporation or other entity of which a

majority of the voting power of the voting equity securities or equity interest is owned, directly

or indirectly, by such Person.

“Trading Day” means a day on which the principal national securities exchange

on which the Common Stock is quoted, listed or admitted to trading is open for the transaction of
business.

(b) The headings of the sections, paragraphs, subparagraphs, clauses and sub-

clauses included in this Certificate of Incorporation are for convenience of reference only and

shall not define, limit or affect any of the provisions hereof. '

IN WITNESS WHEREOF, this Restated Certificate of Incorporation, which

restates and integrates and further amends the provisions of the Certificate ofincorporation of

this Corporation, and which has been duly adopted in accordance with Sections 242 and 245 of

the Delaware General Corporation Law, has been executed by its duly authorized officer this 7th

day of May, 2010.

IKARIA HOLDINGS. INC.

filrw‘U-"'/‘{- Emit’
Name: Matthew M. Bennett

Title: Senior Vice President and Secretary
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PATENT ASSIGNMENT

WHEREAS, IKARIA, INC., a Delaware corporation, having a place of business

at Perryviile III, Corporate Park, 53 Frontage Road, Hampton, NJ ("ASSIGNOR"), is the

owner of the entire right, title and interest in and to the inventions and improvements

disclosed in the United States patent applications listed in the attached Schedule A (the

"PATENT APPLICATIONS”), including the PATENT APPLICATIONS themselves, ail

previously-filed international and foreign patents and patent applications claiming

priority to one or more of the PATENT APPLICATIONS or to a parent application of

any of the PATENT APPLICATIONS, and any as-yet unfiled patents and applications

claiming such inventions and improvements and claiming priority to one or more of the

PATENT APPLICATIONS or to a parent application of any ofthe PATENT

APPLICATIONS (ali ofwhich are collectively referred to as the “PATENT RIGHTS”);

WI-IEREAS, INO TI-IERAPEAUTICS LLC, a Delaware corporation, having a

place ofbusiness at Perryville 111, Corporate Park, 53 Frontage Road, Hampton, NJ

{"ASSIGNEE"), is desirous of obtaining the entire right. title and interest in and to the

PATENT RIGHTS;

NOW, THEREFORE, for good and valuable consideration, the receipt and

sufficiency ofwhich are hereby acknowledged, ASSIGNOR hereby assigns to

ASSIGNEE ali of its right, title and interest in and to the PATENT RIGHTS; this

assignment including said PATENT RIGHTS, any and all United States, international,

and foreign patents, utility patents and models, continuations, continuationsin-part,

divisionals, rcexarninations, reissues, and design registrttions granted for any ofsaid

inventions or improvements, and the right to claim priority based on the respective fiiing

dates of the PATENT APPLICATIONS and/or their parent appiication(s) under the

Intcmationai Convention for the Protection of Industrial Property, the Patent Cooperation

Treaty, the European Patent Convention, and all other treaties of like purposes; and this

assignment also including, without limitation, any claims (known or unknown, suspected

or unsuspected) of any nature that ASSIGNOR has or may have against any party for

infringement of any of the PATENT RIGHTS, and the right to sue for past infringement

and to recover and retain damages and profits in respect thereof; and

Page I of 3
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SCHEDULE A: PATENT APPLICATIONS

US. Application No. 123320366

US. Application No. 12f82l ,02O

U.S. Application No. 12f321,D4l
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Electronic Patent Application Fee Transmittal

Application Number:

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

Title °f "“’°”tI°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filed as Large Entity

Trackl Prioritized Examination - Nonprovisional Application under 35 USC 111(a) Filing Fees

Basic Filing:

Utility application filing 1011 1 390
Utility Search Fee

Utility Examination Fee

Request for Prioritized Examination 1817 1 4800 4800

Miscellaneous-Filing:
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Sub-Total in

Description Usms)

Publ. Fee- early, voluntary, or normal 1 3
00 300

Processing Fee, except for Provis. apps 1808 1 130 130

Petition:

Patent-AppeaIs-and-Interference:

Post-AIIowance-and-Post-Issuance:

Extension-of-Time:

Total in USD ($) 7110
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Electronic Acknowledgement Receipt

EFS ID: 14289781

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

T'tI° °f I'“'°"t'°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filer Authorized By: Janis K. Fraser

Attorney Docket Number: 26047—0O03008

Receipt Date: 21-Nov-2012

Application Type: Utility under 35 USC111(a)

Payment information:

Submitted with Payment

Payment Type Deposit Account

Payment was successfully received in RAM $7110

RAM confirmation Number 3100

Deposit Account 061050

Au*h°”zedUser  

Document Document Descri tion File Size(Bytes)/
Number P Message Digest Part /.zip (ifapp|.)
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139111

TrackOne Request request26047,0003008.pdf I349058d |Z9ebeffae69e43bebaca5I 67dU
79411)

Warnings:

Info rmation:

1396088

96c7a194l;7far1a‘)c152S7c17a27l006D6fc8b
1228

Application Data Sheet ADS26047_0003008.pdf

Warnings:

Information:

Transmittal of New Application paptrans26047,0003008.pdf

Warnings:

Information:

237857

12cf:32fc5ce6b5e95d62a3/I e7e81e0/15257
9630

Multipart Description/PDF files in .zip description

Specification

application26047_O0O3008.pdf

Warnings:

Information:

121206

03333a56dea21196bc473a0d94190e1(8f3
8ed18

Oath or Declaration filed declaration26047_0003008.pdf

Warnings:

Information:

4308097

Power of Attorney powerO03008.pdf ed0c2cl4e3 I 39f4fa49dbe86a4ce3dd I4a3 '
ec8d

Warnings:

Info rmation:

41873

d23412-’I806f627i7d200a88c18317ddcf6-1%635
Fee Worksheet (SBO6) fee-infopclf

Warnings:
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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PTO/SB/424 (12-11)

cERTII=IcATION AND REQUEST FOR PRIORITIZED EXAMINATION

UNDER 37 CFR 1.102(e) (Page 1 of1)

James 3- Ba'daSsa"e 5n%"v5Ei7“‘°"a' ‘"-
Title of METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC
Invention: OXIDE TREATMENT

APPLICANT HEREBY CERTIFIES THE FOLLOWING AND REQUESTS PRIORITIZED EXAMINATION FOR
THE ABOVE-IDENTIFIED APPLICATION.

1. The processing fee set forth in 37 CFR 1.17(i), the prioritized examination fee set forth in 37

CFR 1.17(c), and if not already paid, the publication fee set forth in 37 CFR 1.18(d) have been

filed with the request. The basic filing fee, search fee, examination fee, and any required

excess claims and application size fees are filed with the request or have been already been

paid.

The application contains or is amended to contain no more than four independent claims and

no more than thirty total claims, and no multiple dependent claims.

The applicable box is checked below:

Ori inalA lication Track One -Prioritized Examination under 1.102 e 1

i. (a) The application is an original nonprovisional utility application filed under 35 U.S.C. 111(a).

This certification and request is being filed with the utility application via EFS-Web.
___OR___

(b) The application is an original nonprovisional plant application filed under 35 U.S.C. 111(a).

This certification and request is being filed with the plant application in paper.

ii. An executed oath or declaration under 37 CFR 1.63 is filed with the application.

Re uest for Continued Examination - Prioritized Examination under

A request for continued examination has been filed with, or prior to, this form,

If the application is a utility application, this certification and request is being filed via EFS-Web.

The application is an original nonprovisional utility application filed under 35 U.S.C. 111(a), or is

a national stage entry under 35 U.S.C. 371.

' . This certification and request is being filed prior to the mailing of a first Office action responsive

to the request for continued examination.

No prior request for continued examination has been granted prioritized examination status

under 37 CFR1.102(e)(2).

Signature /Janis K. Fraserl Date November 21, 2012

Name Janis K. Fraser, Ph.D., J.D. Practitioner
(Print/Typed) Registration Number 34,819

Note: Signatures of all the inventors or assignees of record of the entire interest or their representative(s) are required in accordance with
37 CFR 1.33 and 11.18. Please see 37 CFR 1.4(d) for the form of the signature. If necessary, submit multiple forms for more than one
signature, see below*.

E ‘Total of 1 forms are submitted.

22943855.d0c
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PTO/AIAI14 (08-12)
Approved for use through 01f31I2014. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Attorney Docket Number 26047—OOO3008
Application Data Sheet 37 CFR 1.76 _ _

Application Number

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDE

Title of Invention TREATMENT

The application data sheet is part of the provisional or nonprovisional application for which it is being submitted. The following form contains the
bibliographic data arranged in a format specified by the United States Patent and Trademark Office as outlined in 37 CFR 1.76.
This document may be completed electronically and submitted to the Office in electronic format using the Electronic Filing System (EFS) or the
document may be printed and included in a paper filed application.

Secrecy Order 37 CFR 5.2

Portions or all of the application associated with this Application Data Sheet may fall under a Secrecy Order pursuant to

I:I 37 CFR 5.2 (Paper filers only. Applications that fall under Secrecy Order may not be filed electronically.)

Inventor Information:

Inventor 1
Legal Name

Prefix Given Name Middle Name Family Name

James S. Baldassarre

Residence Information (Select One) @ US Residency 0 Non US Residency 0 Active US Military Service

City Doylestown Statei'Province PA country of Residencei | US

Mailing Address of Inventor:

Address 1 145 Pebble Woods Drive

Address 2

City Doylestown StateIProvince

Postal Code US

Inventor 2

Legal Name

Given Name Middle Name Family Name

—
Residence Information (Select One) @ US Residency Q Non US Residency 0 Active US Military Service

City CIIGSIZET | StatelProvince NJ Country Qf Residence | US

Mailing Address of Inventor:

Address 1 1 Byron Court

Address 2

5tate'Pr°vince
Postal Code

All Inventors Must Be Listed - Additional Inventor Information blocks may be

generated within this form by selecting the Add button.

Correspondence Information:

Enter either Customer Number or complete the Correspondence Information section below.

For further information see 37 CFR 1.33(a).

EFS Web 2.2.3
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PTO/AIAI14 (08-12)
Approved for use through 01i'31I2014. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Attorney Docket Number 26047-0003008
Application Data Sheet 37 CFR 1.76 _ _

Application Number

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDE

Title of Invention TREATMENT

Customer Number

Email Address Add Email

Application Information:

Title of the Invention METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDETREATMENT

Attorney Docket Number 260470003008 Small Entity Status Claimed |:|

Application Type I Nonprovisional
Subject Matter

Suggested Class (if any)SubClass (if any)
Suggested Technology Center (if any)

Total Number of Drawing Sheets (if any) Suggested Figure for Publication (if any)

Publication Information:

|:| Request Early Publication (Fee required at time of Request 37 CFR 1.219)

Request N012 ‘I20 PUDIISI1. I hereby request that the attached application not be published under

El 35 U.S.C. 122(b) and certify that the invention disclosed in the attached application has not and will not be the
subject of an application filed in another country, or under a multilateral international agreement, that requires

publication at eighteen months after filing.

|:| An Address is being provided for the correspondence Information of this application.

Representative Information:

Representative infomiation should be provided for all practitioners having a power of attorney in the application. Providing
this information in the Application Data Sheet does not constitute a power of attorney in the application (see 37 CFR 1.32).
Either enter Customer Number or complete the Representative Name section below. If both sections are completed the customer
Number will be used for the Representative lnfomiation during processing.

Please Select One: @ Customer Number 0 US Patent Practitioner 0 Limited Recognition (37 CFR 11.9)

Customer Number 94169

Domestic BenefitINational Stage Information:

This section allows for the applicant to either claim benefit under 35 U.S.C. 119(e), 120, 121, or 365(c) or indicate
National Stage entry from a PCT application. Providing this information in the application data sheet constitutes the

specific reference required by 35 U.S.C. 119(e) or 120, and 37 CFR 1.78.

Application Number Continuity Type Prior Application Number Filing Date (YYYY-MM-DD)

Continuation of 12820866 2010-06-22

EFS Web 2.2.3
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PTO/AIAI14 (08-12)
Approved for use through 01f31I2014. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Attorney Docket Number 26047-0003008

Application Number

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDE
TREATMENT

Application Data Sheet 37 CFR 1.76

Title of Invention

Prior Application Status Abandoned

Application Number Continuity Type Prior Application Number Filing Date (YYYY-MM-DD}

12820866 Continuation of 12494598 2009-06-30

Prior Application Status Pending

Application Number Continuity Type Prior Application Number Filing Date (YYYY-MM-DD}

Continuation of 13651660 2012-10-15

Prior Application Status Patented M
Application . . Prior Application Filing Date ISSUG Date

Number Continuity Type (YYYY_MM_DD) Patent Number (YYYY_MM_DD)
13551550 Continuation Of 12821041 2010-05-22 8293284 2012-10-23

Prior Application Status Abandoned

Application Number Continuity Type Prior Application Number Filing Date (YYYY-MM-DD)

12821041 Continuation of 12494598 2009-06-30

Additional Domestic Benefit/National Stage Data may be generated within this form
by selecting the Add button.

Add

Foreign Priority Information:

This section allows for the applicant to claim benefit of foreign priority and to identify any prior foreign application for which priority is
not claimed. Providing this information in the application data sheet constitutes the claim for priority as required by 35 U_S_C_ 119(b)
and 37 CFR 1_55(a)_

Application Number Filing Date (YYYY'lVllVl'DD) Priority Claimed

Additional Foreign Priority Data may be generated within this form by selecting the
Add button.

Authorization to Permit Access:

|:| Authorization to Permit Access to the Instant Application by the Participating Offices

EFS Web 2.2.3
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PTO/AIAI14 (08-12)
Approved for use through 01f31I2014. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

_ _ Attorney Docket Number 26047-0003008
Application Data Sheet 37 CFR 1.76

Application Number

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDE

Title of Invention TREATMENT

If checked, the undersigned hereby grants the USPTO authority to provide the European Patent Office (EPO),
the Japan Patent Office (JPO), the Korean Intellectual Property Office (KIPO), the World Intellectual Property Office (WIPO),
and any other intellectual property offices in which a foreign application claiming priority to the instant patent application
is filed access to the instant patent application. See 37 CFR 1.14(c) and (h). This box should not be checked ifthe applicant
does not wish the EPO, JPO, KIPO, WIPO, or other intellectual property office in which a foreign application claiming priority
to the instant patent application is filed to have access to the instant patent application.

In accordance with 37 CFR 1.14(h)(3), access will be provided to a copy of the instant patent application with respect
to: 1) the instant patent application—as—filed; 2) any foreign application to which the instant patent application
claims priority under 35 U.S.C. 119(a)—(d) if a copy of the foreign application that satisfies the certified copy requirement of
37 CFR 1.55 has been filed in the instant patent application; and 3) any U.S. application-as-filed from which benefit is
sought in the instant patent application.

In accordance with 37 CFR 1.14(c), access may be provided to information concerning the date of filing this Authorization.

Applicant Information:

Providing assignment information in this section does not substitute for compliance with any requirement of part 3 of Title 37 of CFR
to have an assignment recorded by the Office.

Applicant 1

If the applicant is the inventor (or the remaining joint inventor or inventors under 37 CFR 1.45), this section should not be completed.
The information to be provided in this section is the name and address of the legal representative who is the applicant under 37 CFR
1.43; or the name and address of the assignee, person to whom the inventor is under an obligation to assign the invention, or person
who otherwise shows sufficient proprietary interest in the matter who is the applicant under 37 CFR 1.46. If the applicant is an
applicant under 37 CFR 1.46 (assignee, person to whom the inventor is obligated to assign, or person who otherwise shows sufficient
proprietary interest) together with one or more joint inventors, then the joint inventor or inventors who are also the applicant should be
identified in this section.

@ Assignee 0 Legal Representative under 35 U.S.C. 117

0 Person to whom the inventor is obligated to assign. 0 Person who shows sufficient proprietary interest

If applicant is the legal representative, indicate the authority to file the patent application, the inventor is:

Name of the Deceased or Legally incapacitated Inventor :

If the Assignee is an Organization check here.

°'9a”lzatl°” Name INO Therapeutics LLC

Mailing Address Information:

Address 1 Perryville Ill Corporate Park

Address 2 53 Frontage Road, 3rd Floor

City Hampton StateIProvince

Postal Code 08827-9001

Phone Number Fax Number

EFS Web 2.2.3
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PTO/AIAI14 (08-12)
Approved for use through 0‘lf31I2014. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Attorney Docket Number 26047-0003008
Application Data Sheet 37 CFR 1.76

Application Number

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDE
TREATMENT

Email Address

Additional Applicant Data may be generated within this form by selecting the Add button. Add

Signature:

NOTE: This form must be signed in accordance with 37 CFR 1.33. See 37 CFR 1.4 for signature requirements and
certifications

Title of Invention

Signature lJanis Fraserl Date (YYYY-MM-DD) 2012-11-21

Additional Signature may be generated within this form by selecting the Add button. Add

This collection of information is required by 37 CFR 1.76. The information is required to obtain or retain a benefit by the public which
is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This
collection is estimated to take 23 minutes to complete, including gathering, preparing, and submitting the completed application data
sheet form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount oftime you require to
complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
Trademark Office, U_S_ Department of Commerce, P_O_ Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

EFS Web 2.2.3
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the attached form related to
a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised that: (1) the general authority for the collection
of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which the information is
used by the U.S. Patent and Trademark Office is to process andlor examine your submission related to a patent application or patent. If you do not
furnish the requested information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act (5 U.S.C. 552)
and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the Department of Justice to determine
whether the Freedom of Information Act requires disclosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a court, magistrate, or
administrative tribunal, including disclosures to opposing counsel in the course of settlement negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a request involving an
individual, to whom the record pertains, when the individual has requested assistance from the Member with respect to the subject matter of
the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for the information in
order to perform a contract. Recipients of information shall be required to comply with the requirements of the Privacy Act of 1974, as
amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records may be disclosed,
as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of National Security
review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or hislher designee,
during an inspection of records conducted by GSA as part of that agency's responsibility to recommend improvements in records
management practices and programs, under authority of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the
GSA regulations governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive. Such
disclosure shall not be used to make determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of the application pursuant
to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record may be disclosed, subject to the limitations of 37
CFR 1.14, as a routine use, to the public if the record was filed in an application which became abandoned or in which the proceedings were
terminated and which application is referenced by either a published application, an application open to public inspections or an issued
patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law enforcement agency, if the
USPTO becomes aware of a violation or potential violation of law or regulation.

EFS Web 2.2.3
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Attorney Docket No.'. 26047-0003008 / 3000-US-OOOSCON6

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant 2 James S. Baldassarre et al. Art Unit : Unknown
Serial No. 2 N/A Examiner : Unknown

Filed : Herewith

Title : METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR

INHALED NITRIC OXIDE TREATMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

SUBMISSION OF DECLARATIONS

The attached declarations of co—inventors James S. Baldassarre and Ralf Rosskamp are

copies of the declarations originally filed in the parent application, U.S. serial no. 13/651,660.

The present application is a continuation of U.S. serial no. l3;’65l,660.

Respectfully submitted,

Date: November 21 2012 flanis K. Fraser/

Janis K. Fraser, Ph.D., J.D.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877) 769-7945

22944473.doc

CERTIFICATE OF (A) MAILING BY FIRST CLASS MAIL OR (B) TRANSMISSION
I hereby certify under 37 CFR §1,8(a) that this correspondence is either (A) addressed as set out in
37 CFR §l.l(a) and being deposited with the United States Postal Service as first class mail with
sufficient postage, or (B) being transmitted by facsimile in accordance with 37 CPR § l.6(d) or via
the Office electronic filing system in accordance with 37 CFR § 1.6(a)(4), on the date indicated
below.
November 21, 2012
Date ofDeposit or Transmission
}Nancy Bechetp’
Signature
Nan cy Bechet
Typed or Printed Name ofPerson Signing Certificate
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Aitomay Doc-Joel No 26047-0003007 m.0,mm, (0642)
Approved for use through U'li31l20‘I4i OMB 035141332

U.S. l’atent and Tradernarlc 0l1"lGB2_U.S. DEPARTMENT OF COMMERCE.-_ .,.;..-.=-.... Raduotiorrmztnf re .- '3

DECLARATION (37 CFR 1.61 R oesren APPLICATION usnrc AN
APPLICATION DATA sneer (37 can 1.76)

Title oi MEIHODS OF REDUCING THE RISK OF OCCURRENCE OF PULMONARY EDEMA ASSOCIATED
invflnfiflfl \ WiTH INHALATION OF NITRIC OXIDE GAS

As the below named inventor. I hereby declare that:

This declaration The attached application. or
is directed to:

El United States application or PCT international application number

filed on

The above-identified application was made or authorized to be made by me.

I believe that I am the original inventor or an original joint inventor of a claimed invention in the application.

I I hereby acknowledge that any willful false statement made in this declaration is punishable under 18 tJ.S.C. 1001
by fine or imprisonment of not more than live (5) years, or both.

WARNING:

Petitionoriappiicant is cautioned to avoid submitting personal infonnation in documents filed in a patent application that may
contribute to identity theti. Personal Information such as social security numbers. bank account numbers, or credit card numbers
(other than a check or credit card authorization form PTO-2038 submitted for payment purposes) is never required by the USPTO
to support a petition or an application. if this type of personal information is included in documents submitted to the USPTO.
petitionersrapplicants should consider redacting such personal information from the documents before submitting thernto the
USPTO. Petttlonerrapplicant is“ advised that the record of a patent apptication is available to the public afler publication of the
application (unless a non-publication request in compliance with 37 CFR 1.213(3) is made in the application) or issuance of a
patent. Furll1ennore.tt1e record from an abandoned applllon may also be available to the public iflhe application is
referenced in a published application or an issued patent (see 37 CFR 1.14). Checks and credit card autltcrizalion fonns
PTO-2038 submitted for payment purposes are not retained in the application file and therefore are not pu bllcly available.

LEGAL NAME OF INVENTOR

Inventor: Ralf RDSSKEITI Date (Optional): OQ: g [20 K Z
Signature:

Note: An application data sheet (P'l‘0!SBI14 or equivalent). including naming the entire Inventive entity. must accompany this form.Use an additional P1'OlAlAr'ti1 fcnn for each additional inventor.

This collectionoi lnlormalfon is required by 35 U.S.C. 115 and 3'7CFR 1.63. The information is required to obtain orretain a benefrlby die public which is lnfile (and
by the USPTO to process) an application. confidentiality isgoverned by 35 u.s.c.122 and 57 CPR 1.11 and 1.14. This collection is estimated totalcs 1 minute to
complete. includitti Qfitilarlng, preparing. and submitting the completed appscatlon lann to the USPTO. Time will vary depending upon the individual case. Any
oorrrnrchps on the amount or time you ‘require to complete this form andior suggestions tor reducing this burden. should be sent to the Chief Information Ottioer. LLS.
Palentsm‘.lTr'adan1ark’Otfioe, i.I_.S. Deparbnent of Curriineflifl. i-‘.0. Box 1450. Alexandria. VA22313-1459. DO NOT SEND FEES OR COMPLETED FORMS TD
Tl-its ADDRESS. SEND TO: Commissioner for Patents. P.D. Box 1450, Alexandria. VA 22318-1450. 7

than need assistance in compreung the form. call 1-aoomc-9199 and ixeicct‘ nprrm 2.229] $53.69!:
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Attorney Docirel No. 26047-CIDDSDDT PTOJAIAIO1 (O8-12)
Approved for use through 0113112014. OMEI 0651-0032

US. Patent and Trademark Office; U.S, DEPARTMENT OF COMMERCE
Llnderrhe Paerwork fiedumgon A {M1995 no arsons are reouired to resend to a collection of information unless itdisia s a valid OMB control number.

DECLARATION (37 CFR 1.63) FOR UTILITY OR DESIGN APPLICATION USING AN
APPLICATION DATA SHEET (37 CFR 1.76)

METHODS OF REDUCING THE RISK OF OCCURRENCE OF PULMONARY EDEMA ASSOCIATED
Invention WITH INHALATION OF NITRIC OXIDE GAS

As the below named inventor, I hereby declare that:

This declaration E4 The attached application, or
is directed to:

E] United States application or PCT international application number

filed on

The above-identified application was made or authorized to be made by me.

I believe that I am the original inventor or an original joint inventor of a claimed invention in the application.

i hereby acknowledge that any willful false statement made in this declaration is punishable under 18 U.S.C. 1001
by fine or imprisonment of not more than five (5) years, or both.

WARNING:

Petitionerlappiicant is cautioned to avoid submitting personal information in documents filed in a patent application that may
contribute to identity theft. Personal inionnalion such as social security numbers, bank account numbers, or credit card numbers
(other than a check or credit card authorization form PTO~2D3B submitted for payment purposes} is never required by the USPTO
to support a petition or an application. If this type of personal information is included in documents submitted to the USPTO,
petitionersiappiicants should consider redacting such personal information from the documents before submitting them to the
USPTO. Petitioneriapplicant is advised that the record of a patent application is available to the public alter publication of the
application (unless a non—pubiication request in compliance with 37 CFR 1.213(3) is made in the application) or issuance of a
patent. Furthennore, the record from an abandoned application may also be available to the public it the application is
referenced in a published application or an issued patent {see 37' CFR 1.14). Checks and credit card authorization forms
PTO-2033 submitted for payment purposes are not retained in the application file and therefore are not publicly available.

LEGAL NAME OF INVENTOR

Inventor: ' I Date (Optional): I ?:2QI2_
. I ‘ ASignature:

Note: An applica I n data sheet (PTOISBI14 or equivalent), including naming the entire inventive entity, must accompany this form.
i PTOIAIAIO1 term for each additional inventor.

This collection of information is required by 35 U.S.C. 115 and 37 CFR 1.83. The inlcrrnallon is required to obtain or retain a benefit by the public which is to tile (and
by the USPTO to process) an application. Confidentiality is govamed by 35 U,S.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to take 1 minute to
complete. including gathering, preparing. and submitting the completed application ionn to the USPTO. Time will vary depending upon the individual case. Any
comments on the amount of lime you require to complete this form endfor suggestions for reducing this burden, should be sent to the Chlel lnfonnation Officer, US.
Patent and Trademark Office, U.S. Depanrnent oi Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLEFED FORMS TO
THIS ADDRESS. SEND TO: commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

ifyou need assistance in completing the form. call 1-800-PTO-9199 and select option 2.
22':ll8J.5S.doc

Amerllran LegaINeI, Inr. ' am
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Doc code: IDS

Doc description: Information Disclosure Statement (IDS) Filed

PTOlSBl0Ba (01-10)
Approved for use through 07/31/2012. OMB 0651-0031

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.
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CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

|:| from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to

any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Signature /Janis K. Fraserl Date (YYYY-MM-DD) 2012-12-04

Name/Print Janis K. Fraser Registration Number 34819

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form andlor suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record 5.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Commissioner for Patents

P.O. Box 1450
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THIRD INFORMATION DISCLOSURE STATEMENT

Please consider the references listed on the enclosed SB—08 form. Under 35 USC §120, this

application relies on the earlier filing date of application serial number 12/821,041. The listed references

were submitted or otherwise made ofrecord in application serial no. 12/821,041, so are not provided with

this filing.

This statement is being filed within three months of the filing date of the application. Apply any

necessary charges or credits to Deposit Account 06-1050, referencing the above attorney docket number.
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Date: December 4, 2012 /Janis K. Fraser/

Janis K. Fraser, Ph.D., .I.D.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.
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/Nancy Bechet/'
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Nancy Bechet
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Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):
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|:| from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
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application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form andlor suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
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process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record 5.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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A U.S. Patent Number Citation ora U.S. Publication Number Citation is required in the Information Disclosure Statement (IDS) form for
autoloading of data into USPTO systems. You may remove the form to add the required data in order to correct the Informational Message if
you are citing U.S. References. Ifyou chose not to include U.S. References, the image ofthe form will be processed and be made available
within the Image File Wrapper (IFW) system. However, no data will be extracted from this form. Any additional data such as Foreign Patent
Documents or Non Patent Literature will be manually reviewed and keyed into USPTO systems.

Total Files Size (in bytes) 679983

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Attorney Docket No.: 26047-0003008 / 3000-US-0O08CON6

TN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant : James S. Baldassarre et al. Art Unit : Unknown

Serial No. : 13/683,417 Examiner : Unknown

Filed : November 21, 2012 Conf. No. : 1654
Title 2 METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

NITRIC OXIDE TREATMENT

MAIL STOP AMENDMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

FOURTH INFORMATION DISCLOSURE STATEMENT

Please consider the references listed on the enclosed SB—08 form. Under 35 USC §120, this

application rlies on the earlier filing date of application serial number 12/821,041. The listed references

were submitted or otherwise made ofrecord in application serial no. 12/821,041, so are not provided with

this filing.

This statement is being filed within three months of the filing date of the application. Apply any

necessary charges or credits to Deposit Account 06-1050, referencing the above attorney docket number.

Respectfully submitted,

Date: December 5, 2012 /Janis K. Fraser/'

Janis K. Fraser, Ph.D., .I.D.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877) 769-7945

22948216.doc

CER'1'Il"ICA'l'l:' OI" (A) MAILING BY FIRST CLASS IVIAIL OR (B) TRANSMISSION
I hereby certify under 37 CFR §1.8(a) that this correspondence is either (A) addressed as set out in
37 CFR §1.1(a) and being deposited with the United States Postal Service as first class mail with
sufficient postage, or (B) being transmitted by facsimile in accordance with 37 CFR § 1.6(d) or via
the Office electronic filing system in accordance with 37 CFR § 1.6(a)(4). on the date indicated
below.
December 5, 2012
Date of Deposit or 'l'ransmission
/Nancy Bechet/'
Signature
Nancy Bechet
Typed or Printed Name of Person Signing Certificate
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Application Number 13683417

Filing Date 2012-11-21
INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

First Named Inventor Baldassarre

Art Unit

Examiner Name

Attorney Docket Number 26047-0003008

Ameduri et al., Heart Failure in Children, MED-Continuing Medical Education, University of Minnesota. 2009 July 29,
(cited 2010 Nov 12); available from URL: ttp://www.cme.umn.edu/prod/groups/medl@publ@medl@cme/documents!
contentlmed_content_124593.pdf

Konduri, "Early inhaled nitric oxide therapy for term and near—term newborn infants with hypoxic respiratory failure:
neurodevelopmental follow-up," J. Pediatr_ Vol. 150(3), pages 235-240, 240.e.1 (2007)

Barrington et al., "lnhaled nitric oxide for respiratory failure in preterm infants (review)," The Cochrane Collaboration,
Wiley Publishers, 3 pages (2009)

Barst, Pediatr., "Vasodi|ator Testing with Nitric Oxide and/or Oxygen in Pediatric Pulmonary Hypertension,"
Cardiol., Vol. 31, pages 598-606 (2010)

Macrae, "Drug therapy in persistent pulmonary hypertension of the newborn," Semin. Neonatal, Vol. 2, pages 49-58
(1997)

Miller et al., "Guidelines for the safe administration of inhaled nitric oxide," Archives of Disease in Childhood, Vol. 10,
pages F47-F49 (1994)

If you wish to add additional non-patent literature document citation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature Date Considered

“EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a

citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here i
English language translation is attached.
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Application Number 13683417

Filing Date 2012-11-21

First Named Inventor Baldassarre

Art Unit

Examiner Name

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Attorney Docket Number 26047-0003008

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

|:| from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to

any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Signature /Janis K. Fraserl Date (YYYY-MM-DD) 2012-12-06

Name/Print Janis K. Fraser Registration Number 34819

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form andlor suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record 5.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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A U.S. Patent Number Citation ora U.S. Publication Number Citation is required in the Information Disclosure Statement (IDS) form for
autoloading of data into USPTO systems. You may remove the form to add the required data in order to correct the Informational Message if
you are citing U.S. References. Ifyou chose not to include U.S. References, the image ofthe form will be processed and be made available
within the Image File Wrapper (IFW) system. However, no data will be extracted from this form. Any additional data such as Foreign Patent
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Total Files Size (in bytes) 592149

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Attorney Docket No.: 26047-0003008 / 3000-US-OOOSCON6

TN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant : James S. Baldassarre et al. Art Unit : Unknown

Serial No. : 13/683,417 Examiner : Unknown

Filed : November 21, 2012 Conf. No. : 1654
Title 2 METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

NITRIC OXIDE TREATMENT

MAIL STOP AMENDMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

FIFTH INFORMATION DISCLOSURE STATEMENT

Please consider the references listed on the enclosed SB—08 form. Under 35 USC §120, this

application relies on the earlier filing date of application serial number 12/821,041. The listed references

were submitted or otherwise made ofrecord in application serial no. 12/821,041, so are not provided with

this filing.

This statement is being filed within three months of the filing date of the application. Apply any

necessary charges or credits to Deposit Account 06-1050, referencing the above attorney docket number.

Respectfully submitted,

Date: December 6, 2012 /Janis K. Fraser/

Janis K. Fraser, Ph.D., .I.D.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877) 769-7945

22948222.doc

CERTIFICATE OF (A) MAILING BY FIRST CLASS l\/[AIL OR (B) TRANSMISSION
I hereby certify under 37 CFR §1.8(a) that this correspondence is either (A) addressed as set out in
37 CFR §1.1(a) and being deposited with the United States Postal Service as first class mail with
sufficient postage, or (B) being transmitted by facsimile in accordance with 37 CFR § 1.6(d) or via
the Office electronic filing system in accordance with 37 CFR § 1.6(a)(4), on the date indicated
below.
December 6, 2012
Date of Deposit or Transmission
/Nancy Bechet/'
Signature
Nancy Bechet
Typed or Printed Name of Person Signing Certificate
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Filing Date
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Attorney Docket Number 260470003008
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Lee & Hayes, Reply Amendment (Accelerated Exam-Transmittal AmendmentlReply) in U.S. Serial No. 12/820,866
mailed November 2, 2010, filed January 14, 2011 (12 pages)

U.S. Examiner Ernst V. Arnold, Advisory Action in U.S. Serial No. 12/820,866, mailed February 23, 2011 (2 pages)

Lee & Hayes, Reply After Final (Accelerated Exam-Transmittal AmendmentlReply) in U.S. Serial No. 12/820,866
mailed September 23, 2010, filed March 1, 2011 (9 pages)

Lee & Hayes, Reply After Final (Accelerated Exam-Transmittal Amendment/Reply) in U.S. Serial No. 12/820,866
mailed September 23, 2010, filed March 1, 2011 (5 pages)

U.S. Examiner Ernst V. Arnold, Advisory Action in U.S. Serial No. 12/820,866, mailed March 25, 2011 (3 pages)

Lee & Hayes, Reply After Final (Accelerated Exam-Transmittal Amendment/Reply) in U.S. Serial No. 12/820,866
mailed November 2, 2010, filed May 2, 2011 (9 pages)
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

Application Number 13683417

Filing Date

First Named Inventor

2012-11-21

Baldassarre

Art Unit

Examiner Name

Attorney Docket Number 260470003008

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,866, mailed June 8, 2011 (32 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,866, August 24, 2011 (23 pages)

Fish & Richardson, P.C., Reply Brief in U.S. Serial No. 12l820,866 filed December 16, 2011 (21 pages)

Fish & Richardson, P.C., Supplement to Reply Brief in U.S. Serial No. 12/820,866 filed January 3, 2012 (3 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,980, mailed August 17, 2010 (33 pages)

Lee & Hayes, Reply Amendment in U.S. Serial No. 12/820,980, mailed August 17,2010, filed September 17, 2010 (25
pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,980, mailed October 28, 2010 (23 pages)

U.S. Examiner Ernst V. Arnold, Supplemental Office Action in U.S. Serial No. 12/820,980, mailed November 2, 2010
(4 Pages)

Lee & Hayes, Reply after Final (Accelerated Exam—Transmittal Reply) in U.S. Serial No. 12/820,980, mailed
November 2, 2010, filed November 12, 2010 (53 pages)

U.S. Examiner Ernst V. Arnold, Advisory Action in U.S. Serial No. 12/820,980, mailed November 29, 2010 (3 pages)

Lee & Hayes, Reply after Final (Accelerated Exam—Transmittal Reply) in U.S. Serial No. 12/820,980, mailed
November 2, 2010, filed May 2, 2011 (23 pages)
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

Application Number 13683417

Filing Date

First Named Inventor

2012-11-21

Baldassarre

Art Unit

Examiner Name

Attorney Docket Number 260470003008

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,980, mailed June 10,2011 (29 pages)

Lee & Hayes, Amendment in Reply to Office Action in U.S. Serial No. 12/820,980, mailed June 10, 2011, filed July 11,
2011 (115 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,980, mailed September 9, 2011 (25 pages)

U.S. Examiner Ernst V. Arnold, Notice of Abandonment in U.S. Serial No. 12/820,980, mailed April 11, 2012 (2 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,020, mailed August 13, 2010 (24 pages)

Lee & Hayes, Response to Office Action in U.S. Serial No. 12/821,020, mailed August 13, 2010, filed February 14,
2011 (18 pages)

Lee & Hayes, Supplemental Reply Amendment in U.S. Serial No. 12/821,020, filed April 12, 2011 (9 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,020, mailed June 27, 2011 (28 pages)

Fish & Richardson, P.C., Amendment in Reply to Office Action, in U.S. Serial No. 12/821,020, mailed June 27, 2011,
filed December 27, 2011 (31 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,020, mailed January 31, 2012 (23 pages)

U.S. Examiner Ernst V. Arnold, Interview Summary in U.S. Serial No. 12l821,020, mailed April 17, 2012 (4 pages)
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

Application Number 13683417

Filing Date 2012-11-21

First Named Inventor Baldassarre

Art Unit

Examiner Name

Attorney Docket Number 260470003008

Fish 8 Richardson, P.C., Statement of Substance of Interview and Comments on Examiner's Interview Summary, in
U.S. Serial No. 12/821,020, filed April 23, 2012 (8 pages)

Fish 8. Richardson, P.C., Supplemental Amendment, in U.S. Serial No. 12/821,020, filed April 30, 2012 (10 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,020, mailed June 15, 2012 (56 pages)

Fish 8. Richardson, P.C., Amendment in Reply, in U.S. Serial No. 12/821,020, mailed June 15, 2012, filed August 15,
2012 (15 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,041, mailed August 17, 2010 (32 pages)

Lee 8. Hayes, Reply Amendment in U.S. Serial No. 12/821,041, mailed August 17, 2010, filed February 14, 2011 (28
pages)

Lee 8. Hayes, Supplemental Reply Amendment in U.S. Serial No. 12/821,041, mailed August 17, 2010, filed April 13,
2011 (9 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,041, mailed June 27,2011 (35 pages)

Fish 8. Richardson, P.C., Amendment in Reply to Office Action in U.S. Serial No. 121821041, mailed June 27, 2011,
filed January 6, 2012 (155 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,041, mailed February 10, 2012 (36 pages)

Fish 8 Richardson, P.C., in U.S. Serial No. 12l821,041, Supplemental Amendment and Remarks, filed May 11, 2012
(32 pages)
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Application Number 13683417

Filing Date 2012-11-21
INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

First Named Inventor Baldassarre

Art Unit

Examiner Name

Attorney Docket Number 26047-0003008

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,041, mailed June 19, 2012 (61 pages)

Fish 8. Richardson, P.C., Amendment in Reply to Office Action, in U.S. Serial No. 12/821,041, mailed June 19, 2012,
filed August 15, 2012 (17 pages)

Lee 8. Hayes Amendment in Reply to Office Action in U.S. Serial No. 12/820,866, mailed June 8, 2011, filed July 8,
2011 (23 pages)

Fish 8. Richardson, Brief on Appeal in U.S. Serial No. 12/820,866, filed October 4, 2011 (211 pages)

U.S. Examiner Ernst V. Arnold, Interview Summary in U.S. Serial No. 121821020, mailed January 25, 2012 (4 pages)

If you wish to add additional non-patent literature document citation information please click the Add button Add

EXAMINER SIG NATU RE

Examiner Signature Date Considered

‘EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
“ Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here i
English language translation is attached.
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Application Number 13683417

Filing Date 2012-11-21

First Named Inventor Baldassarre

Art Unit

Examiner Name

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Attorney Docket Number 260470003008

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

|:| from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to

any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Signature /Janis K. Fraserl Date (YYYY-MM-DD) 2012-12-07

Name/Print Janis K. Fraser Registration Number 34819

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form andlor suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record 5.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Electronic Acknowledgement Receipt

EFS ID: 14410799

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED
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Attorney Docket Number: 26047—0O03008
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File Listing:
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_ _ 613500
Information Disclosure Statement (IDS)

Form (S308) SBO8SiXth00O3008.pdf 4d485eU99b6877647ba2c55bdc582eaUf8U
76e96

Warnings:

Info rmation:

A U.S. Patent Number Citation ora U.S. Publication Number Citation is required in the Information Disclosure Statement (IDS) form for
autoloading of data into USPTO systems. You may remove the form to add the required data in order to correct the Informational Message if
you are citing U.S. References. Ifyou chose not to include U.S. References, the image ofthe form will be processed and be made available
within the Image File Wrapper (IFW) system. However, no data will be extracted from this form. Any additional data such as Foreign Patent
Documents or Non Patent Literature will be manually reviewed and keyed into USPTO systems.

Total Files Size (in bytes) 677150

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Attorney Docket No.: 26047-0003008 / 3000-US-0008CON6

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant : James S. Baldassarre et al. Art Unit : Unknown

Serial No. : 13/683,417 Examiner : Unknown

Filed : November 21, 2012 Conf. No. : 1654
Title : METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR

INHALED NITRIC OXIDE TREATMENT

MAIL STOP AMENDMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

SIXTH INFORMATION DISCLOSURE STATEMENT

Please consider the references listed on the enclosed SB-08 form. Under 35 USC §120, this

application relies on the earlier filing date of application serial number 13/651,660. The listed references

were submitted or otherwise made of record in application serial no. 13/651,660, so are not provided with

this filing.

This statement is being filed within three months of the filing date of the application. Apply any

necessary charges or credits to Deposit Account 06-1050, referencing the above attorney docket number.

Respectfully submitted,

Date: December 7 2012 /Janis K. Frascr/

Janis K. Fraser, Ph.D., J.D.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877) 769-7945

22948229.doc

CERTIFICATE OF (A) MAILING BY FIRST CLASS l\/IAIL OR (B) TRANSMISSION
I hereby certify under 37 CFR §1.8(a) that this correspondence is either (A) addressed as set out in
37 CFR §1.1(a) and being deposited with the United States Postal Service as first class mail with
sufficient postage, or (B) being transmitted by facsimile in accordance with 37 CFR § 1.6(d) or via
the Office electronic filing system in accordance with 37 CFR § 1.6(a)(4), on the date indicated
below.
December 7, 2012
Date of Deposit or Transmission
/Nancy Bechet/'
Signature
Nancy Bechet
Typed or Printed Name of Person Signing Certificate
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Application Number 13683417

Filing Date 2012-11-21
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Art Unit

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)
Examiner Name

Attorney Docket Number 26047—0O03008
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If you wish to add additional U.S. Patent citation information please click the Add button.
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Code1 Date of cited Document
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FOREIGN PATENT DOCUMENTS R9m°V9

Pages,Co|umns,Lines
where Relevant

Passages or Relevant
Figures Appear

Name of Patentee or

Applicant of cited
Document

Foreign Document Kind Publication
Number3 Code4 Date
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publisher, city and/or country where published.
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Application Number 13683417

Filing Date 2012-11-21

First Named Inventor Baldassarre

Art Unit

Examiner Name

Attorney Docket Number 26047-0003008

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

Fish 8 Richardson P.C., Supplemental Remarks in U.S. Serial No. 12/821,020, filed May 9, 2012 (22 pages)

U.S. Examiner Ernst V. Arnold, Interview Summary in U.S. Serial No. 12/821,020, mailed January 25, 2012 (4 pages)

Fish 8. Richardson P_C_, Statement of the Substance of the Interview and Comments on Examiner's Interview
Summary, in U.S. Serial No. 12/821,020, mailed January 25, 2012, filed February 27, 2012 (7 pages)

U.S. Examiner Ernst V. Arnold, Examiner's Answer in U.S. Serial No. 12/820,866, mailed November 2, 2011 (27
P3985)

Fish 8. Richardson P_C_, Express Abandonment in U.S. Serial No. 12/820,866 filed December 3, 2012 (1 page)

If you wish to add additional non-patent literature document citation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature Date Considered

‘EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
“ Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here i
English language translation is attached.
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Application Number 13683417

Filing Date 2012-11-21

First Named Inventor Baldassarre

Art Unit

Examiner Name

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Attorney Docket Number 26047-0003008

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

|:| from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to

any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Signature /Janis K. Fraserl Date (YYYY-MM-DD) 2012-12-10

Name/Print Janis K. Fraser Registration Number 34819

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form andlor suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record 5.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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First Named Inventor/Applicant Name: James S. Baldassarre

Filer Authorized By: Janis K. Fraser

Attorney Docket Number: 26047—0O03008

Receipt Date: 10-DEC-2012

Application Type: Utility under 35 USC111(a)
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Information Disclosure Statement (IDS) SBO8Numberseven260470003O
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D5d3C

Warnings:

Info rmation:

A U.S. Patent Number Citation ora U.S. Publication Number Citation is required in the Information Disclosure Statement (IDS) form for
autoloading of data into USPTO systems. You may remove the form to add the required data in order to correct the Informational Message if
you are citing U.S. References. Ifyou chose not to include U.S. References, the image ofthe form will be processed and be made available
within the Image File Wrapper (IFW) system. However, no data will be extracted from this form. Any additional data such as Foreign Patent
Documents or Non Patent Literature will be manually reviewed and keyed into USPTO systems.
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Non Patent Literature Expressaban0003002.pdf

Warnings:

Information:

Total Files Size (in bytes) 745273

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage ofan international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Agplication Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Attorney Docket No.: 26047-0003008 / 3000-US-0008CON6

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant : James S. Baldassarre et al. Art Unit : Unknown

Serial No. : 13/683,417 Examiner : Unknown

Filed : November 21, 2012 Conf. No. : 1654
Title : METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR

INHALED NITRIC OXIDE TREATMENT

MAIL STOP AMENDMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

SEVENTH INFORMATION DISCLOSURE STATEMENT

Please consider the documents listed on the enclosed SB—08 form. Under 35 USC §120,

this application relies on the earlier filing date of application serial number 13/651,660.

Documents numbered 1-4 were submitted in application serial no. 13/651,660, so are not

provided with this filing. Document number 5 is enclosed.

The following related U.S. applications are brought to the Examiner’s attention:

12/494,598 filed June 30, 2009 (abandoned)

12/820,866 filed June 22, 2010 (abandoned)

12/820,980 filed June 22, 2010 (abandoned)

12/821,020 filed June 22, 2010 (issued as U.S. patent no. 8,282,966)

12/821,041 filed June 22, 2010 (issued as U.S. patent no. 8,293,284)

13/651,660 filed October 15, 2012 (pending)

13/683,236 filed November 21, 2012 (pending)

13/683,444 filed November 21, 2012 (pending)

CERTIFICATE OF (A) MAILING BY FIRST CLASS l\/IAIL OR (B) TRANSMISSION
I hereby certify under 37 CFR §1.8(a) that this correspondence is either (A) addressed as set out in
37 CFR §1.1(a) and being deposited with the United States Postal Service as first class mail with
sufficient postage, or (B) being transmitted by facsimile in accordance with 37 CFR § 1.6(d) or via
the Office electronic filing system in accordance with 37 CFR § 1.6(a)(4), on the date indicated
below.
December 10, 2012
Date of Deposit or Transmission
/Nancy Bechet/'
Signature
Nancy Bechet
Typed or Printed Name of Person Signing Certificate
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Applicant : James S. Baldassarre et al. Attorney’s Docket No.: 26047-0003008 / 3000-US-
Serial No. : 13/683,417 0008CON6
Filed : November 21, 2012

Page : 2 of 2

This statement is being filed Within three months of the present application’s filing date

and before the receipt of a first Office Action on the merits. Apply any necessary charges or

credits to Deposit Account 06-1050, referencing the above attorney docket number.

Respectfully submitted,

Date: December 10. 2012 /Janis K. Fraser/

Janis K. Fraser, Ph.D., JD.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877) 769-7945

22948231.d0c
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PATENT APPLICATION FEE DETERMINATION RECORD APP“°a“°“ 0' D°°"e‘ Number
Substitute for Form PTO-875 13/683417

APPLICATION AS FILED - PART I OTHER THAN

(column I) (column 2) SMALL ENTITY OR SMALL ENTITY

N/A N/A

ER F

BASIC FEE

(37 CFR1.t6(a), (b), or (9)) N/ASEARCH FEE

(37 CFR1.16(k), (i), oi (m))EXAMINATION FEE

(37CFR1.16o, p),or q)I) I I )

(37CFFt1.t6(i))

If the specification and drawings exceed 100
APPLICATION SIZE sheets of paper, the application size fee due is
FEE $310 ($155 for small entity) for each additional
(37 CFR 1.163(5)) 50 sheets or fraction thereof. See 35 U.S.C.

41(a)(1)(G) and 37 CFR1.16( )_

MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR1.‘I6(j))

* If the difference in column 1 is less than zero, enter "0" in column 2.

APPLICATION AS AMENDED - PART II

OTHER THAN

(Column 1) (Column 2) (Column 3) SMALL ENTITY
CLAIMS HIGHEST

REMAINING NUMBER PRESENT ADDITIONAL
AFTER PREVIOUSLY EXTRA FEE($)AMENDMENT PAID FOR

ADDITIONAL

RATE($) FEE($)
Total

(37 CFR1.16(i))

Independent(37 CFR1.16(h))

<
i—
z
UJ
2
D
2
UJ
E
< Application Size Fee (37 CFR 1.16 sI ))

FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR1.16(j))

TOTAL
ADD'L FEE ADD'L FEE

(Column 2) (Column 3)
CLAIMS HIGHEST

REMAINING NUMBER PRESENT RATE($) ADDITIONALAFTER PREVIOUSLY EXTRA FEE($)
AMENDMENT PAID FOR

ADDITIONAL

RATE($) FEEW

Total
(37 CFR1.I6(i))
Independent Minus

(37 CFR1.16(h))

Application Size Fee (37 CFR1.18(s))

TOTAL
FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR1.16(j))

ADD'L FEE ADD'L FEE

* If the entry In columnt is less than the entry in column 2, write "0" in column 3.
’* If the "Highest Number Previously Paid For" IN THIS SPACE Is less than 20, enter "20".

“‘ If the "Highest Number Previously Paid For" IN THIS SPACE is less than 3, enter "3"
The "Highest Number Previously Paid For" (Total or Independent) is the highest found in the appropriate box in column 1.

AMENDMENTB
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UNTTED STATES UEPARTNTEVT OF CONIVIERCE
United States Patent and Trademark Office
Arkhess COMMISSIONER FCR PATENTSPO 1301:1450

A1cxn1idria,\"iIglnia 22313—1450wvwv.usg1o.gov

13/683,417 11/21/2012 3771 2180 26047-0003008 30 3
CONFIRMATION NO. 1654

94169 FILING RECEIPT

Fish & Richardson PCP.0.Box 1022 II|||||||lllllllllllllllfllfliwlll |I|| IIIII IIIIMIIIIIJUIIIIIIIIII|||||||||||||
minneapolis, MN 55440 °°°°°°58

Date Mailed: 12/20/2012

Receipt is acknowledged of this non—provisional patent application. The application will be taken up for examination
in due course. Applicant will be notified as to the results of the examination. Any correspondence concerning the

application must include the following identification information: the U.S. APPLICATION NUMBER, FILING DATE,
NAME OF APPLICANT, and TITLE OF INVENTION. Fees transmitted by check or draft are subject to collection.
Please verify the accuracy of the data presented on this receipt. If an error is noted on this Filing Receipt, please

submit a written request for a Filing Receipt Correction. Please provide a copy of this Filing Receipt with the
changes noted thereon. It you received a "Notice to File Missing Parts" for this application, please submit

any corrections to this Filing Receipt with your reply to the Notice. When the USPTO processes the reply

to the Notice, the USPTO will generate another Filing Receipt incorporating the requested corrections

lnventor(s)

James S. Baldassarre, Doylestown, PA;
Ralf Rosskamp, Chester, NJ;

Applicant(s)

INO Therapeutics LLC, Hampton, NJ
Assignment For Published Patent Application

INO Therapeutics LLC, Hampton, NJ

Power of Attorney: The patent practitioners associated with Customer Number 94169

Domestic Priority data as claimed by applicant
This application is a CON of 12/820,866 06/22/2010 ABN
which is a CON of 12/494,598 06/30/2009 ABN

This application 13/683,417
is a CON of 13/651,660 10/15/2012

which is a CON of 12/821,041 06/22/2010 PAT 8293284
which is a CON of 12/494,598 06/30/2009 ABN

Foreign Applications for which priority is claimed (You may be eligible to benefit from the Patent Prosecution

Highway program at the USPTO. Please see http:llwww.uspto.gov for more information.) — None.
Foreign application information must be provided in an Application Data Sheet in order to constitute a claim to
foreign priority. See 37 CFR 1.55 and 1.76.

If Required, Foreign Filing License Granted: 12/14/2012

The country code and number of your priority application, to be used for filing abroad under the Paris Convention,

is US 13/683,417
page 1 of3
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Projected Publication Date: 03/28/2013

Non-Publication Request: No

Early Publication Request: No
Title

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDE
TREATMENT

Preliminary Class

128

PROTECTING YOUR INVENTION OUTSIDE THE UNITED STATES

Since the rights granted by a U.S. patent extend only throughout the territory of the United States and have no

effect in a foreign country, an inventor who wishes patent protection in another country must apply for a patent
in a specific country or in regional patent offices. Applicants may wish to consider the filing of an international

application under the Patent Cooperation Treaty (PCT). An international (PCT) application generally has the same

effect as a regular national patent application in each PCT—member country. The PCT process simplifies the filing
of patent applications on the same invention in member countries, but does not result in a grant of "an international
patent" and does not eliminate the need of applicants to file additional documents and fees in countries where patent

protection is desired.

Almost every country has its own patent law, and a person desiring a patent in a particular country must make an

application for patent in that country in accordance with its particular laws. Since the laws of many countries differ

in various respects from the patent law of the United States, applicants are advised to seek guidance from specific
foreign countries to ensure that patent rights are not lost prematurely.

Applicants also are advised that in the case of inventions made in the United States, the Director of the USPTO must

issue a license before applicants can apply for a patent in a foreign country. The filing of a U.S. patent application
serves as a request for a foreign filing license. The application's filing receipt contains further information and
guidance as to the status of applicant's license for foreign filing.

Applicants may wish to consult the USPTO booklet, "General Information Concerning Patents" (specifically, the
section entitled "Treaties and Foreign Patents") for more information on timeframes and deadlines for filing foreign

patent applications. The guide is available either by contacting the USPTO Contact Center at 800-786-9199, or it

can be viewed on the USPTO website at http://www.uspto.gov/web/offices/pac/doc/general/index.html.

For information on preventing theft of your intellectual property (patents, trademarks and copyrights), you may wish

to consult the U.S. Government website, http://www.stopfakes.gov. Part of a Department of Commerce initiative,
this website includes self—help "toolkits" giving innovators guidance on how to protect intellectual property in specific

countries such as China, Korea and Mexico. For questions regarding patent enforcement issues, applicants may
call the U.S. Government hotline at 1-866-999—HALT (1—866—999—4158).
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LICENSE FOR FOREIGN FILING UNDER

Title 35, United States Code, Section 184

Title 37, Code of Federal Regulations, 5.11 & 5.15

GRANTED

The applicant has been granted a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN FILING

LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where
the conditions for issuance of a license have been met, regardless of whether or not a license may be required as

set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier

license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The
date indicated is the effective date of the license, unless an earlier license of similar scope has been granted under
37 CFR 5.13 or 5.14.

This license is to be retained by the licensee and may be used at any time on or after the effective date thereof unless
it is revoked. This license is automatically transferred to any related appllcations(s) filed under 37 CFR 1.53(d). This
license is not retroactive.

The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject matter

as imposed by any Government contract or the provisions of existing laws relating to espionage and the national
security or the export of technical data. Licensees should apprise themselves of current regulations especially with

respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, Department of
State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Bureau of Industry and
Security, Department of Commerce (15 CFR parts 730-774); the Office of Foreign AssetsControl, Department of

Treasury (31 CFR Parts 500+) and the Department of Energy.

NOT GRANTED

No license under 35 U.S.C. 184 has been granted at this time, if the phrase "lF REQUIRED, FOREIGN FILING
LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 5.12,
if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months has lapsed

from the filing date of this application and the licensee has not received any indication of a secrecy order under 35
U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b).

SeIectUSA

The United States represents the largest, most dynamic marketplace in the world and is an unparalleled location

for business investment, innovation and commercialization of new technologies. The USA offers tremendous
resources and advantages for those who invest and manufacture goods here. Through SelectUSA, our nation

works to encourage, facilitate, and accelerate business investment. To learn more about why the USA is the best
country in the world to develop technology, manufacture products, and grow your business, visit SeIectUSA.gov.
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UN1'l‘l:1D S'1‘A1'i-gs PA'1‘l:1N'l‘ AND TRADEMARK OFFlGl:l UNITED STATES T)EPARTME\IT OF‘ COMVIFIRCE
United States Patent and Trademark Office
Arkhess COMMISSIONER FCR PATENTSPO Bnxl-150

A1cxn1idria,ViIgmia 22313-1450wvwv.11sg1o.gov

13/683,417 11/21/2012 James S. Baldassarre 26047—0003008

CONFIRMATION NO. 1654

94169 POA ACCEPTANCE LETTER
Fish & Richardson PC

P.O.Box 1022 ||||||||||||i|i|||||i|IliiflillllllllllIlllllllllIllilllij||||||||U||||||||||||l||l||l||||000000058 7 053
minneapolis, MN 55440

Date Mailed: 12/20/2012

NOTICE OF ACCEPTANCE OF POWER OF ATTORNEY

This is in response to the Power of Attorney filed 11/21/2012.

The Power of Attorney in this application is accepted. Correspondence in this application will be mailed to the

above address as provided by 37 CFR 1.33.

/fpan/

Office of Data Management, Application Assistance Unit (571) 272-4000, or (571) 272-4200, or 1-888-786-0101
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UNITED STATES PATENT AND TRADEMARK OFFICE

Commissioner for Patents
United States Patent and Trademark Office

P.O. Box 1450

“W A H ‘ [L E @ Alexandria, VA 2231344507 . , www.Usp1o.gov

Fish & Richardson PC *

P.O.Box 1022 DEC 2 5 2012

minneapolis MN 55440 OFFICE OF PETITIONS
Doc Code: TRACK1.GRANT

Decision Granting Request for

Prioritized Examination Application No.: 13/683,417
Track I or After RCE

THE REQUEST FILED November 21 2012 IS GRANTED.

The above-identified application has met the requirements for prioritized examination

A. IE for an original nonprovisional application (Track I).
B. E] for an application undergoing continued examination (RCE).

The above-identified application will undergo prioritized examination. The application will be
accorded special status throughout its entire course of prosecution until one of the following occurs:

A. filing a petition for extension of time to extend the time period for filing a reply;

B. filing an amendment to amend the application to contain more than four independent

claims, more than thimg total claims, or a multiple dependent claim;

filing a reguest for continued examination;

filing a notice of appeal;

filing a request for suspension of action;

mailing of a notice of allowance;

mailing of a final Office action;

completion of examination as defined in 37 CFR 41.102; or

abandonment of the application.

Telephone inquiries with regard to this decision should be directed to Brian W. Brown at 571-272-5338.

/Brian W. Brown/ Petitions Examiner, Office of Petitions

[Signature] (Title)

U.S. Patent and Trademark Office

PTO-2298 (Rev. 02-2012)
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PTOlSBl0Ba (01-10)Doc code: IDS. . . . . A df th h 07/31/2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed U_S_ Patent and Tragzrgzfk o°fE::eU_:l|3iiEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Number 13683417

Filing Date 2012-11-21

First Named Inventor Baldassarre

Art Unit

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)
Examiner Name

Attorney Docket Number 26047—0O03008

U .S.PATENTS Re-m°Ve

Pages,Co|umns,Lines where

Relevant Passages or Relevant
Figures Appear

Name of Patentee or Applicant
Issue Date of cited Document

If you wish to add additional U.S. Patent citation information please click the Add button.

U.S.PATENT APPLICATION PUBLICATIONS

Pages,Co|umns,Lines where
Relevant Passages or Relevant
Figures Appear

Publication Kind Publication Name of Patentee or Applicant
Code1 Date of cited Document

If you wish to add additional U.S. Published Application citation information please click the Add button. Add

FOREIGN PATENT DOCUMENTS R9m°V9

Pages,Co|umns,Lines
where Relevant

Passages or Relevant
Figures Appear

Name of Patentee or

Applicant of cited
Document

Foreign Document Kind Publication
Number3 Code4 Date

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS R9m°V9

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item

(book, magazine, journal, serial, symposium, catalog, etc), date, pages(s), volume-issue number(s),
publisher, city and/or country where published.

Examiner Cite
Initials‘ No

EFS Web 2.1.17
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Application Number 13683417

Filing Date 2012-11-21

First Named Inventor Baldassarre

Art Unit

Examiner Name

Attorney Docket Number 26047-0003008

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

U.S. Examiner Ernst V. Arnold, Notice of Abandonment in U.S. Serial No. 12/820,866, mailed December 20, 2012
(2 Pages)

If you wish to add additional non—patent literature document citation information please click the Add button Add

EXAMINER SIG NATU RE

Examiner Signature Date Considered

“EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 3 Enter office that issued the document, by the two—|etter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here i
English language translation is attached.

EFS Web 2.1.17
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Application Number 13683417

Filing Date 2012-11-21

First Named Inventor Baldassarre

Art Unit

Examiner Name

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Attorney Docket Number 260470003008

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

|:| from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to

any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Signature /Janis K. Fraserl Date (YYYY-MM-DD) 2012-12-27

Name/Print Janis K. Fraser Registration Number 34819

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form andlor suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.

EFS Web 2.1.17
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record 5.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.

EFS Web 2.1.17
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Electronic Acknowledgement Receipt

EFS ID: 14567417

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

T'tI° °f I'“'°"t'°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filer Authorized By: Janis K. Fraser

Attorney Docket Number: 26047—0O03008

Receipt Date: 27—DEC—201 2

Application Type: Utility under 35 USC111(a)

Payment information:

Submitted with Payment no

File Listing:

Document . . File Size(Bytes)/ Multi Pages

 Message Digest Part /ozip
Information Disclosure Statement (IDS)

Form (S308) 26047_0003008eighthIDS.pdf 300d850ab082d02160efl a4672db999bb5
el bd92

Information:



215

A U.S. Patent Number Citation ora U.S. Publication Number Citation is required in the Information Disclosure Statement (IDS) form for
autoloading of data into USPTO systems. You may remove the form to add the required data in order to correct the Informational Message if
you are citing U.S. References. Ifyou chose not to include U.S. References, the image ofthe form will be processed and be made available
within the Image File Wrapper (IFW) system. However, no data will be extracted from this form. Any additional data such as Foreign Patent
Documents or Non Patent Literature will be manually reviewed and keyed into USPTO systems.

_ 108640
noticeofa ban26047_00O3002.Non Patent Literature

pdf 7379hh7 §49d§l43rH §7R4a478rl 7rhh3§3
358d7

Warnings:

Information:

Total Files Size (in bytes) 720831

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Application No. App|icant(s)

13/683,417 BALDASSARRE ET AL.

Office Action Summary Examine,

ERNST ARNOLD

-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE Q MONTH(S) OR THIRTY (30) DAYS,
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION.

Extensions of time may be available under the provisions of 87 CFR 1.136(a). In no event, however, may a reply be timely filed
after SIX (6) MONTHS from the mailing date of this communication.

— If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication.
— Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133).

Any reply received by the Office later than three months after the mailing date ofthis communication, even iftimely filed, may reduce any
earned patent term adjustment. See 37 CFR 1.704(b).

Status

Responsive to communication(s) filed onj

This action is FINAL. 2b)IZ This action is non—final.

An election was made by the applicant in response to a restriction requirement set forth during the interview on

j; the restriction requirement and election have been incorporated into this action.

Since this application is in condition for allowance except for formal matters, prosecution as to the merits is

closed in accordance with the practice under Ex parte Quayle, 1935 C.D. 11, 453 O.G. 213.

Disposition of Claims

5)|Zl Claim(s)1—_3.0is/are pending in the application.

5a) Of the above claim(s) is/are withdrawn from consideration.

6 I:I Claim(s) is/are allowed.

7 IZI Claim(s) 1-30 is/are rejected.

(s

)

)

8)I:I Claim ) is/are objected to.

9)|:| Claim(s) are subject to restriction and/or election requirement.

* If any claims have been determined allowable, you may be eligible to benefit from the Patent Prosecution Highway
program at a participating intellectual property office for the corresponding application. For more information, please see
htt ://wwwus to. cv/"-atents/init events/‘och/inclexisb or send an inquiry to P:-7’Hfeedbacl< usotot cv.

Application Papers

10)|:l The specification is objected to by the Examiner.

11)|:| The drawing(s) filed onj is/are: a)I:I accepted or b)I:I objected to by the Examiner.

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d).

Priority under 35 U.S.C. § 119

12)|:I Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119( )—(d) or (f).

a)I:I All b)I:I Some * c)I:I None of:

1.I:I Certified copies of the priority documents have been received.

2.I:I Certified copies of the priority documents have been received in Application No.j

3.|:I Copies of the certified copies of the priority documents have been received in this National Stage

application from the International Bureau (PCT Rule 17.2( )).

* See the attached detailed Office action for a list of the certified copies not received.

Attachment(s)

1) D Notice of References Cited (PTO—892) 3) D Interview Summary (PTO—413)
Paper No(s)/Mail Date.

2) E Information Disclosure Statement(s) (PTO/SB/08) 4) D Other: .
Paper No(s)/Mail Date {Q}.

U 8. Patent and Trademark Office

PTOL-326 (Rev. 09-12) Office Action Summary Part of Paper No./Mail Date 20130109
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DETAILED ACTION

Claims 1-30 are pending and under examination.

Double Patenting

The nonstatutory double patenting rejection is based on a judicially created

doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the

unjustified or improper timewise extension of the “right to exclude" granted by a patent

and to prevent possible harassment by multiple assignees. A nonstatutory

obviousness-type double patenting rejection is appropriate where the conflicting claims

are not identical, but at least one examined application claim is not patentably distinct

from the reference claim(s) because the examined application claim is either anticipated

by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140

F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29

USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir.

1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422

F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thoringfon, 418 F.2d 528, 163

USPQ 644 (CCPA 1969).

A timely filed terminal disclaimer in compliance with 37 CFR 1.321 (c) or 1.321 (d)

may be used to overcome an actual or provisional rejection based on a nonstatutory

double patenting ground provided the conflicting application or patent either is shown to
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be commonly owned with this application, or claims an invention made as a result of

activities undertaken within the scope of a joint research agreement.

Effective January 1, 1994, a registered attorney or agent of record may sign a

terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with

37 CFR 3.73(b).

Claims 1-30 are rejected on the ground of nonstatutory obviousness—type double

patenting as being unpatentable over:

1. claims 1-29 of U.S. Patent No. 8282966. Although the conflicting claims

are not identical, they are not patentably distinct from each other because

the instantly claimed subject matter embraces or is embraced by the

patented subject matter. The Patent discloses, for example, in claim 13:
._.

1,3. A method of treatnlent oot1:;cirising.:

{3} perfonnimg echocart§i~ograp1:ty to 'ident:'i.fi.* a plurality of
chiidretl whit are in need of ‘Bil ppm inhaiad nitric ottidie
't't‘ea1:mea:tt for itjspcrtatzsion, W115:-sin the c1':i1--

(item are not dwendent on rigitt-to»-left shunting of
blood; L

{bi} detenniming that a first chili?! of the piuraiity has a
gpmmonaxy icapiiiaty wedge pressure greater or
equal to 20 anti rims has left ventricular dysfunc-
tion, 3:! is at pstrticuiar of p1.!Imm1£tr§.:' edema 1333011
treat.-“meant Wifll nitric oxide; 1'

{c=_‘i a second child cifthe ‘p§1.1l£"'rIht§-’ does not
have ventricuiar d}i:SifL}§'1CI§i}tt__;

{xi} acémmigteringthe 20 ppm imitated nitric oxide treatment
to the sfiixsnd child; and

sfegj -sxc,1uc§i11g the :“s:':st child from ‘ireatment wiflzt inhaled
nitric oxide, based on the determinsatiou that first

c:h§lr5. has left 1-‘enftré cular sfimcfiom so is at parti-::u§a_r
of pulmonatfitr edema 1Ipo~i1 tfieatment with inhaled

Ditr‘4C‘0KidE- While the patent does

I‘

not expressly teach discontinuation of the treatment or adverse events in

the second patient or the time period of 14 days of administration, such
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parameters are obvious to the artisan of inhaled nitric oxide technology

due to the inherent physiological actions of NO and the need to look out

for patient safety over any time period of administration. Consequently,

the ordinary artisan would have recognized the obvious variation of the

instant subject matter over the patented subject matter despite the slight

changes in language.

claims 1-30 of U.S. Patent No. 8293284. Although the conflicting claims

are not identical, they are not patentably distinct from each other because

the instantly claimed subject matter embraces or is embraced by the

patented subject matter. The Patent discloses, for example, in claim 13:

33. A :1‘.-ietiiod; of Heannent

{'3} parfotmin-3 echocarifiiogxaphy to identify a plurality of
term or near-t-erm neonate patients who are need offlfl
ppm inhaled nitric bxicie itreatmetlt for puintonary h:q)er- ._
tension, wherein the patients are not dependent on sigh": - "
ta-left; sImt1t.ing ofhi-God;

{In} -cietennixiing that a first patient of the pluraiiivy has a
pulmonary capiiiarjf wedge pressure greater than or
equal to 213 mmHg at1cI.thL1s has ierft vm1:‘iculardysfunc-
tiazi, so at pesrtictsiar risk of puhnonary edema upon
1':reat:11i:=i1twiti:i itshaisd nitric oxide‘;

{at} determining that a second parient of the pittraiity does
not. have left ventricular dysfunction;

{iii} aciministeling the 213 ppm inhaied nitric oxide trea=.mez1:’t _
to the 5-wand patient; and

{B3 axis-iuding {he first patient from treamieztzt inhaled
nitric oxide, ‘based, on the determination that the
patient has left Veizizicuiar d‘_§-’EflL‘1I§IE§U'iJ;, so is atparticuiar
risk of pu_‘imo~m1r;..= eciemr; upon ‘ITE-EtL'l1eI1t'Wi'€il izihaied~ ~ '1 vs .

1 A fiEi't':.—c. .k-it:-fi..il .-.-C' .-.i-.{..-.-. 1 '2‘ 1-.-1-..—....—1w -J-,—.u 2'.-.‘. a.‘o"u.+‘v~ A-1‘? an--. i e

does not expressly teach discontinuation of the treatment or the time

period of 14 days of administration, such parameters are obvious to the

artisan of inhaled nitric oxide technology due to the inherent physiological
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actions of NO and the need to look out for patient safety over any time

period of administration. Consequently, the ordinary artisan would have

recognized the obvious variation of the instant subject matter over the

patented subject matter despite the slight changes in language.

Claims 1-25 of copending application 13/651660. Although the conflicting

claims are not identical, they are not patentably distinct from each other

because the instantly claimed subject matter embraces or is embraced by

the copending subject matter. The copending application discloses, for

example, in claim 6:

_g:~.rfum~.ira_s;

{ii} eta;-::s:r1‘:tis:i:sg §t1R[itfl'f}E1.3§‘a‘ . -. 1-1:-:.L=Eststtyxfuwsté-slit.

ms1"»5mt=l: w§,i‘}1..=t p.a1E:rtts3.=3:t"‘ ' ' -I. *1 ~‘ ‘ 't.§.=m:cr1'cq:sz:E E1.‘-3l.§3}}tiEHg,S{I-léiéii

{P3

:‘§‘v.t.t‘"=_1:1c:ti-':»11.

d f|itl§“\‘R)\‘; mid
£3i.\$§|-L.‘

:ici::m1éms3.i.v;2r= ;E1att§m t" ‘

}ml:'z1s:rna:“_;' odcmsa moi‘: wziatilacnt Stilt §..:1:$\a:E2d nitric a:s>;i.clc.

While

the copending application does not expressly teach discontinuation of the

treatment or the time period of 14 days of administration, such

parameters are obvious to the artisan of inhaled nitric oxide technology

due to the inherent physiological actions of NO and the need to look out

for patient safety over any time period of administration. Consequently,

the ordinary artisan would have recognized the obvious variation of the
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instant subject matter over the copending subject matter despite the slight

changes in language.

Conclusion

No claims are allowed.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to ERNST ARNOLD whose telephone number is (571)272-

8509. The examiner can normally be reached on M-F 7:15-4:45.

If attempts to reach the examiner by telephone are unsuccessful, the examiner's

supervisor, Brian Kwon can be reached on 571-272-0581. The fax phone number for

the organization where this application or proceeding is assigned is 571-273-8300.
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Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

/Ernst V Arno|d/

Primary Examiner, Art Unit 1613
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European Patent Office minutes of oral proceedings in EP 09 251 949.5, with allowable claims (7 pages), dated
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Fauci et al., Harrison's Principles of Internal Medicine, pages1287—1291 and 1360, 12th edition, McGraw Hill (1998)
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Figure from Dr. Green's presentation given 1/10/11; 1 page
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EFSWeb2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED TH RQUGH. /E.A./



227

Receipt date: 12/03/2012 Application Number 13683417 13683417 - GAL}: 1813

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit |
(Not for submission under 37 CFR 1.99)

Examiner Name

Attorney Docket Number | 26047-0003008

Fraisse et al., "Acute pulmonary hypertension in infants and children: CGMP-related drugs," Pediatric Crit. Care Med.,
Vol 11, No. 2 (Suppl_), 4 pages (2010)

Fraisse et al., "Doppler echocardiographic predictors of outcome in newborns with persistent pulmonary hypertension,"
Cardiol Young. Vol. 14(3), pages 277-83 (2004)

Green, "Patent Ductus Ateriosus Demonstrating Shunting of Blood," Figure from presentation given 1/10/2011

Greenough, "Inhaled nitric oxide in the neonatal period", Expert Opinion on Investigational Drugs, Ashley Publications
Ltd_, pages 1601-1609 pages (2000)

Guidelines for Industry: Clinical Safety Data Management, <<www.fda.gov/downloads/Drugsil
GuidanceComplianceRegulatorylnformation/Guidance/ucm073087.pdf>>, March 1995, 17 pages

Haddad et aI., "Use of inhaled nitric oxide perioperatively and in intensive care patients," Anesthesiology, Vol. 92,
pages 1821-1825 (2000)

Hare et al_, ‘Influence of Inhaled Nitric Oxide on Systemic Flow and Ventricular Filling Pressure in Patients Receiving
Mechanical Circulatory Assistance," Circulation, Vol. 95, pages 2250-2253 (1997)

Hayward et al., "Effect of Inhaled Nitric Oxide on Normal Human Left Ventricular Function," JACC, Vol. 30, No. 1,
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CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

I: from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.
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A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
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This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.0. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1 } the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by eithera published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

I: from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.0. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1 } the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by eithera published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Receipt date: 12/27/2012 Application Number 13683417 13683417 ~ GAL}: f613

Filing Date 2012-11-21
IN FORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

First Named Inventor Baldassarre

Art Unit |3771
Examiner Name

Attorney Docket Number |26047-0003008

U.S. Examiner Ernst V. Arnold, Notice of Abandonment in U.S. Serial No. 12/620,866, mailed December 20, 2012
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If you wish to add additional non—patent literature document citation information please click the Add button Add
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Receipt date: 12/27/2012 Application Number 13683417 13683417 ~ GAL}: 1613

Filing Date 2012-11-21
IN FORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT
Art Unit |3r71(Not for submission under 37 CFR 1.99)
Examiner Name

Attorney Docket Number |26047-0003008

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

I: from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.0. Box 1450, Alexandria,
VA 22313-1450.
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Receipt date: 12/27/2012 13583417 ~ GAU: 1613

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1 } the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by eithera published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.
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Receipt date: 12/06/2012 Application Number 13683417 13683417 - GAL}: 1613

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit |
(Not for submission under 37 CFR 1.99)

Examiner Name

Attorney Docket Number | 26047-0003008

Ameduri et al., Heart Failure in Children, MED-Continuing Medical Education, University of Minnesota. 2009 July 29,
(cited 2010 Nov 12); available from URL: t1p:l/www.cme.umn.edu/prodlgroupslmed/@pub.’@medl@cme/dooumentsl
content.’med_content_124593_pdf

Konduri, "Early inhaled nitric oxide therapy for term and near—term newborn infants with hypoxic respiratory failure:
neurodevelopmental follow-up," J. Pediatr_ Vol. 150(3), pages 235-240, 240_e_1 (2007)

Barrington et al., "|nhaled nitric oxide for respiratory failure in preterm infants (review)," The Coohrane Collaboration,
Wiley Publishers, 3 pages (2009)

Barst, Pediatr., "Vasodi|ator Testing with Nitric Oxide andlor Oxygen in Pediatric Pulmonary Hypertension,"
Cardiol_, Vol. 31, pages 598-606 (2010)

Macrae, "Drug therapy in persistent pulmonary hypertension of the newborn," Semin. Neonatal, Vol. 2, pages 49-58
(1997)

Miller et al_, "Guidelines. for the safe administration of inhaled nitric oxide,” Archives of Disease in Childhood, Vol. 10,
pages F47-F49 (1994)

If you wish to add additional non—patent literature document citation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature /Ernst Amoldl Date Considered D1/10/2013

*EXAM|NER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
4 Kind ofdocument by the appropriate symbols as indicated on the document under WIPO Standard ST_16 if possible. 5 Applicant is to place a check mark here if
English language translation is attached.
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Receipt date: 12/06/2012 Application Number 13683417 13683417 ~ GAL}: 1613

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit |
(Not for submission under 37 CFR 1.99)

Examiner Name

Attorney Docket Number |26047-0003008

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

I: from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.0. Box 1450, Alexandria,
VA 22313-1450.
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Receipt date: 12/06/2012 13583417 ~ GAL}: 1813

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1 } the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by eithera published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Doc description: Information Disclosure Statement (IDS) Filed U_S_ Patent and Tragzggfk 0‘:,:::eU_Sr‘f‘E,"EPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Number 13683417

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit |
(Not for submission under 37 CFR 1.99)

Examiner Name

Attorney Docket Number |26C-47—00030CI8

U.S.PATENTS Remove

Pages,Co|umns,Lines where
Relevant Passages or Relevant
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Examiner Cite Patent Number ' Issue Date Name of Patentee or ApplicantInitial No of cited Document
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FOREIGN PATENT DOCUMENTS Re|T|°V9

. . . . . . Name of Patentee or PageS’C°|umnS’LineS
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|nitial* No Number3 Code? i Code4 Date Applicant of cited Passages or RelevantDocument .

Figures Appear

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS RemdVe

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
(book, magazine, journal, serial, symposium, catalog, etc), date, pages(s), volume-issue number(s),
publisher, city and/or country where published.

Examiner Cite

|nitia|s* No
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Receipt date: 12/07/2012

IN FORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

Application Number 13683417

Filing Date 2012-11-21

First Named Inventor Baldassarre

Art Unit |
Examiner Name

Attorney Docket Number | 2604'/—0003008

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/494,598, mailed August 13, 2010 (26 pages)

U.S. Examiner Ernst V. Arnold, Notice of Abandonment in U.S. Serial No. 12/494,598, mailed September 10, 2010
(2 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,866, mailed September 23, 2010 (26 pages)

Lee & Hayes, Reply Amendment (Accelerated Exam—Transmiltal Amendment/Reply) in U.S. Serial No. 12/820,866
mailed September 23, 2010, filed October 1, 2010 (22 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,866, mailed November 2, 2010 (25 pages)

Lee & Hayes, Reply Amendment (Accelerated Exam-Transmittal Amendment/Reply) in U.S. Serial No. 12/820,866
mailed November 2,2010, filed January 14, 2011 (12 pages)

EFSWeb2.‘l.17

U.S. Examiner Ernst V. Arnold, Advisory Action in U.S. Serial No. 12/820,866, mailed February 23, 2011 (2 pages)

Lee & Hayes, Reply After Final (Accelerated Exam-Transmittal Amendment/Reply) in U.S. Serial No. 12/820,866
mailed September 23, 2010, filed March 1, 2011 (9 pages)

Lee & Hayes, Reply After Final (Accelerated Exam-Transmittal Amendment/Reply) in U.S. Serial No. 12/820,866
mailed September 23, 2010, filed March 1, 2011 (5 pages)

U.S. Examiner Ernst V. Arnold, Advisory Action in U.S. Serial No. 12/820,866, mailed March 25, 2011 (3 pages)

Lee & Hayes, Reply After Final (Accelerated Exam-Transmittal Amendment/Reply) in U.S. Serial No. 12/820,866
mailed November 2,2010, filed May 2, 2011 (9 pages)
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Receipt date: 12/07/2012 Application Number 13683417

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit |
(Not for submission under 37 CFR 1.99)

Examiner Name

Attorney Docket Number | 26047-0003008

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,866, mailed June 8, 2011 (32 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,866, August 24, 2011 (23 pages)

Fish & Richardson, P.C., Reply Brief in U.S. Serial No. 12/820,866 filed December 16, 2011 (21 pages)

Fish & Richardson, P.C., Supplement to Reply Brief in U.S. Serial No. 12/820,866 filed January 3, 2012 (3 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,980, mailed August 17, 2010 (33 pages)

Lee & Hayes, Reply Amendment in U.S. Serial No. 12/820,980, mailed August 17, 2010, filed September 17, 2010 (25
P3965)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,980, mailed October 28, 2010 (23 pages)

U.S. Examiner Ernst V. Arnold, Supplemental Office Action in U.S. Serial No. 12/820,980, mailed November 2, 2010
(4 D3965)

Lee & Hayes, Reply after Final (Accelerated Exam-Transmittal Reply) in U.S. Serial No. 12/820,980, mailed
November 2, 2010, filed November 12, 2010 (53 pages)

U.S. Examiner Ernst V. Arnold, Advisory Action in U.S. Serial No. 12/820,980, mailed November 29, 2010 (3 pages)

Lee & Hayes, Reply after Final (Accelerated Exam-Transmittal Reply) in U.S. Serial No. 12/820,980, mailed

November 2, 2010, filed May 2, 2011 (23 pages) |:|
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Receipt date: 12/07/2012 Application Number 13683417

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit |
(Not for submission under 37 CFR 1.99)

Examiner Name

Attorney Docket Number | 26047-0003008

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,980, mailed June 10, 2011 (29 pages)

Lee & Hayes, Amendment in Reply to Office Action in U.S. Serial No. 12/820,980, mailed June 10, 2011, filed July 11,
2011 (115 pages)

U_S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/820,980, mailed September 9, 2011 (25 pages)

U.S. Examiner Ernst V. Arnold, Notice of Abandonment in U.S. Serial No. 12/820,980, mailed April 11, 2012 (2 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,020, mailed August 13, 2010 (24 pages)

Lee & Hayes, Response to Office Action in U_S_ Serial No. 12/821,020, mailed August 13, 2010, filed February 14,
2011 (18 pages)

Lee & Hayes, Supplemental Reply Amendment in U.S. Serial NO. 12/821,020, filed April 12, 2011 (9 pages)

U.S. Examiner Ernst V. Arnold, Office Action in U.S. Serial No. 12/821,020, mailed June 27, 2011 (28 pages)
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National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and
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attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1 } the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by eithera published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Weinberger et al., "Nitric Oxide in the lung: therapeutic and cellular mechanisms of action", Pharmacology 8.
Therapeutics, Vol. 84, pages 401-411 (1999)

Wessel et al., "|mproved Oxygenation in a Randomized Trial of Inhaled Nitric Oxide for Persistent Pulmonary
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1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 7 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
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CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

I: from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.0. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1 } the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by eithera published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Examiner Cite Foreign Document Country Kind Publication where Relevant
|nitial* No Number3 Code? i Code4 Date Applicant of cited Passages or RelevantDocument .

Figures Appear

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS RemdVe

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
(book, magazine, journal, serial, symposium, catalog, etc), date, pages(s), volume-issue number(s),
publisher, city and/or country where published.

Examiner Cite

|nitia|s* No

EFSWeb2.1.17 ALL REFERENCES CONSIDERED EXCEPT WI-IERE LINED TH RQUGH. /E.A./
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Receipt date: 12/1 O/2012 Application Number 13683417 13683417 ~ GAL}: 1613

Filing Date 2012-11-21
IN FORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

First Named Inventor Baldassarre

Art Unit |
Examiner Name

Attorney Docket Number |26047—0003008

Fish & Richardson P.C., Supplemental Remarks in U.S. Serial No. 12/821,020, filed May 9, 2012 (22 pages)

U.S. Examiner Ernst V. Arnold, Interview Summary in U.S. Serial No. 12/821,020, mailed January 25, 2012 (4 pages)

Fish & Richardson P.C., Statement of the Substance of the Interview and Comments on Examiner's Interview
Summary, in U.S. Serial No. 12I821,020, mailed January 25, 2012, filed February 27, 2012 (7 pages)

U.S. Examiner Ernst V. Arnold, Examiner's Answer in U.S. Serial No. 12/820,866, mailed November 2, 2011 (27
D3993)

Fish & Richardson P.C., Express Abandonment in U.S. Serial No. 12I820,866 filed December 3, 2012 (1 page)

If you wish to add additional non-patent literature document citation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature I/Ernst Arnold,’ Date Considered Q1/10/_p_m3

*EXAM|NER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 3 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
" Kind ofdocument by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here i'
English language translation is attached.
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Receipt date: 12/10/2012 Application Number 13683417 13683417 ~ GAL}: 1613

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit |
(Not for submission under 37 CFR 1.99)

Examiner Name

Attorney Docket Number |26047-0003008

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

I: from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.0. Box 1450, Alexandria,
VA 22313-1450.

EFSWeb2.1.17 ALL REFERENCES CONSIDERED EXCEPT WI-IERE LINED TH RQUGH. /E.A./
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Receipt date: 12/10/2012 13683417 ~ GAL}: 1813

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1 } the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by eithera published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Attorney Docket No.: 26047-0003008 / 3000-US-0008CON6

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant : James S. Baldassarre et al. Art Unit : 1613

Serial No. : 13/683,417 Examiner : Ernst V. Arnold

Filed : November 21, 2012 Conf. No. : 1654
Title : METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR

INHALED NITRIC OXIDE TREATMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

TERMINAL DISCLAIMER UNDER 37 C.F.R. §§ 3.731b) AND 1.3211 0)

Pursuant to 37 C.F.R. § 3.73(b), INO THERAPEUTICS LLC, a corporation, certifies that

it is the assignee of the entire right, title, and interest in the present application (a 100%

ownership interest) by virtue of a chain of title from the inventors of the present patent

application to the current assignee as shown below:

1. From James S. Baldassarre and Ralf Rosskamp to Ikaria Holdings, Inc.

The document was recorded in the Patent and Trademark Office at Reel 029352, Frame 0846.

2. From Ikaria Holdings, Inc. to Ikaria, Inc. The document was recorded in

the Patent and Trademark Office at Reel 029381, Frame 0216.

3. From Ikaria, Inc. to INO Therapeutics LLC. The document was recorded

in the Patent and Trademark Offiee at Reel 029353, Frame 0634.

To the best of undersigned’s knowledge and belief, title is in the assignee identified

above.

The undersigned is empowered to act on behalf of the assignee.

Pursuant to 37 C.F.R. § 1.321(c), and to obviate a double patenting rejection, the assignee

identified above hereby disclaims, except as provided below, the terminal part of the statutory

term of any patent granted on the instant application that would extend beyond the expiration
CERTIFICATE OF (A) MAILING BY FIRST CLASS MAIL OR (B) TRANSMISSION
I hereby certify under 37 CFR §1.8(a) that this correspondence is either (A) addressed as set out in
37 CFR §1.1(a) and being deposited with the United States Postal Service as first class mail with
sufficient postage, or (B) being transmitted by facsimile in accordance with 37 CFR § 1.6(d) or via
the Office electronic filing system in accordance with 37 CFR § 1.6(a)(4), on the date indicated
below.

January 15,2013
Date of Deposit or Transmission
/Nancy Bechet/'
Signature
Nancy Bechet
Typed or Printed Name of Person Signing Certificate
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Applicant : James S. Baldassarre et al. Attorney’s Docket No.: 26047-0003008 / 3000-US-
Serial No. : 13/683,417 0008CON6
Filed : November 21, 2012

Page : 2 of 2

date of the full statutory term of the patent that issues on U.S. application no. 13/651,660. The

assignee hereby agrees that any patent granted on the instant application shall be enforceable

only for and during such period that it is commonly owned with the patent that issues on U.S.

application no. 13/651,660.

The assignee identified above does not disclaim any terminal part of any patent granted

on the present application that would extend to the expiration date of the full statutory term of

the patent that issues on U.S. application no. 13/65 1,660 in the event that the latter patent later:

expires for failure to pay a maintenance fee, is held unenforceable, is found invalid by a court of

competent jurisdiction, is statutorily disclaimed in whole or terminally disclaimed under 37

C.F.R. § 1.321, has all claims cancelled by a reexamination certificate, is reissued, or is

otherwise terminated prior to expiration of its full statutory term. The full statutory term of any

patent includes any term adjustment as defined in 35 U.S.C. § 154 and § 173. Assignee herein

does not disclaim or otherwise affect any part of the patent that issues on U.S. application

no. 13/651,660.

This disclaimer runs with any patent granted on the present application and is binding

upon the grantee, its successors or assigns.

The fee of $160 is being paid concurrently under 37 C.F.R. § 1.20(d). Apply any

necessary charges or credits to Deposit Account 06-1050, referencing the above attorney docket

number.

Respectfully submitted,

Date: January 15, 2013 /Janis K. Fraser/

Janis K. Fraser, Ph.D., JD.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877) 769-7945

22967714.doe
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Electronic Patent Application Fee Transmittal

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

Title °f "“’°”tI°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filed as Large Entity

Utility under 35 USC 1 1 1 (a) Filing Fees

Basic Filing:

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-AlIowance-and-Post-Issuance:

Extension-of-Time:
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Sub-Total in

Description Fee Code Quantity Usms)

Miscellaneous:

Statutory or terminal disclaimer 1814 ‘I 160 ‘
160

Total in USD (S) 160
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Electronic Acknowledgement Receipt

EFS ID: 14707479

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

T'tI° °f I'“'°"t'°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filer Authorized By: Janis K. Fraser

Attorney Docket Number: 26047—0O03008

Receipt Date: 15—JAN—201 3

Application Type: Utility under 35 USC111(a)

Payment information:

Submitted with Payment

Payment Type Deposit Account

Payment was successfully received in RAM $160

RAM confirmation Number 4671

Deposit Account 061050

Au*h°”zedUser  
The Director ofthe USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)
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File Listing:

Document Document Description File Size(Bytes)/ Multi Pages
Number Message Digest Part /.zip (ifapp|.)

61971
termdisc|_00O3008_13651660.

aaa9c4b7c3S291cef87/I 0732/la2a6I a6b7b
bBef

Terminal Disclaimer Filed

Warnings:

Fee Worksheet (SBO6) fee-info.pdf 02264e5f6de92bedS3e4d4aa2S(480(ca91
IZd02

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage ofan international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Attorney Docket No.: 26047-0003008 / 3000-US-0008CON6

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant : James S. Baldassarre et al. Art Unit : 1613

Serial No. : 13/683,417 Examiner : Ernst V. Arnold

Filed : November 21, 2012 Conf. No. : 1654
Title : METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR

INHALED NITRIC OXIDE TREATMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

TERMINAL DISCLAIMER UNDER 37 C.F.R. §§ 3.731b) AND 1.3211 0)

Pursuant to 37 C.F.R. § 3.73(b), INO THERAPEUTICS LLC, a corporation, certifies that

it is the assignee of the entire right, title, and interest in the present application (a 100%

ownership interest) by virtue of a chain of title from the inventors of the present patent

application to the current assignee as shown below:

1. From James S. Baldassarre and Ralf Rosskamp to Ikaria Holdings, Inc.

The document was recorded in the Patent and Trademark Office at Reel 029352, Frame 0846.

2. From Ikaria Holdings, Inc. to Ikaria, Inc. The document was recorded in

the Patent and Trademark Office at Reel 029381, Frame 0216.

3. From Ikaria, Inc. to INO Therapeutics LLC. The document was recorded

in the Patent and Trademark Offiee at Reel 029353, Frame 0634.

To the best of undersigned’s knowledge and belief, title is in the assignee identified

above.

The undersigned is empowered to act on behalf of the assignee.

Pursuant to 37 C.F.R. § 1.321(c), and to obviate a double patenting rejection, the assignee

identified above hereby disclaims, except as provided below, the terminal part of the statutory

term of any patent granted on the instant application that would extend beyond the expiration
CERTIFICATE OF (A) MAILING BY FIRST CLASS MAIL OR (B) TRANSMISSION
I hereby certify under 37 CFR §1.8(a) that this correspondence is either (A) addressed as set out in
37 CFR §1.1(a) and being deposited with the United States Postal Service as first class mail with
sufficient postage, or (B) being transmitted by facsimile in accordance with 37 CFR § 1.6(d) or via
the Office electronic filing system in accordance with 37 CFR § 1.6(a)(4), on the date indicated
below.

January 15,2013
Date of Deposit or Transmission
/Nancy Bechet/'
Signature
Nancy Bechet
Typed or Printed Name of Person Signing Certificate
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Applicant : James S. Baldassarre et al. Attorney’s Docket No.: 26047-0003008 / 3000-US-
Serial No. : 13/683,417 0008CON6
Filed : November 21, 2012

Page : 2 of 2

date of the full statutory term of U.S. Patent No. 8,282,966. The assignee hereby agrees that any

patent granted on the instant application shall be enforceable only for and during such period that

it is commonly owned with U.S. Patent No. 8,282,966.

The assignee identified above does not disclaim any terminal part of any patent granted

on the present application that would extend to the expiration date of the full statutory term of

U.S. Patent No. 8,282,966 in the event that U.S. Patent No. 8,282,966 later: expires for failure to

pay a maintenance fee, is held unenforceable, is found invalid by a court of competent

jurisdiction, is statutorily disclaimed in whole or terminally disclaimed under 37 C.F.R. § 1.321,

has all claims cancelled by a reexamination certificate, is reissued, or is otherwise terminated

prior to expiration of its full statutory term. The full statutory term of any patent includes any

term adjustment as defined in 35 U.S.C. § 154 and § 173. Assignee herein does not disclaim or

otherwise affect any part ofU.S. Patent No. 8,282,966.

This disclaimer runs with any patent granted on the present application and is binding

upon the grantee, its successors or assigns.

The fee of $160 is being paid concurrently under 37 C.F.R. § 1.20(d). Apply any

necessary charges or credits to Deposit Account 06-1050, referencing the above attorney docket

number.

Respectfully submitted,

Date: Januag 15, 2013 /Janis K. Fraser/

Janis K. Fraser, Ph.D., JD.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877)769-7945

22967714.d0c
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Electronic Patent Application Fee Transmittal

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

Title °f "“’°”tI°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filed as Large Entity

Utility under 35 USC 1 1 1 (a) Filing Fees

Basic Filing:

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-AlIowance-and-Post-Issuance:

Extension-of-Time:
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Sub-Total in

Description Fee Code Quantity Usms)

Miscellaneous:

Statutory or terminal disclaimer 1814 ‘I 160 ‘
160

Total in USD (S) 160
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Electronic Acknowledgement Receipt

EFS ID: 14707568

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

T'tI° °f I'“'°"t'°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filer Authorized By: Janis K. Fraser

Attorney Docket Number: 26047—0O03008

Receipt Date: 15—JAN—201 3

Application Type: Utility under 35 USC111(a)

Payment information:

Submitted with Payment

Payment Type Deposit Account

Payment was successfully received in RAM $160

RAM confirmation Number 4762

Deposit Account 061050

Au*h°”zedUser  
The Director ofthe USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)
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File Listing:

Document Document Description File Size(Bytes)/ Multi Pages
Number Message Digest Part /.zip (ifapp|.)

61861
termdisc|_O003008_8282966.

ba669009fcc3bS8013c51e37b57013/lff7Cf/1
986

Terminal Disclaimer Filed

Warnings:

Fee Worksheet (SBO6) fee-info.pdf 48720749363109cS42141cd464ce1b18fc5
b3392

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage ofan international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Attorney Docket No.: 26047-0003008 / 3000-US-0008CON6

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant : James S. Baldassarre et al. Art Unit : 1613

Serial No. : 13/683,417 Examiner : Ernst V. Arnold

Filed : November 21, 2012 Conf. No. : 1654
Title : METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR

INHALED NITRIC OXIDE TREATMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

TERMINAL DISCLAIMER UNDER 37 C.F.R. §§ 3.731b) AND 1.3211 0)

Pursuant to 37 C.F.R. § 3.73(b), INO THERAPEUTICS LLC, a corporation, certifies that

it is the assignee of the entire right, title, and interest in the present application (a 100%

ownership interest) by virtue of a chain of title from the inventors of the present patent

application to the current assignee as shown below:

1. From James S. Baldassarre and Ralf Rosskamp to Ikaria Holdings, Inc.

The document was recorded in the Patent and Trademark Office at Reel 029352, Frame 0846.

2. From Ikaria Holdings, Inc. to Ikaria, Inc. The document was recorded in

the Patent and Trademark Office at Reel 029381, Frame 0216.

3. From Ikaria, Inc. to INO Therapeutics LLC. The document was recorded

in the Patent and Trademark Offiee at Reel 029353, Frame 0634.

To the best of undersigned’s knowledge and belief, title is in the assignee identified

above.

The undersigned is empowered to act on behalf of the assignee.

Pursuant to 37 C.F.R. § 1.321(c), and to obviate a double patenting rejection, the assignee

identified above hereby disclaims, except as provided below, the terminal part of the statutory

term of any patent granted on the instant application that would extend beyond the expiration
CERTIFICATE OF (A) MAILING BY FIRST CLASS MAIL OR (B) TRANSMISSION
I hereby certify under 37 CFR §1.8(a) that this correspondence is either (A) addressed as set out in
37 CFR §1.1(a) and being deposited with the United States Postal Service as first class mail with
sufficient postage, or (B) being transmitted by facsimile in accordance with 37 CFR § 1.6(d) or via
the Office electronic filing system in accordance with 37 CFR § 1.6(a)(4), on the date indicated
below.

January 15,2013
Date of Deposit or Transmission
/Nancy Bechet/'
Signature
Nancy Bechet
Typed or Printed Name of Person Signing Certificate
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Applicant : James S. Baldassarre et al. Attorney’s Docket No.: 26047-0003008 / 3000-US-
Serial No. : 13/683,417 0008CON6
Filed : November 21, 2012

Page : 2 of 2

date of the full statutory term of U.S. Patent No. 8,293,284. The assignee hereby agrees that any

patent granted on the instant application shall be enforceable only for and during such period that

it is commonly owned with U.S. Patent No. 8,293,284.

The assignee identified above does not disclaim any terminal part of any patent granted

on the present application that would extend to the expiration date of the full statutory term of

U.S. Patent No. 8,293,284 in the event that U.S. Patent No. 8,293,284 later: expires for failure to

pay a maintenance fee, is held unenforceable, is found invalid by a court of competent

jurisdiction, is statutorily disclaimed in whole or terminally disclaimed under 37 C.F.R. § 1.321,

has all claims cancelled by a reexamination certificate, is reissued, or is otherwise terminated

prior to expiration of its full statutory term. The full statutory term of any patent includes any

term adjustment as defined in 35 U.S.C. § 154 and § 173. Assignee herein does not disclaim or

otherwise affect any part ofU.S. Patent No. 8,293,284.

This disclaimer runs with any patent granted on the present application and is binding

upon the grantee, its successors or assigns.

The fee of $160 is being paid concurrently under 37 C.F.R. § 1.20(d). Please apply any

necessary charges or credits to Deposit Account 06-1050, referencing the above attorney docket

number.

Respectfully submitted,

Date: Januag 15, 2013 /Janis K. Fraser/

Janis K. Fraser, Ph.D., JD.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877)769-7945

22967714.d0c
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Electronic Patent Application Fee Transmittal

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

Title °f "“’°”tI°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filed as Large Entity

Utility under 35 USC 1 1 1 (a) Filing Fees

Basic Filing:

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-AlIowance-and-Post-Issuance:

Extension-of-Time:
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Sub-Total in

Description Fee Code Quantity Usms)

Miscellaneous:

Statutory or terminal disclaimer 1814 ‘I 160 ‘
160

Total in USD (S) 160
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Electronic Acknowledgement Receipt

EFS ID: 14707623

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

T'tI° °f I'“'°"t'°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filer Authorized By: Janis K. Fraser

Attorney Docket Number: 26047—0O03008

Receipt Date: 15—JAN—201 3

Application Type: Utility under 35 USC111(a)

Payment information:

Submitted with Payment

Payment Type Deposit Account

Payment was successfully received in RAM $160

RAM confirmation Number 4822

Deposit Account 061050

Au*h°”zedUser  
The Director ofthe USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)
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File Listing:

Document Document Description File Size(Bytes)/ Multi Pages
Number Message Digest Part /.zip (ifapp|.)

61879
termdisc|_O003008_8293284.

pdf d893d32b31032afa16f3e79d38655I3e3Sbd
f70aa

Terminal Disclaimer Filed

Warnings:

Fee Worksheet (SBO6) fee-info.pdf a999eced02e36ee3(4469947f4670f02101 I

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage ofan international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Attorney Docket No.: 26047-0003008 / 3000-US-0008CON6

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant : James S. Baldassarre et al. Art Unit : 1613

Serial No. : 13/683,417 Examiner : Ernst V. Arnold

Filed : November 21, 2012 Conf. No. : 1654

Title : METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR

INHALED NITRIC OXIDE TREATMENT

Mail Stop Amendment
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

REPLY TO ACTION OF JANUARY II 2013

This application is under Prioritizcd Examination (Track 1). The following rcmarks are

submitted in response to the Office action mailed January 11, 2013. Applicants also submit an

Information Disclosure Statement with the necessary fee.
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Applicant : James S. Baldassarre et al. Attorney’s Docket No.: 26047-0003008 / 3000-US-
Serial No. : 13/683,417 0008CON6
Filed : November 21, 2012

Page : 2 of 2

REMARKS

Claims 1-30 are pending and under examination. No amendments to the claims are

presently proposed.

The Office action rejected claims 1-30 on the ground of nonstatutory double patenting

over the claims ofUS Patent Nos. 8,282,966 and 8,293,284, and also over the claims of co-

pending application 13/651,660. This is the sole ground of rejection described in the Office

action. Without acquiescing in the basis for the rejection, Applicants on January 15, 2013, filed

three terminal disclaimers and their applicable fees in the present application, each terminal

disclaimer respectively referencing one of the three cited patents/co-pending application.

Applicants submit that the terminal disclaimers are sufficient to overcome the rejections.

Allowance of the claims is therefore respectfully requested.

If any issues remain, the Examiner is asked to telephone the undersigned to discuss.

No fee is believed due. Apply any necessary charges or credits to Deposit

Account 06-1050, referencing the above attorney docket number.

Respectfully submitted,

Date: January 16, 2013 /Janis K. Fraser/

Janis K. Fraser, Ph.D., JD.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877) 769-7945

22968830.doc
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Applicant 2
Serial No. :

: November 21, 2012
: METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR

Filed

Title

Attorney Docket No.: 26047-0003008 / 3000-US-0008CON6

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Art Unit

Examiner :

Conf. No. :

: 1613

Ernst V. Arnold

1654

James S. Baldassarre et al.

13/683,417

INHALED NITRIC OXIDE TREATMENT

MAIL STOP AMENDMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

NINTH INFORMATION DISCLOSURE STATEMENT

Please consider the documents listed on the enclosed SB—08 form.

The following related U.S. applications and patents are brought to the Examiner’s

attention. Applicants presume that the Examiner (who is handling all of the listed applications)

has access to the prosecution documents in each case through the Office’s database. Applicants

will supply copies of any such prosecution documents upon request.

12/494,598, filed June 30, 2009 (abandoned)

12/820,866, filed June 22, 2010 (abandoned)

12/820,980, filed June 22, 2010 (abandoned)

12/821,020, filed June 22, 2010 (issued as U.S. patent no. 8,282,966)

12/821,041, filed June 22, 2010 (issued as U.S. patent no. 8,293,284)

13/651,660, filed October 15, 2012 (pending)

13/683,236, filed November 21, 2012 (pending)

13/683,444, filed November 21, 2012 (pending)
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Applicant : James S. Baldassarre et al. Attorney’s Docket No.: 26047-0003008 / 3000-US-
Serial No. : 13/683,417 0008CON6
Filed : November 21, 2012

Page : 2 of 2

This statement is being filed after a first Office Action on the merits, but before receipt of

a Final Office Action or a Notice ofAllowance. Apply $180 in payment of the late submission

fee of §1.17(p) and any other necessary charges or credits to Deposit Account O6-1050,

referencing the above attorney docket number.

Respectfully submitted,

Date: January 16, 2013 /Janis K. Fraser/

Janis K. Fraser, Ph.D., JD.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877) 769-7945

22969458.doc
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Doc code: IDS PTOi'SBl0Ba (01-10). . . . . A d f th h 07/31/2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed U_s_ Patent and Tragzrgzfk o‘:E::eU_§l|3iiEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Number 13683417

First Named Inventor Baldassarre

Art Unit

Examiner Name Ernst V. Arnold

Attorney Docket Number 26047—0O03008

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

U .S.PATENTS Rem°Ve

Pages,Co|umns,Lines where

Relevant Passages or Relevant
Figures Appear

Name of Patentee or Applicant
of cited Document

Examiner Cite
Patent Number Issue Date

5558083 1996-09-24 Bathe et al.

5651358 1997-07-29 Briend et al.

6142147 2000-11-07

If you wish to add additional U.S. Patent citation information please click the Add button.

U.S.PATENT APPLICATION PUBLICATIONS

Pages,Co|umns,Lines where
Relevant Passages or Relevant

Figures Appear

Publication Publication Name of Patentee or Applicant
Number Date of cited Document

20020185126 2002-12-12

20030131848 2003-07-17

If you wish to add additional U.S. Published Application citation information please click the Add button. Add

FOREIGN PATENT DOCUMENTS Rem°Ve

Name of Patentee or Pages,Co|umns,Lines
Examiner Cite Foreign Document Country Kind Publication . . where Relevant

. Applicant of cited
Code2 i Passages or RelevantDocument .

Figures Appear

EFS Web 2.1.17
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Application Number 13683417

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit
(Not for submission under 37 CFR 1.99)

Examiner Name Ernst V. Arnold

Attorney Docket Number 260470003008

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS Rem°Ve

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
(book, magazine, journal, serial, symposium, catalog, etc), date, pages(s), volume-issue number(s),

publisher, city and/or country where published.

If you wish to add additional non-patent literature document citation information please click the Add button Add

EXAMINER SIG NATU RE

Examiner Signature Date Considered

‘EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enter office that issued the document, by the two—|etter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
“ Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here i
English language translation is attached.

EFS Web 2.1.17
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Application Number 13683417

First Named Inventor Baldassarre

Art Unit

Examiner Name Ernst V. Arnold

Attorney Docket Number 260470003008

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

|:| from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to

any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Signature /Janis K. Fraserl Date (YYYY-MM-DD) 2013-01-16

Name/Print Janis K. Fraser Registration Number 34819

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form andlor suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.

EFS Web 2.1.17
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record 5.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.

EFS Web 2.1.17
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Electronic Patent Application Fee Transmittal

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

Title °f "“’°”tI°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filed as Large Entity

Utility under 35 USC 1 1 1 (a) Filing Fees

Basic Filing:

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-AlIowance-and-Post-Issuance:

Extension-of-Time:
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Sub-Total in

Description Fee Code Quantity Usms)

Miscellaneous:

Submission- Information Disclosure Stmt 1806 ‘I 180 ‘
180

Total in USD (S) 180
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Electronic Acknowledgement Receipt

EFS ID: 14720870

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

T'tI° °f I'“'°"t'°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filer Authorized By: Janis K. Fraser

Attorney Docket Number: 26047—0O03008

Receipt Date: 16—JAN—201 3

Application Type: Utility under 35 USC111(a)

Payment information:

Submitted with Payment

Payment Type Deposit Account

Payment was successfully received in RAM $180

RAM confirmation Number 8925

Deposit Account 061050

Au*h°”zedUser  

Document Document Descri tion File Size(Bytes)/
Number P Message Digest Part /.zip (ifapp|.)
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26047—OO03008rep|y.pdf c3c5a2e4aUD6ff5b7ea7f9a85cb65la I9ea3
4beb

Multipart Description/PDF files in .zip description

Document Description

Amend ment/Req. Reconsideration-After Non-Final Reject

Applicant Arguments/Remarks Made in an Amendment

Information:

Transmittal Letter 26047-O003008ids.pdf
0e306761c7f2f78298be36e6bdac933eb52

Zl 526

Information:

Information Disclosure Statement (IDS)

Form (SE08) 26047-OO03008sb08.pdf bd2ddd6eec1cSl8e68ce9c9190fe24bf27c
630‘?

Information:

Fee Worksheet (SB06) fee-info.pdf L00lJ76ldl.:lJ8b.-Zeal9e4lJL8d3dSd6L|'L1909
023313

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage ofan international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Application/Control No. Applicant(s)/Patent under
ReexaminationApplication Number

Document Code - DISQ Internal Document — DO NOT MAIL

TERMINAL

DISCLAIMER

" 13/683,417 BALDASSARRE ET AL.

XI APPROVED |:l DISAPPROVED

This patent is subject
to a Terminal

Disclaimer

Date Filed : January 15,
2013

Approved/Disapproved by:

Henry D. Jefferson

3 td‘s are approved

U.S. Patent and Trademark Office
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UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P 0 Box I450
Alexandria, Virginia 22313-1450
www.uspto.gov

NOTICE OF ALLOWANCE AND FEE(S) DUE

EXA V NER

ARNOLD, ERNST V

ART UNIT PAPER NUMBER

1513

94169 7590

Fish & Richardson PC
P.O.Box 1022

minneapolis, MN 55440

03/01/2013

DATE MAILED: 03/01/2013

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

13/683,417 11/21/2012 James S. Baldassarrc 26047—0003008 1654
TITLE OF INVENTION: METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDE TREATMENT

DATE DUE

06/03/2013

APPL.\. TYPE SMALL ENTITY ISSUE FEE DUE PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEE(S) DUE

V0 $0 S0nonprovisional $1770 $1770

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAIVIINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS

PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE:

1. Review the SMALL ENTITY status shown above.

If the SMALL ENTITY is shown as YES, verify your current
SMALL ENTITY status:

A. If the status is the same, pay the TOTAL FEE(S) DUE shown
above.

B. If the status above is to be removed, check box 5b on Part B -
Fee(s) Transmittal and pay the PUBLICATION FEE (if required)
and twice the amount of the ISSUE FEE shown above, or

II the SMALL ENTITY is shown as NO:

A. Pay TOTAL FEE(S) DUE shown above, or

B. If applicant claimed SMALL ENTITY status before, or is now
claiming SMALL ENTITY status, check box 5a on Part B - Fee(s)
Transmittal and pay the PUBLICATION FEE (if required) and 1/2
the ISSUE FEE shown above.

II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE a11d PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing
the paper as an equivalent of Part B.

111. All communications rcgarding this application must give thc application number. Please direct all communications prior to issuance to
Mail Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after l)ec. 12, 1980 may require payment of
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.

Page 1 of 3
PTOL—85 (Rev. 02/11)



314

PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE
Commissioner for Patents
P.O. Box 1450

Alexandria, Virginia 22313-1450
or @ (571)-273-2885

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where

appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address asin icated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (h) indicating a separate "FEE ADDRESS" formaintenance fee notifications.

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 forany Change of address) Note: A certificate of mailin can only be used for domestic mailings of the
Fee(s) Transmittal. This certi icate cannot be used for any other accompanying

papers. Each additional paper, such as an assignment or formal drawing, mustave its own certificate of mailing or transmission.94169 7590 03/01/2013

& Richardson PC _ Certificate of I\/[ailing or Transmission _ _
PIOIBOX 1022 I hereby certify that this Fee(s) Transmittal is being deposited with the United. . States Postal Service _with sufficient postage for first class mail in an envelope
Inlnneapohss MN 55440 addressed to the Mail Stop ISSLE FEE address above. or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.

(Deposilofls name)

(Signaluie)

(Date)

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

13/683,417 11/21/2012 James S. Baldassarrc 26047—0003008 1654
TITLE OF INVENTION: METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDE TREATMENT

APPL.\. TYPE SMALL ENTITY ISSUE FEE DUI: PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEE1_S) DUE DATE DUE

nonprovisional V0 $1770 $0 . 06/03/2013

EXAMINER ART UNIT CLASS-SUB CLASS

ARNOLD, ERNST V 1613 424—7l8000

1 . Change of correspondence address or indication of "Fee Address" (37 2. For printing on the patent front page, list
CFR 1363). . .(1) the names of up to 3 registered patent attorneys

:1 Chan e of correspondence address (or Change of Correspondence or agents OR, alternatively,
Address Orm PTO/SB/122) attached‘ (2) the name of a single firm (having as a nieniber a
:l "Fee Address" indication (or "Fee Address" Indication form registered attorney or agent) and the names of up to
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer 2_ registered patent attorneys or agents. If no name Is
Number is required, listed, no name Wlll be printed.

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type)

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below. the document has been filed for
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment.

(A) NAME OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : D Individual D Corporation or other private group entity D Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)
3 Issue Fee 3 A check is enclosed.

:1 Publication Fee (No small entity discount permitted) :1 Payment by credit card. Form PTO—2038 is attached.
:1 Advance Order — # of Copies :1 The Director is hereby authorized to charge the required fee(s), any deficiency, or credit anyoverpayment, to Deposit Account l\iimber (enclose an extra copy of this form).

5. Change in Entity Status (from status indicated above)

:1 a. Applicant claims SMALL ENTITY status. Sec 37 CFR 1.27. :1 b. Applicant is no longer claiming SMALL ENTITY status. See 37 CFR 127(g)(2).
NOTE: The Issue Fee and Publication Fee (if required) will not be accepted from anyone other than the applicant; a registered attorney or agent; or the assignee or other party in
interest as shown by the records of the United States Patent and Trademark Office.

Authorized Signature Date

Typed or printed name Registration No.

This collection of information is required by 37 CFR 1.311. The information is re uired to obtain or retain a benefit by the public which is to file (and by the USPTO to process)
an application. Confidentiality is governed by 35 USC. 122 and 37 CFR 1.14. T is collection is estimated to take 12 minutes to complete, including gathering. preparing, and
submitting the completed application form to the USPTO. Time will vary de endin upon the individual case. Any comments on the amount of time you require to complete
this form and/or su gestions for reducing this burden, should be sent to the C ief n ormation Officer, U.S. Patent and Trademark Office, US. Department of Commerce, P.O.
Box 1450, Alcxan ria, Virginia 22313-1450. DO NOT SEND FEES OR COMPL<T<D FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents. PO. Box 1450,
Alexandria, Virginia 22313-1450.
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

PTOL—85 (Rev. 02/11) Approved for use through 08/31/2013. OMB 0651-0033 U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
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§‘§TAVB 7%

‘R
‘ E UNITED STATES PATENT AND TRADEMARK OFFICE UNITED STATES DEPARTMENT OF COMMERCE

United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P 0 Box I450
Alexaiidria, Virginia 22313-1450
www.uspto.gov

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

13/683,417 11/21/2012 James S. Baldassarre 26047-0003008 1654

EXANJINER

Fish & Richardson PC ARNOLD, ERNST V
P.O.B0x 1022

minneapolis. MN 55440
1513

DATE MAILED: 03/01/2013

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)

(application filed on or after May 29, 2000)

The Patent Term Adjustment to date is 0 day(s). If the issue fee is paid on the date that is three months after the

mailing date of this notice and the patent issues on the Tuesday before the date that is 28 weeks (six and a half

months) after the mailing date of this notice, the Patent Term Adjustment will be 0 day(s).

If a Continued Prosecution Application (CPA) was filed in the above-identified application, the filing date that

determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information Retrieval

(PAIR) WEB site (http://pair.uspto.goV).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of

Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be

directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0101 or (571)-272-4200.

Page 3 of 3
PTOL—85 (Rev. 02/1 1)
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) rcquircs that you bc givcn ccrtain information in connection with
your submission of the attached form related to a patent application or patent. Accordingly, pursuant to

the requirements of the Act, please be advised that: (1) the general authority for the collection of this

information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the
principal purpose for which the information is used by the U.S. Patent and Trademark Office is to process

and/or examine your submission related to a patent application or patent. If you do not furnish the

requested information, the U.S. Patent and Trademark Office may not be able to process and/or examine

your submission, which may result in termination of proceedings or abandonment of the application or

expiration of the patent.

The information provided by you in this form will bc subjcct to the following routinc uscs:

l. The information on this form will be treated confidentially to the extent allowed under the Freedom
of Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of

records may be disclosed to the Department of Justice to determine whether disclosure of these

records is required by the Freedom of Information Act.

. A record from this system of records may be disclosed, as a routine use, in the course of presenting
evidence to a court, magistrate, or administrative tribunal, including disclosures to opposing counsel

in the course of settlement negotiations.

. A record in this system of records may be disclosed, as a routine use, to a Member of Congress
submitting a request involving an individual, to whom the record pertains, when the individual has

requested assistance from the Member with respect to the subject matter of the record.
. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency

having need for the infomiation in order to perform a contract. Recipients of information shall be

required to comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5
U.S.C. 552a(m).

. A record related to an International Application filed under the Patent Cooperation Treaty in this

system of records may be disclosed, as a routine use, to the International Bureau of the World

Intellectual Property Organization, pursuant to the Patent Cooperation Treaty.
. A record in this system of records may be disclosed, as a routine use, to another federal agency for

purposes of National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy
Act (42 U.S.C. 218(0)).

. A record from this system of records may be disclosed, as a routine use, to the Administrator,

General Services, or his/her designee, during an inspection of records conducted by GSA as part of
that agency's responsibility to recommend improvements in records management practices and

programs, under authority of 44 U.S.C. 2904 and 2906. Such disclosure shall be 111ade in accordance

with the GSA regulations governing inspection of records for this purpose, and any other relevant
(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make determinations about
individuals.

. A record from this system of records may be disclosed, as a routine use, to the public after either

publication of the application pursuant to 35 U.S.C. l22(b) or issuance of a patent pursuant to 35
U.S.C. 151. Further, a record may be disclosed, subject to the li111itations of 37 CFR 1.14, as a

routine use, to the public if the record was filed in an application which became abandoned or in

which the proceedings were terminated and which application is referenced by either a published
application, an application open to public inspection or an issued patent.

. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local
law enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or

regulation.
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Application No. App|icant(s)

13/683,417 BALDASSARRE ET AL.

Of Examiner Art Unit

ERNST ARNOLD 1613

-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed). a Notice of Allowance (PTOL—85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. This communication is responsive to 1/16/13.

2. [I An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction
requirement and election have been incorporated into this action.

3. The allowed cIaim(s) is/are 1-30. As a result of the allowed cIaim(s), you may be eligible to benefit from the Patent Prosecution
Highway program at a participating intellectual property office for the corresponding application. For more information, please see
htt“://www.us' torov/' atents/lnit events/“ h/Endex.'s“ or send an inquiry to PPHfeedback§fi>uspto.gov .

4. El Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119( )-(d) or (f).

a) El All b) |:I Some‘ 0) El None of the:

1. I:I Certified copies of the priority documents have been received.

2. El Certified copies of the priority documents have been received in Application No.

3. El Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).

* Certified copies not received:

Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. El CORRECTED DRAWINGS ( as “replacement sheets”) must be submitted.

|:I including changes required by the attached Examiner’s Amendment / Comment or in the Office action of
Paper No./Mail Date

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFFt1.121(d).

6. I:I DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)
1. I:I Notice of References Cited (PTO—892) 5. El Examiner's Amendment/Comment

2. IX Information Disclosure Statements (PTO/SB/08), 6. E Examiner’s Statement of Reasons for Allowance
Paper No./Mail Date 1/16/13 12/3/12

3. III Examiner's Comment Regarding Requirement for Deposit 7. El Other
of Biological Material

4. I:I Interview Summary (PTO—413),
Paper No./Mail Date .

/Ernst V Arnold/

Primary Examiner, Art Unit 1613

U 8. Patent and Trademark Office

PTOL-37 (Rev. 09-12) Notice of Allowability Part of Paper No./Mail Date 20130209
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Application/Control Number: 13/683,417

Art Unit: 1613

DETAILED ACTION

Claims 1-30 are pending and under examination.

Information Disclosure Statement

The information disclosure statement (IDS) submitted on 1/ 16/13 was filed after the

mailing date of the Office Action on 1/11/13. The submission is in compliance with the

provisions of 37 CFR 1.97. Accordingly, the information disclosure statement is being

considered by the examiner. Please note that no date was supplied for reference #6 (Federal

Regulations 21 CFR Part 312) on the IDS filed 12/3/ 12 and the URL provided was not functional

to determine the date on the website so the Examiner provided the date on which that document

was filed in the instant case.

Terminal Disclaimer

The terminal disclaimers filed on 1/ 15/13 disclaiming the terminal portion of any patent

granted on this application which would extend beyond the expiration date of copending

application 13/651660 and US Patents 8282966 and 8293284 have been reviewed and are

accepted. The terminal disclaimers have been recorded. The rejections are accordingly

withdrawn.
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Application/Control Number: 13/683,417

Art Unit: 1613

Allowable Subject Matter

The following is an examiner’s statement of reasons for allowance: Applicant’s

amendments have overcome the rejections of record. The instantly claimed subject matter is free

of the art. See US Patents 8282966 and 8293284 for a complete rationale.

Any comments considered necessary by applicant must be submitted no later than the

payment of the issue fee and, to avoid processing delays, should preferably accompany the issue

fee. Such submissions should be clearly labeled “Comments on Statement of Reasons for

Allowance.”

Conclusion

Claims 1-30 are allowed.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to ERNST ARNOLD whose telephone number is (571)272-8509.

The examiner can normally be reached on M—F 7:15-4:45.

lf attempts to reach the examiner by telephone are unsuccessful, the exarniner’s

supervisor, Brian Kwon can be reached on 571-272-0581. The fax phone number for the

organization where this application or proceeding is assigned is 571-273-8300.
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Application/Control Number: 13/683,417 Page 4

Art Unit: 1613

Information regarding the status of an application may be obtained from the Patent

Application Information Retrieval (PAIR) system. Status information for published applications

may be obtained from either Private PAIR or Public PAIR. Status information for unpublished

applications is available through Private PAIR only. For more information about the PAIR

system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR

system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll—free). If you would

like assistance from a USPTO Customer Service Representative or access to the automated

information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

/Emst V Amold/

Primary Examiner, Art Unit 1613
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Application/Control No. App|icant(s)/Patent Under
Reexamination

Search NOTES 13683417 BALDASSARRE ET AL.

Examiner Art Unit

ERNST ARNOLD 1613

CPC- SEARCHED

l Examiner

CPC COMBINATION SETS - SEARCHED

US CLASSIFICATION SEARCHED

Subclass Examiner
718 text limited eva

483—485text limited 1/10/13 eva

SEARCH NOTES

Search Notes Examiner

inventor/assignee name EAST/PALM 1/10/13EAST all databases 1/10/13 eva

search update EAST all databases 2/14/13
updated IDS 2/14/13

INTERFERENCE SEARCH

US Classl US Subclass / CPC Group Date Examiner

CPC Symbol
128 200.24 text limited 2/14/13 eva

718textIimited 2/14/13
E483-485 textlimited 2/14/13

U.S. Patent and Trademark Office Part of Paper No. 1 20130209
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EAST Search History

EAST Search History

EAST Search History (I nterference)

arch Query Default

\ O0/483—485.ccls. and ((inhale or inhaled) i
((nitrio adj oxide) or NO)).c|m. and ((left
(ventricular or ventricle)) and (hypoxic or§

ypoxia)).c|m. 3

$424/718.ccls. and ((inhale or inhaled) with : 013/02/14§
j((nitric adj oxide) or NO)).c|m. and ((left with §11:41 ‘
l(ventricular or ventricle)) and (hypoxic or 3 ‘ 5 5

ypoxia)).c|m.

‘ 28/200.24.ccls. and ((inhale or inhaled) with
j((nitric adj oxide) or NO)).c|m. and ((left with
)(ventricular or ventricle)) and (hypoxic or ‘

2/ 14/ 2013 11:42:26 AM

C:\ Users\earno|d\Documents\ EAST\Workspaces\13683417.wsp

file:///Cl/Usets/earnold/D0curnents/e—Red%2OF01der/13683417/EASTSearchHist0ry.13683417_Accessib1eVersi0n.htm[2/14/2013 11:42:27 AM]
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. . . . . A df th h 07r31i2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed U_S_ Patent and Tragzggfk 0‘:,:::eU_Sr‘f‘E,"EPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Number 13683417

Filing Date 2012-11-21
IN FORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

First Named Inventor Baldassarre

Art Unit | 1613
Examiner Name Ernst V. Arnold

Attorney Docket Number |26047—0003008

U.S.PATENTS Remove

Pages,Co|umns,Lines where
Relevant Passages or Relevant

Figures Appear

Examiner Cite Patent Number Issue Date Name of Patentee or ApplicantInitial No of cited Document

5558083 1996-09-24

5651358 1997-07-29 Briend et al_

6142147 2000-11-07

If you wish to add additional U.S. Patent citation information please click the Add button. Add

U.S.PATENT APPLICATION PUBLICATIONS Remove

Pages,Co|umns,Lines where
Relevant Passages or Relevant
Figures Appear

Examiner Publication Kind Publication Name of Patentee or Applicant
|nitia|* Cite No Number Codel Date of cited Document

20020185126 2002-12-12

20030131848 2003-07-17

If you wish to add additional U.S. Published Application citation information please click the Add button. Add

FOREIGN PATENT DOCUMENTS Rem°V9

Name of Patentee or Pages,Co|umns,Lines
Examiner Cite Foreign Document Country Kind Publication where Relevant

|nitia|* No Number3 Code2 i Code4 Date fCited Passages or Relevant
Figures Appear

EFSWeb2.1.17 ALL REFERENCES CONSIDERED EXCEPT WI-IERE LINED TH ROUGH. /E.A./
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Receipt date: 01/16/2013 Application Number 13683417

Filing Date 2012-11-21
IN FORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

First Named Inventor Baldassarre

Art Unit | 1513
Examiner Name Ernst V. Arnold

Attorney Docket Number |26047-0003008

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS Rem°Ve

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
(book, magazine, journal, serial, symposium, catalog, etc}, date, pages(s), vo|ume—issue number(s},
publisher, city and/or country where published.

Examiner Cite

If you wish to add additional non-patent literature document citation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature /Ernst Aln old./' Date Considered Q2/‘I 4/2131 3

‘EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 3 Enter office that issued the document, by the two—Ietter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
4 Kind ofdocument by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here if
English language translation is attached.

EFSWeb2.1.17 ALL REFERENCES CC)l\lSlDERElZ3 EXCEPT WI-IERE LINED TH RQUGH. /E.A./
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Receipt date: 01/16/2013 Application Number 13683417

Filing Date 2012-11-21
IN FORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

First Named Inventor Baldassarre

Art Unit | 1513
Examiner Name Ernst V. Arnold

Attorney Docket Number |26047-0003008

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

I: from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.0. Box 1450, Alexandria,
VA 22313-1450.

EFSWeb2.1.17 ALL REFERENCES CC)l\lSlDERElZ3 EXCEPT WHERE LlNED TH ROUGH. /E.A./
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Receipt date: 01/16/2013

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1 } the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by eithera published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.

ALL REFERENCES CC>l\ESlDEREiZ3 EXCEPT WHERE LlNED TH RQUGH. /E.A./EFSWeb2.1_17
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lfigggigtbgate: 12/03/2012 13683417 ~ cmi5g;.,.Le;i.3,. . . . . A df th h 07r31i2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed U_S_ Patent and Tragzggfk 0‘:,:::eU_Sr‘f‘E,"EPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Number 13683417

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit |
(Not for submission under 37 CFR 1.99)

Examiner Name

Attorney Docket Number |26C-47—00030CI8

U.S.PATENTS Remove

Pages,Co|umns,Lines where
Relevant Passages or Relevant

Figures Appear

Examiner Cite Patent Number ' Issue Date Name of Patentee or ApplicantInitial No of cited Document

If you wish to add additional U.S. Patent citation information please click the Add button. Add

U.S.PATENT APPLICATION PUBLICATIONS Rem°Ve

Pages,Co|umns,Lines where

Relevant Passages or Relevant
Figures Appear

Examiner Cite No Publication Kind Publication Name of Patentee or Applicant|nitia|* Number Code1 Date of cited Document

If you wish to add additional U.S. Published Application citation information please click the Add button. Add

FOREIGN PATENT DOCUMENTS Re|T|°V9

. . . . . . Name of Patentee or PageS’C°|umnS’LineS
Examiner Cite Foreign Document Country Kind Publication where Relevant
|nitial* No Number3 Code? i Code4 Date Applicant of cited Passages or RelevantDocument .

Figures Appear

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS RemdVe

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
(book, magazine, journal, serial, symposium, catalog, etc), date, pages(s), volume-issue number(s),
publisher, city and/or country where published.

Examiner Cite

|nitia|s* No

EFSWeb2.1.17 ALL REFERENCES CONSIDERED EXCEPT WI-IERE LINED TH RQUGH. /E.A./
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Receipt date: 12/03/2012 Application Number 13683417 13683417 ~ GAL}: 1613

Filing Date 2012-11-21

INFORMATION DISCLOSURE First Named Inventor Baldassarre

STATEMENT BY APPLICANT Art Unit |
(Not for submission under 37 CFR 1.99)

Examiner Name

Attorney Docket Number | 26047-0003008
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Figure from Dr. Green's presentation given 1/10/11; 1 page
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Therapeutics," ClinicalTrials.gov Identifier NCT00922532, 4 pages (2009)

"|nha|ed Nitric Oxide and Hypoxic Respiratory Failure in Infants With Congenital Diaphragmatic Hernia," The Neonatal
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If you wish to add additional non—patent literature document citation information please click the Add button Add
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*EXAM|NER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
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CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

I: from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.0. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1 } the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and

2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is
referenced by eithera published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Attorney Docket No.: 26047—00O3008 /' 3000-US-0008CON6

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant : James S. Baldassarre et al. Art Unit : 1613
Serial No. : 13/683,4l 7 Examiner : Ernst V. Arnold

Filed : November 21, 2012 Confirmation No.: 1654
Notice of Allowance Date: March 1, 2013

Title 2 METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR

INHALED NITRIC OXIDE TREATMENT

MAIL STOP ISSUE FEE

Commissioner for Patents

PO. Box 1450

Alexandria, VA 22313-1450

RESPONSE TO NOTICE OF ALLOWANCE MAILED MARCH 1, 2013

A completed Part B - Fee(s) Transmittal is enclosed.

Comments on Statement of Reasons for Allowance

The Examine1"s statement of reasons for allowance says, “Applicant’s amendments have

overcome the rejections of record.” Applicant notes that no amendments were filed in this

application. The sole rejections of record in this application were for nonstatutory double

patenting, and were overcome by the submission of appropriate terminal disclaimers.

The statement of reasons for allowance also notes “The instantly claimed subject matter

is free of the art. See US Patents 8282966 and 8293284 for a complete rationale.” It is

recognized that in accordance with M.P.E.P. § 1302.14, the Examiner’s reasons for atlowance

need not set forth all of the details as to why the claims are allowed. In the present application, it

is not conceded that the rationale stated in the reasons for allowance in US patents 8282966 and

8293284, or anywhere else in the prosecution history of US patents 8282966 and 8293284,

CERTIFICATE OF (A) MAILING BY FIRST CLASS MAII. OR (B) TRANSMISSION
I hereby certify under 37 CFR §l.8(a) that this correspondence is either (A) addressed as set out in
3'.’ CFR §1.1(a) and being deposited with the United States Postal Service as first class mail with
sufficient postage, or (B) being transmitted by facsimile in accordance with 37 CFR § 1,6(d) or via
the Office electronic filing system in accordance with 37 CFR § 1.6(a)(4), on the date indicated
below.
March 8, 2013
Date ofDeposit or Transmission
{Nancy Bcchctf
Signature
Nancy Bechet
Typed or Printed Name of Person Signing Certificate
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Applicant : James S. Baldassarre et al. Attomey‘s Docket No.: -260410003003 / 3000-US-
Serial No. : 13/683,417 OOOBCON6
Filed : November 21, 2012

Page : 2 of 2

provide a “complete rationale” for why the present claims are allowable. The limitations in the

claims of those two patents, including limitations identified in the reasons for allowance of the

two patents, are not identical to the limitations in the present claims. In addition, at least some

of the present claims include limitations that are not found in the claims of US patent 8282966 or

8293284, and that provide additional bases for patentability over the art of record.

The required fee of $1 770 is being paid with this filing. Apply any other necessary

charges or credits to Deposit Account 06-1050, referencing the above attorney docket number.

Respectfully submitted,

Date: March 8 2013 /Janis K. Fraser/

Janis K. Fraser, Ph.D., JD.

Reg. No. 34,819
Customer Number 94169

Fish & Richardson P.C.

Telephone: (617) 542-5070

Facsimile: (877) 769-7945

22993 768 _d0c
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE
Commissioner for Patents
P.O. Box 1450

Alexandria, Virginia 22313-1450
.. .. 0F_.1fl_(,71)-273-2335

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be
completed where appropriate. All fiarther correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the
current correspondence address as indicated unless corrected below or directed otherwise in Block 1, by (a) specifying a new corrcspondcncc address; and/or
(b) indicating a separate "FEE ADDRESS" for maintenance fee notifications.
CURRENT CORRESPONDENCE ADDRESS (Note: Use Block} for any change ofaddress} Note: A certificate of mailing can onlywb-e used for domestic mailings of the

Fee(s) Transmittal. This certificate cannot be used for any other accompanying
94169 7590 03/01}2ol3 papers. Each additional paper, such as an assignment or formal drawing, must

have its Own certificate of mailing or transmission.
Certificate of Mailing or Transmission

I hereby certify that this Fce s Transmittal is being dc usited with the United
FISH & RICHARDSON PC‘ States Postal Service with su(fl:'icient postage for first clgss mail in an envelope
P-Q BOX I022 addressed to the Mail Stop ISSUE FEE address above, or being facsimile
MINNEAPOLIS, MN 55440-1022 transmitted to the USPTO (571) 273-2885, on the date indicated below.

F (Depositcfs name)
("S ignature)

(D ate)

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

13/683,417 11/21/2012 James S,Ba1dassarre 26047-0003668 1654
TITLE OF INVENTION: METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INILALED NITRIC OXIDE TREATMENT

APPLN. TYPE l SMALL ENTITY ISSUE FEE DUE PUELiCA'I'IDN I-"EE DUE PREV. PATD ISSUE FEE TOTAL I"I3E(S} DUE DATE DUE
nonprovisional NO $1770 $0 $1770 06/03/2013

EXAMINER ART UNIT CLASS-SUBCLASS

ARNOLD, ERNST V. 1613- 424418000
1. Change of correspondence address or indication of "Fee Address" (37 2_ For printing on the patent from page, H31
CFR 1353} {l) the names ofup to 3 registered patent attorneys I Fish_r_3c Richardson P.C.

[ ] Change of correspondence address (_or Change of (Jorrespondence or agents OR, ammmfivelyg
Address form PTO/SBIIZZ) attached. ti, f r 1, f h - b 2
[ 1 "Fee Address" indication [or "I-‘ee Address" Indication form g3giSt:r’;:i‘;:t§rn::";fEfgegg‘ €En,‘1‘Vt§fn“€fI,';‘e';‘:‘f“u]§°',0“
PTO/SB."4'."; Rev 03-02 or more recent) attached. Use ofn Customer 2 registered tent “tome S m H Ems If no name is 3
Number is required‘ listed no nmiii: will be prihted g i

3. ASSIGNEE NANIE AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type)

PLEASE NOTE: Unless an assignce is identified below, no assignee data will appear on the patent. If an asslgnee is identified below, the document has been filed for
recordation as set four: in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment.

(A)NAIV1E OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY)

INO Therapeutics LLC Hampton, NJ

Please chrfl<__1_i__1_e appropriate assignee category on categories (will not be pn'n_t_ed on the patent) : [ jlndividual [X ] Corporation or other private group cntity [ Government
4a. The following fee(s) are submitted: 4b. Payment ofFee(s):

[X] 153116 _FB3_ _ _ I [ ] A check in the amount ofthc fcc(s) is cncloscd.
I ] mbllcanon Fee (ND Small enmy dlscuum permmed) [ ] Payment by cretlitcard. FOrn1PTO-2038 is attached.
I l Advancfi Order ' # 0‘-ECQPIES j______,,,E_T The Director is hereby authorized [0 charge the required fee(s)__ or credit any overpayment", to

Deposit Account Number 06-1050

5. Change in Entity Status [from status indicated above)
L] 21. Applicant claims SMAI .l. ENTITY status. See 37 CFR 1.27. b. Ap_p_li_c_ant is no longer claiming SMALL ENTITY statu§.__S_e_g_3_'[ CFR 1.27! g)l2§.

The Director ofthc USPTO is requestd to apply the Issue Fee and Publication Fee (if any) or to reapply any previously paid issue fee to the application identified above.
NOTE: The Issue Fee and Publication Fee (if required) will not be accepted from anyone other than the applicant; a registered attomcy or agent; or the assignee or other party in
i_1-lterest as shown by the records of the United States Patent and "Trademark Office.

Authorized Signature /Janis K. Fraserl Date IVIBTCII 3, 2013

Typed or printed name JEIIIIS K. FY3861", Ph-De J-D-__ Registration No.

2')_99378.'i.dnc
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Electronic Patent Application Fee Transmittal

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

Title °f "“’°”tI°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filed as Large Entity

Utility under 35 USC 1 1 1 (a) Filing Fees

Basic Filing:

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-AlIowance-and-Post-Issuance:

Utility Appl Issue Fee

Extension-of-Time:
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Sub-Total in

USD($)Description | Fee Code Quantity Amount |
Miscellaneous:

Total in USD (S) 1770
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Electronic Acknowledgement Receipt

EFS ID: 15156268

Application Number: 13683417

METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED

T'tI° °f I'“'°"t'°"‘ NITRIC OXIDE TREATMENT

First Named Inventor/Applicant Name: James S. Baldassarre

Filer Authorized By: Janis K. Fraser

Attorney Docket Number: 26047—0O03008

Receipt Date: 08—MAR—201 3

Application Type: Utility under 35 USC111(a)

Payment information:

Submitted with Payment

Payment Type Deposit Account

Payment was successfully received in RAM $1770

Deposit Account 061050

Au*h°rizedUser  

Document Document Descri tion File Size(Bytes)/
Number P Message Digest Part /.zip (ifapp|.)
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Issue Fee Payment (PTO—85 B) respnoa260470003008.pdf d56Dd(2b603d850b491Z5Uc56b81Ua6e07
E12833

Warnings:

Info rmation:

30465

COFCDCO74‘)278bl86f0c37l86cl c9c0a0d63
1797

Fee Worksheet (SBO6) fee-info.pdf

Warnings:

Information:

Total Files Size (in bytes) 142066

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

lfa timely submission to enter the national stage ofan international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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UNITED STATES DEPARTAIEVT OF COIVIVIFIRCE
United States Patent and Trademark Office
Arkhess COMMISSIONER FCR PATENTSPO Bnxl-150

A1cxn1idria,ViIgmia 22313-1450wvwv.nsgto.gov

13/683,417 11/21/2012 James S. Baldassarre 26047-0003008

CONFIRMATION NO. 1654

94169 PUBLICATION NOTICE
Fish & Richardson PC

P.O.Box .022 IlllllllllllllllllllllIIILIIIIIIII IllIllIIIIIIIIIIIIIIIIIIIIIIIIIIIlllllllllllll
minneapolis, MN 55440 °°°°°°°

Tit|e:METHODS FOR TREATING PATIENTS WHO ARE CANDIDATES FOR INHALED NITRIC OXIDE
TREATMENT

Publication No.US—2013—0078321—A1
Publication Date:03/28/2013

NOTICE OF PUBLICATION OF APPLICATION

The above-identified application will be electronically published as a patent application publication pursuant to 37

CFR 1.211, et seq. The patent application publication number and publication date are set forth above.

The publication may be accessed through the USPTO‘s publically available Searchable Databases via the

Internet at www.uspto.gov. The direct link to access the publication is currently http://www.uspto.gov/patft/.

The publication process established by the Office does not provide for mailing a copy of the publication to

applicant. A copy of the publication may be obtained from the Office upon payment of the appropriate fee set forth
in 37 CFR 1.19(a)(1). Orders for copies of patent application publications are handled by the USPTO‘s Office of
Public Records. The Office of Public Records can be reached by telephone at (703) 308-9726 or (800) 972-6382,

by facsimile at (703) 305-8759, by mail addressed to the United States Patent and Trademark Office, Office of
Public Records, Alexandria, VA 22313-1450 or via the Internet.

In addition, information on the status of the application, including the mailing date of Office actions and the
dates of receipt of correspondence filed in the Office, may also be accessed via the Internet through the Patent
Electronic Business Center at www.uspto.gov using the public side of the Patent Application Information and
Retrieval (PAIR) system. The direct link to access this status information is currently http://pair.uspto.gov/. Prior to
publication, such status information is confidential and may only be obtained by applicant using the private side of
PAIR.

Further assistance in electronically accessing the publication, or about PAIR, is available by calling the Patent
Electronic Business Center at 1-866-217-9197.

Office of Data Managment, Application Assistance Unit (571) 272-4000, or (571) 272-4200, or 1-888-786-0101
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COVTVIERCE
United States Patent and Trademark Office
Address: CONLVIISSIONER FOR PATENTS

P.O Box 1450
Alexandria, Virginia 22313-1450
www uspto gov

APPLICATION NO. ISSUE DATE PATENT NO. ATTORNEY DOCKET NO. CONFIRMATION NO.

1 65413/683,417 04/30/2013 843] 164 260410003008

94169 7590 04/10/2013

Fish & Richardson PC
P.O.BoX 1022

minneapolis, MN 55440

ISSUE NOTIFICATION

The projected patent number and issue date are specified above.

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)

(application filed on or after May 29, 2000)

The Patent Term Adjustment is 0 day(s). Any patent to issue from the above-identified application will include

an indication of the adjustment on the front page.

If a Continued Prosecution Application (CPA) was filed in the above-identified application, the filing date that

determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information

Retrieval (PAIR) WEB site (http://pair.uspto.gov).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the

Office of Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee

payments should be directed to the Application Assistance Unit (AAU) of the Office of Data Management

(ODM) at (571)-272-4200.

APPLICANT(S) (Please see PAIR WEB site http://pair.uspto.gov for additional applicants):

James S. Baldassarre, Doylestown, PA;
Ralf Rosskamp, Chester, NJ;
INO Therapeutics LLC, Hampton, NJ

The United States represents the largest, most dynamic marketplace in the world and is an unparalleled location

for business investment, innovation, and commercialization of new technologies. The USA offers tremendous

resources and advantages for those who invest and manufacture goods here. Through SelectUSA, our nation

works to encourage and facilitate business investment. To learn more about why the USA is the best country in

the world to develop technology, manufacture products, and grow your business, visit SelectUSA.0.__ov.

[R103 (Rev. 10/09)
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PTO/SB/30 (07-09)
Approved for use through 07/31/2012. OMB 0651-0031

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paervvork Reduction Act of 1995. no ersons are reuired to resond to a collection of information unless it contains a valid OMB control number.

Request Application Number 13/6831417
for

Continued Examination (RCE) F'"“9 Daie N°Ve'"ber21’2°12
Transmittal First Named Inventor James 3- Baidassarre

Address to: An Unit 1613
Mail Stop RCE

Commissioner for Patents ErnSt V. ArnoldP.O. Box 1450

Alexandria, VA 22313-1450 Attorney Docket Number 26047-0003008

This is a Request for Continued Examination (RCE) under 37 CFR1 .114 of the above-identified application.
Request for Continued Examination (RCE) practice under 37 CFR 1.114 does not apply to any utility or plant application filed prior to June 8,
1995, or to an desi n a lication. See Instruction Sheet for RCEs not to be submitted to the USPTO on a e 2.

1. Submission required under 37 CFR 1.1 14| Note: If the RCE is proper, any previously filed unentered amendments and
amendments enclosed with the RCE will be entered in the order in which they were filed unless applicant instructs otherwise. If
applicant does not wish to have any previously filed unentered amendment(s) entered, applicant must request non—entry of such
amendment(s).

a. El Previously submitted. If a final Office action is outstanding, any amendments filed after the final Office action may beconsidered as a submission even if this box is not checked.

El Consider the arguments in the Appeal Brief or Reply Brief previously filed on

El Amendment/Reply iii. E Information DisclosureStatement(lDS)
Petition to Withdraw from Issuance,

QPIDS Form SB09, and four

ii. I: Affidavit(s)IDec|aration(s) '. E Otherreferences
2. Miscellaneous

Suspension of action on the above-identified application is requested under 37 CFR 1.103(0) for a

El period of months. (Period of suspension shall not exceed 3 months; Fee under 37 CFR 1.17(i) required)
a.

b. C‘ Other

The RCE fee under 37 CFR 1.17(e) is required by 37 CFR 1.114 when the RCE is filed.
The Director is hereby authorized to charge the following fees any underpayment of fees or credit any overpayments to

a. E DepositAccountNo.O6-1050.

i. IXI RCEfee required under37 CFR1.17(e)

ii i:i Extension of time fee (37 CFR 1.136 and 1.17)

in IE other any deficiencies

b. E‘ Check in the amount of $ enciosed

(2. El Payment by credit card (Form PTO-2038 enclosed)
WARNING: Information on this form may become public. Credit card information should not be included on this form. Provide credit
card information and authorization on PTO-2038.

SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT REQUIRED

Signature /Janis K. Fraserl April 11, 2013
Name (Print/Type) Janis K. Fraser, Ph.D., J.D. 34,819

This collection of information is required by 37 CFR 1.114. The information is required to obtain or retain a benefit by the public which is to file (and by the USPTO
to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to take 12 minutes to complete,
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on
the amount of time you require to complete this form and/or suggestions for reducing this burden. should be sent to the Chief Information Officer. U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS
ADDRESS. SEND TO: Mail Stop RCE, Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

Ifyou need assistance in completing the form, call 1-800-PTO-9199 and select option 2.

American LegalNet. Inc.mxnv. E‘ 1';>_I_l_c_E__l1_>:z«;.t_L>_I_I1 *.‘.
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PTOlSBl0Ba (01-10)Doc code: IDS. . . . . A df th h 07/31/2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed U_S_ Patent and Tragzrgzfk o°fE::eU_:l|3iiEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Number 13683417

First Named Inventor Baldassarre

Art Unit

Examiner Name Ernst V. Arnold

Attorney Docket Number 26047—0O03008

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Not for submission under 37 CFR 1.99)

U .S.PATENTS Re-m°Ve

Pages,Co|umns,Lines where

Relevant Passages or Relevant
Figures Appear

Name of Patentee or Applicant
Issue Date of cited Document

If you wish to add additional U.S. Patent citation information please click the Add button.

U.S.PATENT APPLICATION PUBLICATIONS

Pages,Co|umns,Lines where
Relevant Passages or Relevant
Figures Appear

Publication Kind Publication Name of Patentee or Applicant
Code1 Date of cited Document

If you wish to add additional U.S. Published Application citation information please click the Add button. Add

FOREIGN PATENT DOCUMENTS R9m°V9

Pages,Co|umns,Lines
where Relevant

Passages or Relevant
Figures Appear

Name of Patentee or

Applicant of cited
Document

Foreign Document Kind Publication
Number3 Code4 Date

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS R9m°V9

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item

(book, magazine, journal, serial, symposium, catalog, etc), date, pages(s), volume-issue number(s),
publisher, city and/or country where published.

Examiner Cite
Initials‘ No

EFS Web 2.1.17
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