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Application Number 12350111

Filing Date 2009-01-07

First Named Inventor Bruce SCHARSCHMIDT

_ _ Art Unit 1651
(Not for submission under 37 CFR 1.99)

Tiffany Maureen GOUGH
Attorney Docket Number 79532.8001.US01

DIAZ, G.A., et al., "Phase 3 Blinded, Randomized, Crossover Comparison of Sodium Phenylbutyrate (NaPBA) and
Glycerol Phenylbutyrate (GPB): Ammonia (NH3) Control in Adults with Urea Cycle Disorders (UCDs)," Mol. Genet.
Metab_ 1021276, Society of Inherited Metabolic Disease (SMID) Abstract.

GHABRIL, M., et al., "Glycerol Phenylbutyrate (GPB) Administration in Patients with Cirrhosis and Episodic Hepatic
Encephalopathy (HE)," accepted for presentation at Digestive Disease Week, 2012.

LEE, B., et al., "Phase 2 Comparison of a Novel Ammonia Scavenging Agent with Sodium Phenylbutyrate in Patients
with Urea Cycle Disorders: Safety, Pharmacokinetics and Ammonia Control," Mol. Genet. Metab_ 100:221—228 (2010).

L|CHTER—KONECK|, U., et al., "Ammonia Control in Children with Urea Cycle Disorders (UCDs); Phase 2 Comparison
of Sodium Phenylbutyrate and Glycerol Pheny|butyrate," Mol. Genet. Metab_ 103323-329 (2011).

MCGUIRE, B. M., et al., "Pharmacology and Safety of Glycerol Phenylbutyrate in Healthy Adults and Adults with
Cirrhosis," Hepatology 51 :2077-2085 (2010).

If you wish to add additional non-patent literature document citation information please click the Add button Add

EXAMINER SIGNATURE

‘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.

I 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.‘l6 if possible. 5 Applicant is to place a check mark here i
English language translation is attached.
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( Not for submission under 37 CFR 1.99)
Tiffany Maureen GOUGH

Attorney Docket Number 79532_8001_US01 
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 1.9"/'(e)(1).

OR

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

El 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 1.9"/'(e)(2).

:| See attached certification statement.

XI Fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

:| None
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 {Patrick D. Morris! Date (YYYY-MM-DD) 2012-02-22

Name/Print Patrick D. Morris Registration Number 53,351

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.

EFSWeb2.1.1T 630
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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 underthe 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 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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_ _ Application No. Applicant(s)
Advisory Action 12/350,111 SCHARSCHMIDT, BRUCE

Before the Filing of an Appeai Brief Examiner
TIFFANY GOUGH

--The MAILING DATE of this communication appears on the cover sheet with the correspondence address --

THE REPLY FILED 21 February 2012 FAILS TO PLACE THIS APPLICATION IN CONDITION FOFI ALLOWANCE.
NO NOTICE OF APPEAL FILED

1. E The reply was filed after a final rejection. No Notice of Appeal has been filed. To avoid abandonment of this application, applicant must timely file
one of the following replies: (1) an amendment, affidavit, or other evidence, which places the application in condition for allowance;
(2) a Notice of Appeal (with appeal fee) in compliance with 37 CFR 41.31: or (3) a Request for Continued Examination {ROE} in compliance with
3? CFFI 1.114 if this is a utility or plant application. Note that FtCEs are not pennitted in design applications. The reply must be filed within one of
the following time periods:

a} E The period for reply expires 1months from the mailing date of the final rejection.
b) D The period for reply expires on: (1) the mailing date of this Advisory Action: or (2) the date set forth in the final rejection, whichever is later.

In no event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the final rejection.

c} D A prior Advisory Action was mailed more than 3 months after the mailing date of the final rejection in response to a first after—final reply filed
within 2 months of the mailing date of the final rejection. The current period for reply expires months from the mailing date of
the prior Advisory Action or SIX MONTHS from the mailing date of the final rejection, whichever is earlier.

Examiner Note: If box 1 is checked, check either box (at, (b) or (c). ONLY CHECK BOX (bl WHEN THIS ADVISORY ACTION IS THE
FIRST RESPONSE TO APPL|CANT’S FIRST AFTER-FINAL REPLY WHICH WAS FILED WITHIN TWO MONTHS OF THE FINAL

REJECTION. ONLY CHECK BOX ic) IN THE LIMITED SITUATION SET FORTH UNDER BOX ic). See MPEP 706.0?{f].

Extensions of time may be obtained under 3? CFR 1.136(a). The date on which the petition under 3? CFR 1.136[a} and the appropriate
extension fee have been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The
appropriate extension fee under 37 CFR 1.17(a} is calculated from: (1) the expiration date of the shortened statutory period for reply originally
set in the final Office action; or (2) as set forth in (b) or (c) above. if checked. Any reply received by the Office later than three months after the
mailing date of the final rejection, even if timely filed. may reduce any earned patent term adjustment. See 37 CFFI 1.704(b).
NOTICE OF APPEAL

2. I] The Notice of Appeal was filed on . A brief in compliance with 37 CFFI 41.37 must be filed within two months of the date of filing the
Notice of Appeal (3? CFFI 41 .37(a)). or any extension thereof (3? CFFI 41 .3?(e)), to avoid dismissal of the appeal. Since a Notice of
Appeal has been filed, any reply must be filed within the time period set forth in 3? CFR 41 .3?( }.

AMENDMENTS

3. E The proposed amendments filed after a final rejection, but prior to the date of filing a brief, will n_ot be entered because
a) E They raise new issues that would require further consideration andior search (see NOTE below);
b) D They raise the issue of new matter (see NOTE below);
c} D They are not deemed to place the application in better form for appeal by materially reducing or simplifying the issues for

appeal: andior

d) El They present additional claims without canceling a corresponding number of finally rejected claims.
NOTE: . (See 37 CFR 1.116 and 41 .33( I).

4. E] The amendments are not in compliance with 3? CFR 1.121. See attached Notice of Non-Compliant Amendment (PTOL-324).

5. El Applicant's reply has overcome the following rejection(s):j

6. E] Newly proposed or amended claims)_would be allowable it submitted in a separate, timely filed amendment canceling the non-
allowable claimisj.

7. X For purposes of appeal, the proposed amendmentisjt (a) B will not be entered. or (b) [I will be entered, and an explanation of how the
new or amended claims would be rejected is provided below or appended.

AFFIDAVIT OR OTHER EVIDENCE

8. E The affidavit or other evidence filed after final action, but before or on the date of filing a Notice of Appeal will n_ot be entered because
applicant failed to provide a showing of good and sufficient reasons why the affidavit or other evidence is necessary and was not earlier
presented. See 37 CFFI 1.116[e).

9. CI The affidavit or other evidence filed after the date of filing the Notice of Appeal. but prior to the date of filing a brief, will n_ot be entered
because the affidavit or other evidence failed to overcome a_H rejections under appeal andior appellant fails to provide a showing of good
and sufficient reasons why it is necessary and was not earlier presented. See 3? CFR 41 .33(d)(1).

10. El The affidavit or other evidence is entered. An explanation of the status of the claims after entry is below or attached.
REQUEST FOR FIECONSIDEFIATIONIOTHEFI

1 1. E The request for reconsideration has been considered but does NOT place the application in condition for allowance because:
See Continuation Sheet.

12. El Note the attached Information Disclosure Statementisj. [PTOiSB.r‘08j Paper No( ).
13. El Other: .

TATUS OF CLAIMS

14. The status of the c|aim(s) is (or will be) as follows:

C|aim(s) allowed:
C|aim(s) objected to: .
Claim(s} rejected: 1,2,4,6-8.11.30-35.3?-39, 41-45.

Claimis) withdrawn from consideration:

iRuth A. Davis’

Primary Examiner, Art Unit 1651

US. Patent and Trademark OfficePTOL-303 (Rev. 09-2010) Advisory Action Before t Ing of an Appeal Briet Pan of Paper No. 20120319
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Continuation Sheet (PTOL-303) Application No. 12!350,1 11

Continuation of 11. does NOT place the application in condition for allowance because: Applicants claim amendments , particularly claims
1, 6, 7. 8 and 38 require further search and consideration as the new claim amendments have not been previously considered. The claim
amendments significantly alter applicants previously claimed invention. While applicants affidavit and other evidence has been considered,
the newly claimed invention requires a new search and consideration.
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DO NOT ~'.NT «IR

/ TMG Examiner lx§a§ri1e/y D1-ct. No. 79532.8(}{)l.US{)l
3 / 1 9 / 2 O 1 2

PATENT

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re the Application of:

Examiner: GOUGH, Tiffany Maureen

SCHARSCHMIDT, Bruce

Group Art Unit: 1651
Serial No.: l2.’350,lll

Docket No.: 795328001 .US0l

Filed: January 7, 2009
I hereby certify that [his correspondence [along with any referred
to as being altached or enclosnidl is being deposited wilh the

F01’: US. Palenl and Trademark (_)”-[IE6 this 2 I sl day of Fehmary

2011 via L-Ll-S—Wcb ]_-Llcctronic 1-'iling.

."(follccn Kirchner!
Cullccn Kirchncr

AMENDMENT AND RESPONSE

Mail Stop Amendment
Commissioner fo1' Patents

P.0. Box 1450

Alexandria, VA 22313-1450

Sir:

The following is in response to the Final Office Action mailed November 18, 2011

for the above-identified application.

Amendments to the claims begin on page 2.

Remarks begin on page 6.

Conclusion begins on page 16.

99999—0396fl.EGAl 2'."-1.350493 _l 5
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Electronic Acknowledgement Receipt

Application Number: 12350111

International Application Number:

Confirmation N um ber:

Title of Invention: METHODS OF TREATMENT USING AMMONIA-SCAVENGING DRUGS

First Named |nventor!Applicant Name: Bruce SCHARSCHNIIDT

Customer Number: 34055

Filer: Patrick D. Morris/Colleen Kirchner

Filer Authorized By: Patrick D. Morris

Attorney Docket Number: 643982000100

Receipt Date: 11—APR—201 2

Filing Date: 07-JAN-2009

Time Stamp: 13:15:51

Application Type: Utility under 35 USC 111(a]

Payment information:

Submitted with Payment yes

Payment Type Deposit Accou nt

Payment was successfully received in RAM 5745

RAM confirmation Number 10338 
Deposit Accou nt 502586

Authorized User

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.Fi. Section 1.17 [Patent application and reexamination processing fees)

Charge any Additional Fees required under 37 CFR. Section636[Miscel|aneous fees and charges]
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File Listing:

Document File Size(Bytesli'

Number Document Description File Name Message Digest
16285

Miscellaneous Incoming Letter SEAssertion.pdf
IEKSO 3-! 51 ifIJ'J8(:rII-Ir1LM|?§3c:r1i’tIIt-Ifaflfi

h I 149

Warnings:

Info rmation:

Request for Continued Examination
[RC E) b«I.iJU2d8}' 34113 |L|:.LII.i-L-l‘.l2:_-81'6dL|fu(:aIr_-.1‘.-‘I

I1-'1I7h

62?091 I

Warnings:

Info rmation:

Extension of 1"ime ExtofTime.pdf
lab;-';Il]dli'.!I£l]2LI';‘.i|9i.".€b51.!lt_-dlJci:92lJ1

111)?

Warnings:

Info rmation:

Fee Worksheet [SB06] fee—info.pdf
b1d12i';n‘)f>-lfJfl.i-'I1‘JL’%!5J2b41¢1r1LJ61l2II‘J|

59:13

Warnings:

Info rmation:

Total Files Size (in bytes] 689003

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

Ifa 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 ofthe application.

National Stage of an International Application under 35 U.S.C. 371

Ifa 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 asa Receiving Office

Ifa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP1810], a Notification of the International Application Number

and ofthe International Filing Date (Form PCTi‘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. 79532.8001.USO1

PATENT

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of: Bruce SCHARSCHMIDT Confirmation No.: 6290

Application No.: 12/350,111 Art Unit: 1651

Filed: January 7, 2009 Examiner: Tiffany Maureen
GOUGH

For: METHODS OF TREATMENT USING

AMMONIA-SCAVENGING DRUGS

PETITION FOR TWO-MONTH EXTENSION OF TIME

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Sir:

Applicant petitions for a Two-Month Extension of Time in which to respond to the

outstanding Final Office Action mailed November 18, 2011, extending the period for

response to April 19, 2012.

I2 Fee (37 CFR § 1.17(a) (2)): E] Small Entity: $280.00.

E The Commissioner is hereby authorized to charge the requisite fee to Deposit
Account No. 50-2586.

IZ Applicant petitions for an additional Extension of Time if necessary for timely

filing of this petition and enclosures.

IZ Please charge any underpayment for timely consideration of this paper to

Deposit Account No. 50-2586.

Respectfully submitted,
Perkins Coie LLP

Date: April 11, 2012 /Patrick D. Morris/

Patrick D. Morris, Ph.D.

Registration No. 53,351

Correspondence Address:
Customer No. 34055

Perkins Coie LLP

Patent — LA

P.O. Box 1208

Seattle, WA 98111-1208

Phone: (310) 788-9900

Fax: (206) 332-7198

r9532-3001 .US01lLEGAL23363330.1 63 8
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PTO.I'SBI'06 (0?-06‘:
Approved for use through ‘II‘31I200?. OMB 0651-0032

U.S. Patent and Trademark Office: US. DEPARTMENT OF COMMERCE
Under the Pa rwork Reduction Act of 1995. no ersons are re uired to res ond to a collection of information unless it dis la 5 a valid OMB control number.

PATENT APPLICATION FEE DETERMINATION FIECOFID Appllcallo” OI D°°l‘el l‘l”ml3e' l:l"”9 Dale
Substitute for Form PTO—8?'5 13350.1 T1 01 307112009 D T0 be Mailed

APPLICATION AS FILED — PART I OTHEFI THAN

{Column 1) ( SMALL ENTITY

M NUMBER EEED NUMBER EXTRA

3 BASIC FEE NyA NIASTCFFI 1.163. b_0l' C

III sEARcH FEE
3? CFR 1.16 K . I . or mI' NTA NIIIA

D EXAMINATION FEE3?CFR 1.160. 0 .or 3
TOTAL CLAIMS
3? CFR l.l6i

INDEPENDENT CLAIMS
3? CFR 1.16 h

If the specification and drawings exceed 100
sheets of paper, the application size fee due

DAPPLICATION SEE FEE is $250 ($125 for small entity) for each
(37 CPR Halslq additional 50 sheets or fraction thereof. See

35 U.S.C. 41 a 1 G and 37 CFFI1.16 5.

El MULTIPLE DEPENDENT CLAIM PREsENT (:3? cFR 1.150)}
' II the GIITBTBTIOQ in COIUl"l'II"I 1 is I983 than ZQTO. enter "0" in COIIJl"l'II"I 2.

APPLICATION AS AMENDED — PART II

OTHER THAN

(Column 1‘; (Column 2) (Column 3} SMALL ENTITY SMALL ENTITY
CLAIMS HIGHEST
REMAINING NUMBER ADD T ONA ADD TIONA

0431132012 AFTER PREVIOUSLY FEEl($l} L RATE l$l FEE ($1 LAMENDMENT PAID FOFI

37-'CFRI.l6|1l

I:I Application size Fee (3? CFR 115(5))

X 0'1

Minus X (.0

I—
2
Lu
2
CI
2
LIJ
2
<1

FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (3? CFR 1 ‘I6[j}]

(Column 2) (Column 3}
CLAIMS HIGHEST

REMAINING NUMBER ADDITIONAL

Al-TIER PREVIOUSLY FEE ($}AMENDMENT PAID FOR

l.16Ii

ADDITIONAL

RATE “Bl FEE is)

)< {D
II X V1 II

Independent
3rcFR I.l6l1tt Mlnus

)< {D
II X V1 II

El Application Size Fee (3? CFR 1.16{s‘IJAMENDMENT
E FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM I3? CFR1 16tj}J

* If the entry in column 1 is less than the entry in column 2. write "0" in column 3. Legal Instrument Examiner:
" If the “Highest Number Previously Paid For" IN THIS sPACE is less than 2:]. enter '20". FLORENCE PMTERSONI
""“ If the “Highest Number Previously Paid Fof' IN THIS SPACE is Iess than 3. enter "3".

The “Highest Number Previously Paid For" (Total or Independent) is the highest number found in the appropriate box in column 1.
This collection of information is required by 3? CFR 1.16. 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 3? CFR 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 andlor suggestions for reducing this burden. should be sent to the Chief Information Officer. U.S. Patent and Trademark Office. US.
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.

tfyou need assistance in completing the font}. call t—800—PTO—9t99 and select option 2‘.
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Electronic Patent Application Fee Transmittal

Application Number: 12350111

Filing Date: 07-Jan-2009

Title of Invention: METHODS OF TREATMENT USING AMMONIA-SCAVENGING DRUGS

First Named lnventormpplicant Name: Bruce SCHARSCHMIDT

Attorney Docket Number: 643982000100

Filed as Small Entity

Utility under 35 USC 1 1 1(a) Filing Fees
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Description Fee Code Quantity Amount Usms}

Basic Filing:
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Petition:
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Docket No.: 79532.8001.USO1

(PATENT)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of: Bruce SCHARSCHMIDT Confirmation No.: 6290

Application No.: 12f350,111 Art Unit: 1651

Filed: January 7, 2009 Examiner: Tiffany Maureen
GOUGH

For: METHODS OF TREATMENT USING

AMMONIA-SCAVENGING DRUGS

ASSEHTION OF SMALL ENTITY STATUS 37 C.F.Fl. § 1.27[C)j1[

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Commissioner:

The above-identified patent application was filed as a large entity. Following a

determination under 37 C.F.R §§ 1.27(a) and (f), the undersigned attorney of record

states that the application is now entitled to small entity status due to the assignment of

the application from Ucyclyd Pharma, Inc. to Hyperion Therapeutics, Inc. The

assignment was recorded on April 9, 2012, at reel 028014, frame 0894.

Respectfully submitted,

Perkins Coie LLP

Dated: April 11, 2012 /Patrick D. Morris/

Patrick D. Morris, Ph.D.

Registration No. 53,351

Correspondence Address:
Customer No. 34055

Perkins Coie LLP

Patent — LA

P.O. Box 1208

Seattle, WA 98111-1208

Telephone: (310) 788-9900

Facsimile: (206) 332-7198

79532-800] .USflli'L]_".GAL2322l573.l
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PTOISEIISDEFS (0510?)
Approved for use through 11i3DI2007. OMB 0651-D031

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.

REQUEST FOR CONTINUED EXAMINATION(RCE)TRANSMlTTAL

(Submitted Only via EFS-Web)

Ap'°"°a“°" 12/350,111 Fmng 2009-01-07 E.)°°ket .N”””be' 79532.8001.USO1 Art. 1651
Number Date (If applicable) Unit

First Named Bruce Scharschmidt Examiner Tiffany Maureen GoughInventor Name

This is a Request for Continued Examination (RCE) under 37 CFR 1.1 14 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 any design application. The Instruction Sheet for this form is located at WWW.USPTO.GOV

SUBMISSION REQUIRED UNDER 37 CFR1.114

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).

Previously submitted. If a final Office action is outstanding, any amendments filed after the final Office action may be considered as asubmission even if this box is not checked.

I: Consider the arguments in the Appeal Brief or Reply Brief previously filed on

'2 other Amendment and Response to Final Office Action and Declaration of Bruce Scharschmidt filed February 21, 2011

|:| Enclosed

|: AmendmentlRep|y

|: Information Disclosure Statement (IDS)

|: Affidavit(s)/ Dec|aration(s)

|: Other

MISCELLANEOUS

El Suspension of action on the above-identified application is requested under 37 CFR 1.103(0) for a period of months(Period of suspension shall not exceed 3 months; Fee under 37 CFR 1.17(i) required)

|:| Other

FEES

The RCE fee under 37 CFR 1.1T(e) is required by 37 CFR 1.114 when the RCE is filed.

The Director is hereby authorized to charge any underpayment of fees, or credit any overpayments, to
Deposit Account No 502585

SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT REQUIRED

Patent Practitioner Sig nature

|:| Applicant Signature

644
EFS — Web 2.0.2



645

PTOISEIISDEFS (0510?)
Approved for use through 11i30i2007. 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.

Signature of Registered U.S. Patent Practitioner

 /Patrick D. Morris] Date (YYYY-M M-DD) 2012-04-11
Name Patrick D. Morris Registration Number 53351

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 andior 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.

if you need assistance in completing the form, cali 1-800-PTO-9199 and select option 2.
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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.

2. 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.

3. 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.

4. 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).

5. 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.

6. 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)).

7. 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.

8. 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.

9. 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 Number 12350111

Filing Date 2009-01-07

INFORMATION DISCLOSU RE First Named Inventor Bruce SCHARSCHMIDT

STATEMENT BY APPLICANT Art Unit [1651
( Not for submission under 37 CFR 1.99)

Examiner Name Tiffany Maureen GOUGH

Attorney Docket Number |T9532_8001_USU1
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Application Number 12350111 123501 ‘I ‘I - GAL}; 1651

Filing Date 200001-07

INFORMATION DISCLOSU RE First Named Inventor Bruce SCHARSCHMIDT

STATEMENT BY APPLICANT An Unit |1651
( Not for submission under 37 CFR 1.99] E _ N Tfia M GOUGHaminer ame I ny aureen

Attorney Docket Number I ?9532.8001.US01

DIAZ. G.A.. et al., "Phase 3 Blinded. Randomized, Crossover Comparison of Sodium Phenylbutyrate {NaPBA) and
Glycerol Phenylbutyrate {GPB): Ammonia {N H3) Control in Adults with Ure 'sorders (UCDs)," Mol. Genet.
Metab. 102.276, Society of Inherited Metabolic Disease (SMIDJ Abstract. 23? '3

GHABRIL, M., et aI., "Glycerol Phenylbutyrate {G PB] Administration in Patients with Cirrhosis and Episodic Hepatic
Encephalopathy (HE),“ accepted for presentation at Digestive Disease Week, 2012.

LEE, B., et al., "Phase 2 Comparison of a Novel Ammonia Scavenging Agent with Sodium Phenylbutyrate in Patients

with Urea Cycle Disorders: Safety, Pharmacokinetics and Ammonia Control," Mol. Genet. Metab. 100:221-228 (2010).

L|CHTER—I(ONECK|, U., et al., "Ammonia Control in Children with Urea Cycle Disorders (UCDS); Phase 2 Comparison
of Sodium Phenylbutyrate and Glycerol Phenylbutyrate," Mol. Genet. Metab. 103323-329 (2011).

 
5 MCGUIRE. B. M. et al.. "Pharmacology and Safety of Glycerol Phenylbutyrate in Healthy Adults and Adults with El

Cirrhosis," Hepatology 51:20}?-2035 (2010).
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Application No. Applicant(s)

12i35o,111 SCHARSCHMIDT, sauce

Office Action Summary Examiner M Uni,

TIFFANY GOUGH 1651

-- 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 § 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 ol 3? CFR 1.136{a). In no event. however. may a reply be timely filed

after SIX (6) MDNTH8 from the mailing date of this communication.
— ll 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 [or reply will. by statute. cause the application to become ABANDONED (35 U.S.C_ § 133).

Any reply received by the Ollice later than three months after the mailing date ol this communication. even if timely tiled. may reduce any
earned patent term adjustment. See 3? CFR 1_?04(b)_

Status

1) Responsive to communication(s) filed on 4/1 1/12 and 2/21/12.

2a)I:| This action is FINAL. 2o)® This action is non-final.

3)|:I 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.

4)I:I 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 CC. 213.

Disposition of Claims

5)|Z C|aim(s) 1 2 4 6-8 11' 30-35 37-39 and 41-45 isiare pending in the application.

5a) Of the above claim(s) isfare withdrawn from consideration.

6)I:I C|aim(s)_ isiare allowed.

7) C|aim(s) 1 2 4 6-8 11 30-35 37-39 and 41-45 isiare rejected.

8)I:I Claim(s)j isiare objected to.

9)|:I Claim(s) Zare subject to restriction andior election requirement.

 

 

Application Papers

10)I:I The specification is objected to by the Examiner.

11)I:I The drawing(s) filed on islare: a)[: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 sheetisj including the correction is required if the drawing(s) is objected to. See 3? CFR 1.121(d}.

12)I:I The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO—152.

Priority under 35 U.S.C. § 1 19

13)I:I Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).

a)I:I All b)I:I Some * c)I:l 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: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(a)).

* See the attached detailed Office action for a list of the certified copies not received.

Atlachment(s)

1) D Notice of References Cited (PTO—892) 4) I] Interview Summary (PTO—413}

2) D Notice of Draflsperson’s Patent Drawing Review (PTO—948} P3P_F-‘F NOISVMBII D319 _ _
3) E Information Disclosure Statementlsj (PTOISBIOS) 5} I:l N01|C9 07 Informal Patent APPIICBUOU

Paper No(s)i'lt.-1ai| Date 2:22/2012. 6) El Other: .
US. Patent and Trademark Office

PTOL-326 (Rev. 03-11} Office Action Summary Part of Paper No.l'Mail Date 20120612
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Application/Control Number: 121350111 Page 2

Art Unit: 1651

DETAILED ACTION

Continued Examination Under 37 CF}? 1. 114

A request for continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this

application is eligible for continued examination under 37 CFR 1.114, and the fee set

forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action

has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on

4/11/2012 has been entered. Applicants Declaration filed 2/21/2012 and IDS filed

2/22/2012 have been entered and considered.

Claims 1, 2, 4, 6-8, 11, 30-35, 37-39, 41-45 are pending and have been

considered on the merits herein.

Withdrawn Rejections

The previous rejection of claims 1-4, 6-8, 10, 11, 30-44 provisionally rejected on

the ground of nonstatutory obviousness-type double patenting as being unpatentable

over claims 1-14 of copending Application No. 13061509 is withdrawn in light of

applicants filing of Express Abandonment of 13061509 on 2/29/2012.

The previous rejections under 35 U.S.C. 102(b) as being anticipated by the

Brusilow references are withdrawn in light of applicants claim amendments.
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Application/Control Number: 12.r35o,111 Page 3

Art Unit: 1651

Claim Rejections - 35 USC § 101'

35 U.S.C. 101 reads as follows:

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the
conditions and requirements oi this title.

Claim 1 is rejected under 35 U.S.C. 101 because the claimed invention is

directed to non—statutory subject matter. The claim is drawn to a method comprising

steps (a) and (b) which are mental steps and are drawn to calculating and determining

based on arbitrary amounts. The “target" outputs are whatever one of skill wants them

to be and there is no claimed means to characterize the arbitrary amounts, therefore

any value applies. These steps are considered to be non—|imitations and mental steps.

Further, the "wherein the effective initial dosage is calculated based on a mean

conversion..." would involve nothing more than looking up a conversion and dosage on

a graph. The claim as a whole is drawn to laws of nature and simply tells one to

determine, in some manner, an arbitrary target PAGN output based upon an arbitrary

target nitrogen output and using unpatentable laws of nature to calculate an effective

initial dosage, i.e. reconsider drug dosage, in light of natural laws and since these non-

limitations add nothing specific to laws of nature other than what is well-understood,

routine and conventional activity previously engaged by those in the field, the effect is

simply to tell one to apply laws of nature, somehow, with some amount when treating

patients. There is no actual active step in applicants claimed invention. The term

"determining" in the claim is used as a highly general language using any process such

as a mental step or those which are well-known, routine and conventional in the art to
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Application/Control Number: 12f350,111 Page 4

Art Unit: 1651

correlate an arbitrary amount to another. See 101 USPQ2d 1961 Mayo Collaborative

Services v. Prometheus laboratories Inc.

Claim Rejections - 35 USC § 112

The following is a quotation of the first paragraph of 35 U.S.C. 112:

The specification shall contain a written description of the invention, and of the manner and process of

making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall

set forth the best mode contemplated by the inventor of carrying out his invention.

Claims 1 and 6 are rejected under 35 U.S.C. 112, first paragraph, as falling to comply

with the written description requirement. The claim(s) contains subject matter which

was not described in the specification in such a way as to reasonably convey to one

skilled in the relevant art that the inventor(s), at the time the application was filed, had

possession of the claimed invention. The claims are drawn to (a) determining a target

PAGN output based on a target nitrogen output and calculating an effective initial

dosage. Insertion of the limitation “...determining a target PAGN output based on a

target nitrogen output and calculating an effective initial dosage" does not have support

in the as—filed specification. The insertion of this limitation is a new concept because it

neither has literal support in the as-filed specification by way of generic disclosure, nor

are there specific examples of the newly limited genus which would show possession of

the concept of the use of determining a target PAGN output based on a target nitrogen

output and calculating an effective initial dosage. This is a matter of written description,

not a question of what one of skill in the art would or would not have known. The

material within the four corners of the as—fi|ed specification must lead to the generic
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Application/Control Number: 12f350,111 Page 5

Art Unit: 1651

concept. If it does not, the material is new matter. Declarations and new references

cannot demonstrate possession of a concept after the fact. Thus, the insertion of

“...determining a target PAGN output based on a target nitrogen output and calculating

an effective initial dosage” is considered to be the insertion of new matter for the above

reasons.

Claim Rejections - 35 USC § 103

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all

obviousness rejections set forth in this Office action:

(a) A patent may not be obtained though the invention is not identically disclosed

or described as set forth in section 102 of this title, if the differences between the

subject matter sought to be patented and the prior art are such that the subject
matter as a whole would have been obvious at the time the invention was made

to a person having ordinary skill in the art to which said subject matter pertains.

Patentability shall not be negatived by the manner in which the invention was
made.

Claims 1, 2, 4, 6-8, 11, 30-35, 37-39, 41-45 are rejected under 35 U.S.C. 103(a)

as being unpatentable over each of Brusilow (Ped. Fles., 1991), Brusilow (1995), and

Brusilow et al. (Metabolism, 1993) in view of ClinicalTrial.gov archi (NCTO055120,

2007), Kasumov et al (Drug Metab, and Disp, 2004) and Brusilow (US6083984,

US5968979).

Applicant claims a method to determine an effective dosage of a phenylacetic

acid (PAA) prodrug selected from phenylbutyric acid (PBA) or a pharmaceutically
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Application/Control Number: 12f350,111 Page 6

Art Unit: 1651

acceptable salt thereof for a patient in need of treatment for a nitrogen retention

disorder, i.e. urea cycle disorder, comprising (a) determining a target PAGN output

based upon a target nitrogen output and (b) calculating an effective initial dosage of

PAA prodrug that results in the target urinary PAGN output, wherein the effective initial

dosage is calculated based on a mean conversion of PAA prodrug to urinary PAGN of

60-75%. Applicant further claims administering the effective initial dosage to a patient.

Brusilow (‘91 ) teaches a method to determine an effective dosage of a

phenylacetic acid (PAA) prodrug selected from phenylbutyric acid (PBA) or a

pharmaceutically acceptable salt thereof for a patient in need of treatment for a nitrogen

retention disorder, i.e. urea cycle disorder, which comprises monitoring the effect of a

dosage of the prodrug in a patient to whom the prodrug has been administered, wherein

monitoring the effect comprises determining the patient‘ 5 urinary phenylacetyl

glutamine (PAGN) output; and determining from the urinary PAGN output adjust the

effective dosage of the prodrug to produce a desired ammonia scavenging effect

(abstract, p. 14?, whole page-p. 149, tables 2, 3, results and discussion section, see

entire document). Brusilow teaches calculating the dosage of prodrug based on a

utilization efficiency for prodrug conversion into PAGN of about 80% and calculating the

dosage of the PAA prodrug based on multiple factors including the patient's dietary

protein intake and the patient's residual urea synthesis capacity as well as a patients

dietary nitrogen (results section, p. 148, whole page, p. 149, 5"‘ paragraph). Brusilow

also teach measuring urinary creatinine in addition to urinary PAGN (p. 148, 2nd

column, 15‘ full paragraph). Brusilow determine an effective dosage of sodium
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phenylbutyrate for treating and maintaining UCD’s based on PAGN conversion.

Brusilow teach that the appropriate does will be a function of dietary nitrogen and

nitrogen retention (p. 1472"“ col., 2"“ paragraph, 5"‘ paragraph, p. 149, 5"‘ paragraph, p.

148, results section, 15‘ paragraph).

Brusilow (’95) teaches a method to determine an effective dosage of a

phenylacetic acid (PAA) prodrug selected from phenylbutyric acid (PBA) or a

pharmaceutically acceptable salt thereof for a patient in need of treatment for a nitrogen

retention disorder, i.e. urea cycle disorder and encephalopathy, which comprises

monitoring the effect of a dosage of the prodrug in a patient to whom the prodrug has

been administered, wherein monitoring the effect comprises determining the patient‘ s

urinary phenylacetyl glutamine (PAGN) output; and determining from the urinary PAGN

output adjust the effective dosage of the prodrug to produce a desired ammonia

scavenging effect (p.293, p. 300, p.302-306). Brusilow teaches calculating the effect of

the dosage of prodrug based on multiple factors including the patient's dietary protein

intake and the patient's residual urea synthesis capacity and teach a decrease of

plasma levels of ammonium (p.305). Brusilow also teach measuring urinary creatinine

in addition to urinary PAGN (p. 293 last paragraph). Brusilow determine an effective

dosage of sodium phenylbutyrate for treating and maintaining UCD’s and

encephalopathy based on PAGN conversion (p. 303-306).

Brusilow (‘93) teaches a method to determine an effective dosage of a

phenylacetic acid (FAA) prodrug selected from phenylbutyric acid (PBA) or a

pharmaceutically acceptable salt thereof for a patient in need of treatment for a nitrogen

656



657

Application/Control Number: 12f350,111 Page 8

Art Unit: 1651

retention disorder, i.e. urea cycle disorder, which comprises monitoring the effect of a

dosage of the prodrug in a patient to whom the prodrug has been administered, wherein

monitoring the effect comprises determining the patient‘ s urinary phenylacetyl

glutamine (PAGN) output; and determining from the urinary PAGN output adjust the

effective dosage of the prodrug to produce a desired ammonia scavenging effect

(abstract, p.1336, p. 1337,materials and Methods, results, Discussion, see entire

document). Brusilow teaches calculating the dosage of prodrug based on a utilization

efficiency for prodrug conversion into PAGN of about 92% and calculating effect of the

PAA prodrug based on multiple factors including the patient‘s dietary protein intake and

the patient‘s residual urea synthesis capacity (p. 1337, materials and methods).

Brusilow determine an effective dosage of sodium phenylbutyrate for treating and

maintaining UCD’s based on PAGN conversion (discussion section). Brusilow teach that

the patient‘s ammonia levels returned to normal (p. 1337, Fiesults section, last full

paragraph). Brusilow teach measuring daily nitrogen intake and calculating dosage

based upon nitrogen intake and PAGN output (p. 1337, Results section and Table 1).

Each of the Brusilow references teach a method to determine an effective

dosage of a phenylacetic acid (PAA) prodrug selected from phenylbutyric acid (PBA) or

a pharmaceutically acceptable salt thereof for a patient in need of treatment for a

nitrogen retention disorder, i.e. urea cycle disorder and encephalopathy, which

comprises monitoring the effect of a dosage of the prodrug in a patient to whom the

prodrug has been administered, wherein monitoring the effect comprises determining
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the patient’ s urinary phenylacetyl glutamine (PAG N) output; and determining from the

urinary PAGN output adjust the effective dosage of the prodrug to produce a desired

ammonia scavenging effect. Brusilow teaches calculating the dosage of prodrug based

on measured utilization efficiency for prodrug conversion into PAGN of about 80% and

calculating the dosage of the PAA prodrug based on multiple factors including the

patient's dietary protein intake and the patients residual urea synthesis capacity.

Brusilow also teach measuring urinary creatinine in addition to urinary PAGN. Brusilow

determine an effective dosage of sodium phenylbutyrate for treating and maintaining

UCD‘s and encephalopathy based on PAGN conversion. Brusilow also teach

measuring ammonia levels in response to the prodrug.

Brusilow does not teach the drug HPN-100, i.e. glyceryl tri(4-phenylbutyrate) or

the claimed 60-75% mean conversion.

C|inicalTrial.gov archi (2007) teaches a dose-escalation safety study on glyceryl

tri(4-phenylbutyrate) to treat urea cycle disorders in comparison to sodium

phenylbutyrate. They teach HPN-100 as an alternative to sodium phenylbutyrate

because it is odorless, tasteless, and a concentrated oil which does not contain large

amounts of sodium (detailed description). They teach performing urinalysis,

pharmacokinetics, i.e. study of drugs and their metabolites, pharmacodynamics, i.e.,

ammonium levels, urinary excretion of PAGN (Outcomes sections).
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Kasumov teaches the administering of sodium phenylbutyrate to patients having

nitrogen retention disorders. They teach that the metabolites of the drug are excreted in

in the urine and account for variable fractions of the dose (abstract). They teach the

50% of the administered drug is excreted in the urine (p. 10, 2"“ col. 15‘ paragraph) and

that there is variation ranging from 50% to 90% of the ingested dose (p. 16, 2nd

paragraph, Table 1).

Brusilow ‘984 and ‘Q79 teach convenient doses of a new form of prodrug for

phenylacetate. The drugs are disclosed as being used for treating diseases of nitrogen

accumulation such as urea cycle disorders and encephalopathy. Brusilow teaches that

sodium phenylbutyrate is known in the art to be used for treating urea cycle disorders

but provide for high dosages and daily sodium amounts (col. 1, lines 15-50, Col. 2, lines

5-34, col. 3, lines 1-60). Brusilow teach a substitution therapy to that which is known in

the art which provides for more convenient dosages, eliminates the peaks and valets in

drug levels and the sodium component is replaced with glycerol, which is a normal

product of metabolism (col. 2, lines 25-34, col. 3, lines 1-60 of ‘979).

At the time of the claimed invention, it would have been obvious to one of

ordinary skill in the art to use the method disclosed by Brusilow (’91, ‘95, ’93) to

determine effective dosage of either HPN—1OO or PBA because the method of

determining dosage based upon monitoring the urinary PAG(N) output is known and

disclosed by Brusilow and Kasumov, further the art teaches a clear correlation between

nitrogen intake and PAGN output. Brusilow teaches administering an effective dosage
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of sodium phenylbutyrate to patients in need thereof. Further, the Clinical Trials

reference teaches HPN-100 as an alternative to sodium phenylbutyrate for treating the

claimed diseases as well as determining proper dosage requirements using factors

such as PAG(N) output. The Brusilow patents also disclose an alternative to sodium

phenylbutyrate which uses glycerol in the place of the sodium component. At the time of

the claimed invention, one of ordinary skill in the art would have been motivated to use

the method of Brusilow with a reasonable expectation for successfully determining an

effective dosage of PBA or HPN-100 because both drugs are known to be used for

treating the claimed diseases and the method of determining dosage based upon

PAG(N) output it also disclosed.

Brusilow makes a very clear suggestion that PAGN synthesis is a function of the

dose of the prodrug as well as dietary protein and nitrogen intake(p. 149 2”“ column, 5"‘

full paragraph, Brusilow, '91). Brusilow clearly teaches an administered dose and its

related PAGN synthesis, both expected and measured. Therefore, Brusilow clearly

correlate dosage with PAGN output to achieve a desired effect. Further, it should be

noted that applicants claim administering a dosage, i.e. clearly a known dose, of the

drug, measuring PAGN output and then administering the dose. It appears as if either

applicant is missing an essential step in said claimed dosage calculation or it would be

obvious to calculate a desired effective dosage based upon PAGN output of a known

already administered dosage. The art of record clearly suggest the dose to be a result

effective variable regarding PAGN output. Further, Clinical Trials teaches

660



661

Application/Control Number: 12f350,111 Page 12

Art Unit: 1651

pharmacokinetics studies, i.e. urinary PAGN output and ammonia levels, in a dose-

escalation/response study.

Thus, at the time of the claimed invention it would have been obvious to one of

ordinary skill in the art to use PAGN output as a variable in calculating an effective

dosage to be administered to a patient in need thereof because the art of record clearly

teach and suggest administering a dose of the drug and calculating PAGN output and

its effect on the patient in need thereof. Thus the dose is considered to be a result

effective variable regarding PAGN output and its calculation would be within the purview

of one of ordinary skill in the art. Further, although the art does not teach the claimed

60-75% mean conversion, it should be noted that applicant's specification teaches a

huge variation in standard deviation (see specification p. 41) , which the art of record

falls in. Therefore, there is no statistical difference between what is disclosed in the art

and that which is disclosed by applicant. In order to be limited to the claimed

percentage and to conclude the art does not teach the claimed range, one would need

to know the variance and distribution, for example. Brusilow teaches measuring for

output for one patient, therefore the claimed mean does not correlate to Brusilow

because no statistics are possible with a patient population of one, and thus it is difficult

to compare Brusilow conversion data to applicants. However, Brusilow‘s value falls

within applicants disclosed range considering the standard deviation. Further, Kasumov

teach that there is large variance in PAGN output based on dosage input (50-90%),

therefore, as suggested by the art, it varies from patient to patient and dietary

considerations play a clear role in dosage calculations.
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All the claimed elements were known in the prior art and one skilled in the art

could have combined the elements as claimed by known methods with no change in

their respective functions and the combination would have yielded predictable results to

one of ordinary skill in the art at the time of the invention.

Response to Arguments

Applicant's arguments filed 2/21/2012 have been fully considered in light of the

new rejection of record but they are not persuasive.

Applicant argues that the art does not teach calculating dosage based upon a 60-

75°/o PAGN output. Applicant argues that the dose was predetermined in the Brusilow

studies. Applicant argues that Clinical Trials does not suggest dosing based upon

variables measured, i.e. urinary PAGN and that they do not suggest percent

conversions of prodrug into PAGN.

Brusilow makes a very clear suggestion that PAGN synthesis is a function of the

dose of the prodrug (p. 149 2"“ column, 5"‘ full paragraph, Brusilow, '91). Brusilow

clearly teaches an administered dose and its related PAGN synthesis, both expected

and measured. Therefore, Brusilow clearly correlate dosage with PAGN output to

achieve a desired effect. Further, it should be noted that applicants claim administering

a dosage, i.e. clearly a known dose, of the drug, measuring PAGN output and then

administering the dose. It appears as if either applicant is missing an essential step in

said claimed dosage calculation or it would be obvious to calculate a desired effective

dosage based upon PAGN output of a known already administered dosage. The art of
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record clearly suggest the dose to be a result effective variable regarding PAGN output.

Further, Clinical Trials teaches pharmacokinetics studies, i.e. urinary PAGN output and

ammonia levels, in a dose—escalation!response study. Further, the art of record clearly

teach a variance in PAGN output compared to initial drug dosage, see Kasumov. As

stated above applicants specification disclosed a huge standard deviation comprising

the PAGN output percentage disclosed in the prior art, i.e. there is no statistical

difference between Brusilow and the values disclosed in the specification, given the

standard deviation . Applicants data suggests a variation between patients therefore,

statistical data is necessary to properly compare or discredit that which is disclosed by

the prior art. One of ordinary skill in the art needs to know the variance and distribution

to compare. Thus, at the time of the claimed invention it would have been obvious to

one of ordinary skill in the art to use PAGN output as a variable in calculating an

effective dosage to be administered to a patient in need thereof because the art of

record clearly teach and suggest administering a dose of the drug and calculating

PAGN output and its effect on the patient in need thereof. Thus the dose is considered

to be a result effective variable regarding PAGN output and its calculation would be

within the purview of one of ordinary skill in the art.

Conclusion

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to TIFFANY GOUGH whose telephone number is

(571)272-0697. The examiner can normally be reached on M-F 8-5 pm.
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's

supervisor, Michael Wityshyn can be reached on 571-272-0926. The fax phone number

for the organization where this application or proceeding is assigned is 571-273-8300.

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 (toIl—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.

/Tiffany M G0ugh/

Examiner, Art Unit 1651

XJON P WEBER!

Supervisory Patent Examiner, Art Unit 1657
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Name and mailing address of the ISAJUS Date of completion of this opinion Authorized offioer.

‘fimws 04 June 2012 Elaine R. CopenhoavorP.O. Box 1450. Namrurrln. wgtnta 22313-1450
Facsimile No. W1-273-3201 PCT OSF: 511-272-7774

PCT H€n'pda1I.: 571432-41!!

Form PCTflSAJ‘237 (cover sheet) (July 20] l)
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International application No.

PCTfUS2012m2662OWRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

Box No. I Basis ofthis opinion

I. With regard to the language, this opinion has been established on the basis of‘:    FE I.he inlemational application in the language in which it was filed.

  

  
  

  

El a translation ofthe international application into which is the language of a
translation fin-nished for the purposes of international search [Rules l2.3[a) and 23. l(b])_

 2. D This opinion has been established taking into account the rectilieatlon ofan obvious mistake autltorized by or notified
to this Authority under Rule 91 (Rule 43b£.s. 1(a))

3. Willi regard to any nucleotide andfor amino acid sequence disclosed in the international application, this opinion has been
established on the basis of a sequence listing filed or fitmished:

a. (means)

B OI] paper

D in electronic form

 
 
  
  

 

 
 

 

b. (time)

D in the international application as filed
 

El together with the intemational application in electronic form

[I subsequently to this Authority for the purposes ofsearch

 4. B In addition. in the case that more than one version or copy ofa sequence listing has been tiled or fitmished, the required
statements that the infonnation in the subsequent or additional copies is identical to that in the application as filed or
does not go beyond the application as filed, as appropriate, were fitrnished.

5. Additional comments:

Forrn PC"I'flSAl23'i' (Box "No. I) (July 201])
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WRITTEN OPINION 01? THE ““°'“"'5°“°' “*’P"°‘“°" "°'
INTE RNATIONAL SEARCHING AUTHORITY Pcnuszm3028620

Box No. V Reasooed statement under Rule -l3btc.l(e)(i) with regard to novelty. Inventive step or industrial applicability:
cllationsand explanations supporting such statement

Staliethctlt

Novelty (N)

Inventive step (15)

Indttstrlal applicability any

2. Citations and explanations:

Claims 1-7 and 9-12 lack novelty under PCT Article 33(2) as being anticipated by Scharachmidt et el. (hereafter Scherschmidt).

Regarding claim 1. Sdlerscltlttidt discloses the method (method. Para. [0039]] for detierrninlng whetllerto increase a dosage of a nitrogen
scavenging drug in a subject (adjusting the schedule and dose cl’ orally administered nitrogen scavenging drugs. Para. (0020)) currently
receiving the nitrogen scavenging drug (method involves administering an initial dosage of the prodrug that is selected based on the
patients current dosage (already receiving a drug). Pare. (00441) comprising:

a) measuring a fasting blood ammonia level (PKIPD modeling (a measurement) of ammonia in tested and led (subjects). Para. (0212)) for
the subject (subjects. Para. (02131);
b) comparing the fasting blood ammonia level to the upper limit of non-net for blood ammonia level «comparing lasting with) nonnai upper
limit for venous (blood) ammonia. Para. [0201], p'|fi.SfI'lE upper limit oi‘ nonnal. Para. (009It1)lo detennine whether to increase thedosage oi
a nitrogen scavenging drug (detlerrnining and adjusting the dose of an ammonia scavenging drug. Para. (00411). wherein the dosage
needs to be increased it the fasting blood ammonia level is greater than half the upper limit of normal lor blood ammonia level (ll the
ammonia control is Inadequate. the dosage oi the nitrogen scavenging dmg can be increased. Para. [D083]: ammonia value alter
HPN-100 treatment (26.1 umolll.) was within the nomiai range and above the upper limit ol nonnai (ULN) alter sodium PB (upper limit of
normal is apprordrnatley 26 to 35 umoi!L'. hall the upper limit of normal is about 13 to 17.5 umolll. which is greater than 26. 1 urnoi!l.). Para.
E02011).

Regarding claim 2, Sdtarsohrnldt dlsdoaas the method (method. Para. (00391) [or determining whether to administer a nitrogen
scavenging dnlg (adjusting the schedule and dose cl orally administered nitrogen scavenging drugs. Para. (0020)) to a subject having a
nitrogen retention disonter (retention states including urea cycle disorders and liver disease. Para. (00341) comprising:

a) measuring a fasting blood ammonia level for the subject (PKIPD rnodelhg (a meaaurentefll) of ammonia in tested and led (subjeda).
Para. (02121) ldrthe subject (subjects, Para. (0213)): and

b) comparing the lasting blood ammonia level to the upper limit at nomtal for blood ((oomparlng) norma.l upper limit for venous (blood)
ammonia. Para. [D201]. plasma upper limit of normal. Para. [009-1]) al'l1l'l'it)I'l.l3 levels to determine whether to administer a nitrogen
scavenging drug to the subject (determining the dose of an ammonia scavenging drug to be administered. Pare. [G0-t1)). wherein a
nitrogen scavenging drug needs to be administered to the subject it the fasting blood ammonia level as greater than half the upper limit of
normal [or blood ammonia level (adjusting the initial dosage ot lJ1e new dnlg based upon ammonia control. Para. (00991: (ammonia value
altar HPH-100 treatment (26.1 urnoill.) was within the nonnal range and above the upper limit of normal (ULN) after sodium PB (upper
limit of non-nal ls appnoximalley 26 to 35 umoii'L: hall the upper limit of normal is about 13 to 17.5 umoill. which is greater than 28.1
urnoi!L). Para. (0201)).

Form PCT/ISA/237 [Box No. V) (July 20] I)
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Regarding otei-n 3. scherschmidt discloses the method (method. Para. [(30391) of treating a subiectwlth a nitrogen retention disorder
(dosing schedule and dose adjustments necessary for treatment of nitrogen retention states including urea cycle disorders and liver
disease complicated by hepatic encephalopathy. Pare. [l2lI.'i64])w1ro has previously been administered a nitrogen scavenging drug (method
involves administering an initial dosage oi the prodrug that is selected based on the patient’: current dosage (already receiving a drug}.
Pare. [l.'l044]) comprising:

a] measuring a fasting blood ammonia level (PKIPD modeling (a rneasurerrrant) oi arnrnonla in tested and fed (subjects). Para. [D212]; tor
the subject (subjects. Para. [D213}); and
in) comparing the fasting blood ammonia level to the upper limit of nomtel ior blood ammonia level and admirrlsterlrrg an haeased dosage
oithe nitrogen scavenging dnrg (If the ammonia control is inadequate. the dosage of the nitrogen scavenging drug can be increased, Para.
[(30831) if the tasting blood arnmortie level is greater than half the upper limit of nouns! tor blood ammonia level (ammonia value alter
HPN-100 (26.1 umotrl.) was wit.‘rr.irt the rtorrnal range oi 26 to 35 urrrotr'L and above the upper limit oi normal (ULN) alter sodium PB (upper
limit of non-nat is approximatiey 26 to 35 umotl'L: hail the upper limit of non-rrai is about 13 to 115 umolJL which is greater than 26.1
umotrLl. Pare. l0201ll.

Regarding claim 4. Sdrarsctunldt discloses the method at claim 1. Scheracttmidl discloses l'r.rrti'rar comprising: c) administering an
Increased dosage of the nitrogen scavenging drug it the need exists (treatment with an ammonia scavenging agent as described in this
invention is determined clinically it the sublact is it need oi’ such treatment. This cliniral determination would be based upon a variety of
factors (a.g. signs and symptoms of hepatic encephalopathy in patients with drrhosia. elevated blood ammonia levels), Para. [0221]]:

  
 

  
  
 

 

 

 Regarding claim 5, Scheredtrnidt discloses the method oiany oi’ claims 1-3. Scharschmldt discloses wherein the nitrogen retention
disorder is selected from the group correlating of a urea cycle disorders and hepatic encephalopathy (urea cycle disorder. Para. [D221].
hepatic encephalopathy, Pare. [0041]).

Regarding claim 5. scharsoi-rrnidt discloses the method olanv of oiairrts 1-3. Scharschmldt discloses wherein the nitrogen mvanging drug
is a PM prodnlq (ttttrdrtrgs of PAA. Para. |D217]).

Regarding claim 1', Scharechrrrldt discloses the method of claim 6. Sdtarschmidt discloses vvharein the PM prodrug is selected from the
group consisting oi gtvoeryl tri-[4—phenylbutyrate] (HPN-100}. phenyibutyrit: add (PEA). sodium PBA (NePEA}, and a combination of two or
moreoi HPN-100. PEA. and NaPBA (HPM-100, Para. [(1020];

Regarding claim 9, Scharaohrrridt discloses the method 01 claim 3 or 4. Scherschrnidt discloses wherein administering an increased -
dosage oi’ the rtitmgen scavenging drug produces a normal average daily ammonia level hr the subject (administering the effective dosage
of HPN-100 (eflsctlve dose may require increasing or decreasing the drug) to the patient prelerably produces a normal plasma ammonia
level in the patient, Pare. [IJ1o12]): nitrogen scavenging drug may need to be increased. Pare. [t]D83]).

  
 

 
 

 

 

  
 

   
  
 
 

 
  

 

Regarding claim 1|]. Scharechmidl discloses the method oi any oi dettna ‘I-3. Scharschmidt discloses further comprising the step of
determining an upper limit of normal for blood ammonia level for the subject prior to step (in) (monitoring the effect of the initial dosage oi
HPhl—1tJt3 consists essentially oi’ determining the patients urinary phenvlaoetyl gluiamine (PAGN) output andior total urinary nitrogen.
Administering the eflective dose of HPN-10D to the patient produces a nomtai plasma ernrrronia level. Plasma ammonia in the patient can
be a level at about 35 or about 40 umotiL (determining the upper limit oi’ normal for the subiect via urinary excretion oi’ PAGN prior to step
hi, Para. [l:r142]): the name! upper limit for venous (blood) ammonia varied among the study sites tram 26 to 35 umolrL. Para. [tl201]).

 Regarding claim 11. Scharschrnidt discloses the method or any oi claims 1-3. Scharschmidt discloses wherein the upper limit oi normal
blood ammonia level is 35 un1olr'L (upper limit or normal for sublects is between 26 to 35 urnotiL. Para. [nos-1]}.

 Regarding claim 12. Scharschmidt discloses the method of claim 5. Sdraracltmidt discloses further comprising:
c) rrreaeurirrg urinary PAGN excretion (measuring PAGN excretion. Para. {M961}: and
e) deterrnining an eflective dosage ol the PAA (effective dose, Pare. [01-10]}. prodntg based on a mean conversion at FAA prodrug to
urinary PAGN at 60-?5% (determining an amount or the PAA prodrug needed to mobilize the target amount of urinary PAGN based on
about 60% to about 'i'5‘li: conversion oithe PM prodrug Into urinary PAGN. Pare. [01-48]}.

Fomt PCTJ’i.'5A!237(Supp1cmcrItal Box) (July 20] I)
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International application No.
PCTMSZO121028820WRITTEN OPINION OF THE

INTERNATIONAL SEARCHING AUTHORITY

Supplemental Box

In use the space In any oftlae preceding Imus is net sulllclent.
Continuation of‘. 

 Claim 3 iadte an inventive etep under PCT Article 33(3) as being obvious ever Scharechmidt at al.(hereafler Soharschrnldt) in view of
Ennis at al. {hereafler Ennis}.

 
 

  
 

 
Regarding claim 8, Scharechrnidt discloses the method of any of claims 1-3. Scharachmidt rails to explicitly disclose wherein the nitrogen
scavenging drug is sodium benzoala. Ennis is in the field of treating urea cycle disorders with phenylaaetate and benzoete and teaches the
use at sodium bermoete to treat patients with ammonia disorders [sodium henmate therapy in patients. P9. 1. Lns.1-16). it would have
been obvioustooneolordtnary sldii in the art at Ihetime olthe Invention tones the therapeutic drug eedimn bernoateas taughlby Ennis
with the method of Soharecl-unldl. The motivation would have been to lower plasma ammonium levels and improve the eunrivai of patients
with lethal urea-cycle enzyme defects (Ennis, lower plasma ammonium levels and improve survival in small whorls at patients with
historically lethal urea-cyda enzyme dalacts. Pg. 1. Lns. 1-16).

 Claims 1-12 meet the u-itaria eat out in PCT Article 33(4). and thus have induatrisi applicability because the subject matter claimed can be
made or used in industry.

Fonn PCTIISAJQJ? [Supplemental flex) (July 201 I)
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A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
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1

For: innrnons on 'i‘RtiJATl'viEN'i‘
EJSING Aivit%'tt')NiA—S{'JAVi3NGihiG

nnnos E-..v'-.J\..w*-..r‘-_«*\-..»'\..-'--.-"\-..-"~..r'
1}ECL.:3t!{.¢§."t‘i()N 0}?‘ BRUCE SCI-EAR-SCHMIBT

1, Bruce Scharsclnnidt, M.D,, have personal ltnowledge of the facts stated herein and,

if called as a witness, would cornpetently testify to the following:

i. All of the pending claims in the present application eontain a limitation

specifyiitg that the mean conversion of PAA protirug to urinary PAGN is 6G to ?‘5%_ As

discussed in in}: previous declaration suhrnitted February 31.. 2333, this percent conversion is

derived frorn a series of clinical studies in both aclults and children. This conversion

percentage is significantly lower than that previously reported by Bntsilow.

2. The Non-Final Office Action rnaited iune 18, 30 i2 states that the present

application teaches “a huge variation in standard deviation (see specification p. 41), which the

art of record falls in," and that “there is no statistical difference between what is disclosed in

the art and that witich is disclosed by applicant.”

3. The standard tieviation referenced by the Office Action appears to be {tom the

table at the bottom oft?-age 41 in the original application. This table presents data front

Example 2, in which FAA metalioiisin was evaluated in subjects with eirrhosis. The table

shows, among other items, a. mean percent conversion of i-i'PN—lO0 to urinary PAGN of 79.6,

58.2, 35.1‘), and 68.6 in four patient groups, with standard deviations ot"3i).S, 29.2, 65.1, and

21.9, respectively. As noted directly above the table, the overall mean percent eoawersion for

the four suhjeet groups was about ’}'S%_: no standard deviation is provided for the subjects as a

whole.

l.EG.°.§.2=é'.‘-3i3‘?t_ a l
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4. The pending eiairns in the present appiicatinn have been anierrderi to specify

area eycie disorder {USE} rather than nitrogen retention diserders generaiiy. The fniinwing

tahie provides iietaiied data ‘for FAA prerirng eerwersien in taririary PAGN in apprexinreteiy

65 UC1) patiems, each nfwhern underwent rneasnrernent nfnrinary PAGN output during

steady state rinsing with either NaPBA or the eqnivaient dose {i.e., the dose which deiivered

the same amount‘ of PEA) ef I-iPN~i 00. These data contain both the data provided in the

examples seetinit nfthe present appiieatinn and adtiitienai data.

 
 
 

 

.....ret_!_.ri.nrg§..........._..i
0

_ 67%
i, eenversinn  ......;?§?:f<»,.§:rtr.raag;-at______ i ‘ILL:§I§I§I§Ij§EE£_5?Ei‘§’?W"

99% C1 me it

5. As shnwn in this tame, the mean percent cenversinn nf Wu-‘t prodrng to urinary"

FAGN in UCD patients was 67%, with a 95% confidence range of 6.4-? ‘if; and a 99%

confidence range of 63-”! i%. These res-nits‘ were consistent for hath sodium PBA and i-I.FN-

H30, indicating that sintiiar resnits would he expected thr ah FAA prndrngs. The 95% and

99% ennfidenee intervals inr these UCD suhjeets faiis sqnareiy within the range recited in the

present etairns, anti both are weil heiow 8t}% (ie, we}? heiow the Eewest percentage disclosed

by Brnsiiow for ennversinn of FHA 10 nrinary PAGN). '.i"heret"ere_. one of ordinary shit} in the

art we-aid reengnize that these data are signifieantiy different than that tiisetoseci by ttrnsiiow.

and that this difference is statistieaiiy and eiinicaiiy nteaningfni.

6. I hereby dechtre that at} :-t-taternents made herein nfnry own hnowiedge are true

and that alt statements made on inforntatien and heiief are beiieved to be true, and, further,

that these statements were niade with the knnwiedge that wiliihi false statenients and the like

so made are pnnishahie by fine or hnpriseninent, or hnth, tincier Section will ot"t'itie 18 of

the United States Code and that such wiiifni faiee staternents niayjeepardize the validity of

the present appiieation or any patent issued thereon.

_ H, __\ ,\ _ e‘ v ‘>___
Date ‘: -at - »

Bruce Seharsehrnidt, Ml}.

Liz‘-GAL24'a':':18‘fl ii’.
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Attorney Dkt. N0. ?9532.800l.US(}]

PATENT

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re the Application of:

Examiner: GOUGH, Tiffany Maurccn

SCHARSCHMIDT, Bruce

Group Art Unit: 165]
Serial N0.: l2f350,l1l

Docket N0.: '.='9532.8001.US01

Filed: January 7, 2009
I hereby certify I.haLlJ1is correspondence (along wiI.h any referred
lo as being allached or emzlosedj is being deposiled with the US.

FDl'Z Patent and Tradclnark Office this 21st day of November 20l2 via

USING AMMONlA—SCAVENGING EFS-W=“ F'=“"°"i° ““"%-

DRUGS {Colleen Kirchner!
Colleen Kircliner

AMENDMENT AND RESPONSE

Mail Stop Amendment
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Sir:

The following is in response to the Non-Final Office Action mailed June 18, 2012 for

the above-identified application.

Amendments to the claims begin on page 2.

Remarks begin on page 4.

Conclusion begins on page 10.

I.FGAI.2399260l . I
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REMARKS

Examiner interview

Examiner Gough held a telephone interview with inventor Bruce Scharschmidt and

Patrick Morris (counsel for Applicant) on November 20, 2012. During the interview, the

participants discussed the content of Dr. Scharschmidt’s new declaration (discussed below)

and potential claim amendments. Applicant thanks the Examiner for her attendance and

feedback.

Non-statutog subject matter

Refectfon

The Office Action rejects claim 1 as directed to non-statutory subject matter.

Response

Applicant has canceled claim 1, rendering this rejection moot.

Written description

Rejection

The Office Action rejects claims 1 and 6 as failing to comply with the written

description requirement. Specifically, the Office Action asserts that the limitation

"determining a target PAGN output based on a target nitrogen output and calculating an

effective initial dosage" does not have support in the specification. According to the Office

Action, there is neither literal support by way of generic disclosure nor specific examples of

the newly limited genus "which would show possession of the concept of the use of

determining a target PAGN output based on a target nitrogen output and calculating an

effective dosage."

Resgonse

Applicant has canceled claim 1, rendering the rejection moot with regard to that

claim.

With regard to claim 6, Applicant have removed the term “target nitrogen output,”

such that the claim now simply recites “determining a target PAGN output." As noted in the

specification, urinary PAGN is well known in the art as a vehicle for removing waste

nitrogen (see, e.g., paragraphs 0022 and 0023), and therefore urinary PAGN output serves as

a proxy for nitrogen output.

IEGAI 23992501 . I 6-gs
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Similar amendments have been made to dependent claims 7' and 8. These

amendments are fully supported by the specification as filed. For example, paragraphs 0144

to 0148 describe an embodiment in which the dosage of a PAA prodrug is calculated based

in part on an estimation of the patient's target urinary PAGN output. Similarly, paragraphs

0150 to 0155 describe an embodiment in which a suitable dosage of PAA prodrug for

treating an ammonia retention disorder is determined by estimating the patient‘s target

urinary PAGN output. In both of these embodiments, the target urinary PAGN output is

calculated based on the patient's residual urea synthesis capacity and dietary protein intake.

Obviousness

Refection

The Office Action rejects independent claims I, 6, and 38 and dependent claims 2, 4,

7, 8, 11, 30-35, 37, 39, and 41-45 as obvious over Brusilow Pediatr Res 291147 (1991)

("Brusilow 1991"), Brusilow Progress In Liver Diseases, Ch. 12 (1995) ("Brusilow 1995"),

and Brusilow Metabolism 42:l336 (I993) ("Brusilow 1993") in View of ClinicalTria|s.goV

NCT0055l20 (2007), Kasumov Drug Metab Dispos 32:10 (2004) ("Kasumov"), and

Brusilow US Patent Nos. 6,083,984 and 5,968,979.

According to the Office Action, Brusilow 1991, Brusilow 1995, and Brusilow 1993

each teach "a method to determine an effective dosage of phenylacetic acid (PAA) prodrug

selected from phenylbutyric acid (PBA) or a pharmaceutically acceptable salt thereof for a

patient in need of treatment for a nitrogen retention disorder," where the method comprises

"monitoring the effect of a dosage of the prodrug in a patient to whom the prodrug has been

administered, wherein monitoring the effect comprises determining the patient‘s urinary

phenylacetyl glutamine (PAGN) output; and determining from the urinary PAGN output

adjust the effective dosage of the prodrug to produce a desired ammonia scavenging effect"

(citing Brusilow 1991 "abstract, p. 14?‘, whole page-p. 149, tables 2, 3, results and discussion

section, see entire document;" Brusilow 1995 "p. 293, p. 300, p. 302-306;" Brusilow 1993

"abstract, p. I336, p. 1337, materials and Methods, results, Discussion, sec entire

document"). The Office Action asserts that Brusilow 1991 "teaches calculating the dosage of

prodrug based on a utilization efficiency for prodrug conversion into PAGN of about 80%"

IEGAI 23992501 . I 6§6
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and that Brusilow 1993 "teaches calculating the dosage of prodrug based on a utilization

efficiency for prodrug conversion into PAGN of about 92%," and further asserts that all three

Brusilow references teach calculating the dosage of the PAA prodrug "based on multiple

factors including the patient's dietary protein intake and the patient‘s residual urea synthesis

capacity." Finally, the Office Action states that Brusilow 199] and Brusilow

1995"determine an effective dosage of sodium phenylbutyrate for treating and maintaining

UCD‘s" "based on PAGN conversion" and that "the appropriate dose will be a function of

dietary nitrogen and nitrogen retention (citing Brusilow 1991 '‘p. 1472, 2nd col., 2nd

paragraph, Sth paragraph, p. 149, 5th paragraph, p. 148, results section, lst paragraph" and

Brusilow 1995 "p. 303-306").

The Office Action acknowledges that the Brusilow references do not teach HPN-100

or, more importantly, the claimed 60-?5% mean conversion. However, the Office Action

states that Kasumov "teaches the administering of sodium phenylbutyrate to patients having

nitrogen retention disorders" and that "50% of the administered drug is excreted in the urine

(p. 10, 2nd col. lst paragraph) and that there is Variation ranging from 50% to 90% of the

ingested dose (p. 16, 2nd paragraph, Table 1).” The Office Action asserts that it would have

been obvious to use the method disclosed in the Brusilow references to determine an

effective dosage of HPN-100 or PBA because “the method of determining dosage based

upon monitoring the urinary PAG(N) output is known and disclosed by Brusilow and

Kasumov, further the art teaches a clear correlation between nitrogen intake and PAGN

output,” and Brusilow “makes a very clear suggestion that PAGN synthesis is a function of

the dosage of the prodrug as well as dietary protein and nitrogen intake.”

With regard to the failure of the cited references to teach the 60-75% conversion

percentage recited in the present claims, the Office Action asserts that the present application

"teaches a huge variation in standard deviation (see specification p. 41), which the art of

record [Brusilow references] falls in," and thus "there is no statistical difference between

what is disclosed in the art and that which is disclosed by applicant." According to the

Office Action, "Kasumov teach that there is large variance in PAGN output based on dosage

IEGAI 23992501 . I 6-§7
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input (50-90%), therefore, as suggested by the art, it varies from patient to patient and dietary

considerations play a clear role in dosage calculations."

The Office Action goes on to state that the present claims recite "administering a

dosage, i.e. clearly a known dose, of the drug, measuring PAGN output and then

administering the dose," and asserts that the claims are either "missing an essential step in

said claimed dosage calculation or it would be obvious to calculate a desired effective dosage

based upon PAGN output of a known already administered dosage."

Resgonse

As stated in the Response filed February 2], 2012, Applicant acknowledges that PAA

prodrugs such as sodium PBA and HPN-100 were known to be useful in the treatment of

various nitrogen retention disorders at the time the present application was filed. However,

contrary to the statement in the Office Action, the art did not teach "a clear correlation

between nitrogen intake and PAGN output." Although the art taught that PAA prodrugs are

converted to urinary PAGN following administration, it did not teach that the precise

relationship between PAA prodrug dosage and urinary PAGN output. The present

application discloses the novel finding that urinary PAGN is a more reliable biomarker than

plasma PAGN for evaluating PAA prodrug dosage and that "the conversion of orally

administered PBA...to PAGN to urinary PAGN is incomplete, typically about 60-75%"

(Specification, paragraph 0020). As discussed in the previous Response, these results

directly contradict the Brusilow references, which disclosed that PAA was nearly completely

converted to urinary PAGN (with a percent conversion of 80% or greater).

The Office Action is correct that "Brusilow makes a Very clear suggestion that PAGN

synthesis is a function of the dosage of the prodrug as well as dietary protein and nitrogen

intake." However, this "very clear suggestion" was that PAA prodrugs are converted almost

completely to urinary PAGN, a suggestion which the present application has now shown to

be incorrect. One of ordinary skill in the art attempting to apply the teachings of Brusilow to

a PAA prodrug dosage determination would have gotten their determination wrong because

they would have expected the prodrug to be completely or nearly completely converted to

urinary PAGN at a conversion percentage of 80-90%.

I.E(_iAI.239926flI.| 6-g8
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In response to the Office Action‘s assertion that the standard deviation in the

experimental results of the present application is so large that there is "no statistical

difference" between the presently claimed range and Brusilow, Applicant submits herewith

the declaration of inventor Bruce Scharschmidt. This declaration provides and discusses

additional data regarding the conversion of PAA prodrugs to urinary PAGN in subjects with

urea cycle disorder (UCD). The data in the declaration includes the original data provided in

the examples section of the present application plus additional data. Specifically, the data in

the declaration shows that the mean conversion of the PAA prodrugs sodium PBA and HPN-

100 to urinary PAGN in 65 subjects with UCD was 67%, with a 99% confidence interval of

63-71% and a 95% confidence interval of 64-70%. Both the 99% and 95% confidence

intervals fall squarely in the middle of the 60-75% range recited in the present claims, and lie

well below the lowest percent conversion taught by Brusilow (80%). One of ordinary skill in

the art would recognize that the difference between these results and those disclosed in

Brusilow is both statistically and clinically meaningful; as discussed in the previous

Scharschmidt declaration submitted with the Response filed February 21, 2012, small

differences in PAA prodrug dosage can have large effects on drug efficacy and patient

health. As such, the present claims are not obvious over Brusilow in view of the various

secondary references.

The present claims have been amended to recite a UC D specifically rather than

nitrogen retention disorders generally. This amendment is being made solely to conform the

claim language more closely to the additional data provided in the declaration, and is made

without prejudice towards seeking claims directed to other nitrogen retention disorders or to

nitrogen retention disorders generally in a future continuing application.

The teachings of Kasumov are irrelevant to the conversion of PAA prodrugs into

urinary PAGN in a subject with a nitrogen retention disorder. The data set forth in Kasumov

was obtained by administering PBA to healthy subjects, not subjects with nitrogen retention

disorders as recited in the present claims. This is important because healthy subjects

generally exhibit normal glutamine levels, whereas subjects with nitrogen retention disorders

exhibit elevated glutamine levels. Further, Kasumov administered PBA at no more than 25%

IEGAI 23992501 . I 6-§9
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of normal therapeutic dosage. Thus, the data set forth in Kasumov would not have been

considered predictive of urinary PAGN excretion in nitrogen retention disorder subjects at

standard clinical PAA prodrug dosages.

With regard to the Office Action's assertion that the present claims are missing an

essential step, Applicant again respectfully disagrees. Independent claim 6 recites a method

comprising the steps of (a) determining target PAGN output, (b) calculating an effective

initial dosage of PAA prodrug based on a mean conversion of PAA prodrug to urinary

PAGN of 60 to 75%, and (e) administering the initial dosage. This method does not require a

measurement of PAGN output prior to administering the dosage; administration of PAA

prodrug occurs only after the proper initial dosage has been determined using the conversion

rate disclosed herein. Independent claim 38 recites a method comprising the steps of (a)

administering a first dosage of PAA prodrug; (b) determining urinary PAGN excretion; (c)

determining an effective dosage of PAA prodrug based on the urinary PAGN excretion, and

(d) administering the effective dosage. Like claim 6, claim 38 does not require a

measurement of PAGN output prior to administering the dosage. In both cases, there is no

requirement in either claim that the effective dosage of PAA prodrug be known prior to the

first administration; the effective dosage is determined and administered based on the novel

finding that PAA prodrug is converted to urinary PAGN at a mean conversion of 60 to 75%.

As such, claims 6 and 38 both constitute a complete statement of the disclosed invention.

IEGAI 23992501 . I 6990
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CONCLUSION

In view of the foregoing, it is submitted that the present claims are in condition for

allowance. Accordingly, Applicant respectfully requests that a Notice of Allowance be

issued. lf Applicant can do anything more to expedite this application, Applicant requests

that the Examiner contact the undersigned at (650) 838-4355.

Respectfully submitted,

Perkins Coie LLP

Date: November 21 2012 x’Patrick D. Morris’

Patrick D. Morris, Ph.D.

Registration No. 53,351

 

Correspondence Address:
Customer No. 34055

Patent - LA

Perkins Coie LLP

P.0. Box 1208

Seattle, WA 98111-1208

Telephone: (310) 788-9900

Facsimile: (206) 332-7198
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AMENDMENTS TO THE CLAIMS

The following complete listing of claims replaces all previous claims in the

application. Applicant has amended claims 2, 4, 6-8, I 1, 30, and 38 and canceled claims I,

3|-35, 37, 43, and 44.

1. (canceled)

2. (currently amended) The method of claim -1—o1= 6, wherein target urinary

PAGN output is determined as a ratio of the concentration of urinary PAGN to urinary

creatinine.

3. (canceled)

4. (currently amended) The method of claim -1—or- 6, wherein administration of

the effective initial dosage of PAA prodrug produces a normal plasma ammonia level in the

patient.

5. (canceled)

6. (currently amended) A method of treating a patient having a nitrogen

urea cycle disorder comprising

(a) determining a target urinary phenylacetyl glutamine (PAGN) output based-en—a-target

 ;(b) calculating an effective initial dosage of a phenylacetic acid (PAA)

prodrug selected from glyeeryl tri-[4-phenylbutyrate] (HPN-100) and phenylbutyric acid

(PBA) or a pharmaceutically acceptable salt of PBA, wherein the effective dosage of PAA

prodrug is calculated based on a mean conversion of PAA prodrug to urinary PAGN of 60%

to 75%‘, and (c) administering the effective initial dosage of PAA prodrug to the patient.

7. (currently amended) The method of claim -1—or- 6, wherein the target M

nitrogen output takes into account the patient‘s dietary protein intake.

8. (currently amended) The method of claim -l—ei= 6, wherein the target PAGN

nitrogen output takes into account the patient‘s residual urea synthesis capacity.

9. (canceled)

10. (canceled)

1 I. (currently amended) The method of claim 6 [[1]], wherein the PAA prodrug

is HPN-100.
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12-29. (canceled)

30. (currently amended) The method of claim Q [[1]], wherein the

pharmaceutically acceptable salt of PBA is sodium PBA.

3 I -37. (canceled)

38. (currently amended) A method of administering a phenylacetic acid (PAA)

prodrug selected from glyceryl tri-[4-phenylbutyrate] (HPN-100) and phenylbutyric acid

(PBA) or a pharrnaceutically acceptable salt of PBA to a patient having a nitrogeH—i=eteH+ieH

urea cycle disorderw& comprising (a)

administering a first dosage of the PAA prodrug; (b) determining urinary phenylacetyl

glutamine (PAGN) excretion following administration of the first dosage of the PAA

prodrug; (c) determining an effective dosage of the PAA prodrug based on the urinary PAGN

excretion, wherein the effective dosage is based on a mean conversion of PAA prodrug to

urinary PAGN of 60% to 75%; and (d) administering the effective dosage to the patient.

39. (previously presented)The method of claim 38, wherein urinary PAGN

excretion is determined as a ratio of the concentration of urinary PAGN to urinary creatinine.

40. (canceled)

41. (previously presented)The method of claim 38, wherein the pharmaceutically

acceptable salt of PBA is sodium PBA.

42. (previously presented)The method of claim 38, wherein the PAA prodrug is

HPN- I00.

43. (canceled)

44. (canceled)

45. (previously presented)The method of claim 38, wherein administration of the

effective dosage of PAA prodrug produces a normal plasma ammonia level in the patient.
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Please find below andfor attached an Office communication concerning this application or proceeding.

The time period for reply, if any, is set in the attached communication.

Notice of the Office communication was sent electronically on above—indicated "Notification Date" to the

following e-mail address(es):

palcnlprocurcmcnl @ perkiI1scoic.c0m

PTOI.—9'0A (Rev. 0-H0?)
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Application No. Applicant(s)

_ _ _ _ 12i35o,111 SCHAFISCHMIDT. BFIUCE

Applicant-initiated interview Summary Examiner M Unit
TIFFANY GOUGH 1651

All participants (applicant, applicant’s representative, PTO personnel):

(1 I TiFFANY GOUGH. (3) Bruce Scharschmidt.

(2) Pat Hitisme er. (4):.

Date of Interview: 20 November 2012.

Type: E Telephonic I:| Video Conference
|:| Personal [copy given to: El applicant |:| app|icant’s representative]

Exhibit shown or demonstration conducted: |:| Yes X No.

If Yes, brief description:

Issues Discussed |:It 01 |:I112 |:It 02 I:It 03 I:IOthers
ll-‘or each of the checked boxtcsj above. please describe below the issue and detailed description of the discussion)

C|aim(s) discussed:

Identification of prior art discussed:

Substance of Interview
iFor each issue discusscd. provide at detailed description and indicate if agreement was reached. Some topics may include: identification or clarification of a
rt:ferenc'e or :1 portion thereof, claim interpretation, proposed amendments. argu ments ol‘ an)’ applied rel‘erences etc...)

Aggiicant and his representative wished to discuss the filing of a Deciaraticn which would present a iarger patient

,o_0,c_)uiaticn demonstrating the 60-75% conversion rate and address standard deviation concerns raised in the Qrevicus
Office action. .

Applicant recordation instructions: The formal written reply to the last Ottice action must include the substance of the interview. (See MPEP
section ?’13.04). If a reply to the last Office action has already been filed, applicant is given a non—extendable period of the longer of one month or
thirty days from this interview date, or the mailing date of this interview summary form, whichever is later, to file a statement of the substance of the
interview

Examiner recordation instructions: Examiners must summarize the substance of any interview of record. A complete and proper recordation of
the substance oi an interview should include the items listed in MPEP 713.04 for complete and proper recordation including the identification of the
general thrust of each argument or issue discussed, a general indication of any other pertinent matters discussed regarding patentability and the
general results or outcome ol the interview, to include an indication as to whether or not agreement was reached on the issues raised.

|:I Attachment

(Ruth A. Davis.’

Primary Examiner, Art Unit 1651

U.S_ Patent and Trademark Otfice

PTOL-413 (Rev. Bit 11201 0) Interview Summary Paper No. 20121203
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Summary of Record of Interview Requirements

Manual of Patent Examining Procedure (MPEP), Section 713.04, Substance of Interview Must be Made of Record
A complete written statement as to the substance of any face—to—face. video conference. or telephone interview with regard to an application must be made of record in the
application whether or not an agreement with the examiner was reached at the interview.

Title 3? Code of Federal Regulations (CFH) § 1.133 Interviews
Paragraph {but

In every instance where reconsideration is requested in view of an interview with an examiner, a oomplete written statement of the reasons presented at the interview as
warranting favorable action must be filed by the applicant. An interview does not remove the necessity for reply to Office action as specified in §§ 1.111. 1.135. (35 U.S.C. 132)

3? CFR §‘l .2 Business to be transacted in writing.
All business with the Patent or Trademark Office should be transacted in writing. The personal attendance of applicants or their attorneys or agents at the Patent and
Trademark Office is unnecessary. The action of the Patent and Trademark Office will be based exclusively on the written record in the Office. No attention will be paid to
any alleged oral promise. stipulation. or understanding in relation to which there is disagreement or doubt.

The action of the Patent and Trademark Office cannot be based exclusively on the written record in the Office if that record is itself
incomplete through the failure to record the substance of interviews.

It is the responsibility of the applicant or the attorney or agent to make the substance of an interview of record in the application file, unless
the examiner indicates he or she will do so. It is the examiner's responsibility to see that such a record is made and to correct material inaccuracies
which bear directly on the question of patentability.

Examiners must complete an Interview Summary Form for each interview held where a matter of substance has been discussed during the
interview by checking the appropriate boxes and filling in the blanks. Discussions regarding only procedural matters. directed solely to restriction
requirements for which interview recordation is otherwise provided for in Section 812.01 of the Manual of Patent Examining Procedure, or pointing
out typographical errors or unreadable script in Office actions or the like, are excluded from the interview recordation procedures below. Where the
substance of an interview is completely recorded in an Examiners Amendment, no separate Interview Summary Record is required.

The Interview Summary Form shall be given an appropriate Paper No.. placed in the right hand portion of the file, and listed on the
"Contents" section of the file wrapper. In a personal interview, a duplicate of the Form is given to the applicant (or attorney or agent] at the
conclusion of the interview. In the case of a telephone or video-conference interview, the copy is mailed to the applicant's correspondence address
either with or prior to the next official communication. If additional correspondence from the examiner is not likely before an allowance or if other
circumstances dictate, the Fonn should be mailed promptly after the interview rather than with the next official communication.

The Form provides for recordation of the following information:
— Application Number (Series Code and Serial Number)
— Name of applicant
—Name of examiner
— Date of interview

—Type of interview (telephonic, video—conference. or personal)
—Name of participant(s) (applicant, attorney or agent, examiner, other PTO personnel, etc.)
—An indication whether or not an exhibit was shown or a demonstration conducted

—An identification of the specific prior art discussed
— An indication whether an agreement was reached and if so, a description of the general nature of the agreement (may be by

attachment of a copy of amendments or claims agreed as being allowable}. Note: Agreement as to allowability is tentative and does
not restrict further action by the examiner to the contrary.

—The signature of the examiner who conducted the interview (if Form is not an attachment to a signed Office action]

It is desirable that the examiner orally remind the applicant of his or her obligation to record the substance of the interview of each case. It
should be noted, however, that the Interview Summary Fonn will not normally be considered a complete and proper recordation of the interview
unless it includes, or is supplemented by the applicant or the examiner to include, all of the applicable items required below concerning the
substance of the interview.

A complete and proper recordation of the substance of any interview should include at least the following applicable items:
1} A brief description of the nature of any exhibit shown or any demonstration conducted,
2} an identification of the claims discussed,
3) an identification of the specific prior art discussed.
4] an identification of the principal proposed amendments of a substantive nature discussed, unless these are already described on the

Interview Summary F0lTl'I completed by the Examiner,
5] a brief identification of the general thrust of the principal arguments presented to the examiner,

(The identification of arguments need not be lengthy or elaborate. A verbatim or highly detailed description of the arguments is not
required. The identification of the arguments is sufficient if the general nature or thmst of the principal arguments made to the
examiner can be understood in the context of the application file. Of course, the applicant may desire to emphasize and fully
describe those arguments which he or she feels were or might be persuasive to the examiner.)

6) a general indication of any other pertinent matters discussed. and
7) if appropriate, the general results or outcome of the interview unless already described in the Interview Summary Form completed by

the examiner.

Examiners are expected to carefully review the applicant's record of the substance of an interview. If the record is not complete and
accurate. the examiner will give the applicant an extendable one month time period to correct the record.

Examiner to Check for Accuracy

If the claims are allowable for other reasons of record, the examiner should send a letter setting forth the examiner's version of the
statement attributed to him or her. If the record is complete and accurate. the examiner should place the indication, "Interview Record OK" on the
paper recording the substance of the interview along with the date and the examiner's initials.
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Application No. Applicantts)

, _ _ _ 12r35o,111 SCHARSCHMIDT, BFIUCE
Examiner-initiated Intervrew Summary _ _Examiner Art Unit

TIFFANY GOUGH 1551

All participants (applicant, applicant's representative, PTO personnel):

(1) T.-'FFANY GOUGH. (3) .

(2) Patrick Morris. (4) .

Date of Interview: 20 September 2013.

Type: Telephonic |:I Video Conference
E] Personal [copy given to: I:I applicant I:I applicant’s representative]

Exhibit shown or demonstration conducted: I:I Yes IE No.

If Yes, brief description:

Issues Discussed |:|101 IZI112 |:|1o2 [I103 Eothers
lFor each of the checked hox(es] above. please describe helow the issue and detailed description of the discussion]

C|aim(s) discussed: 6 and 38.

Identification of prior art discussed: fir.

Substance of Interview
(For each issue discussed, provide a detailed description and indicate il‘ agreement was reached. Some topics may include: identification or clarification of a
reference or a portion thereof, claim interpretation, proposed amendments. arguments ol‘ any applied references etc...)

Appiicants representative, Patrick Morris, was teiephoned to discuss the Examiners Amendment attached.

Specificaiig, the Examiner suggested amending ciaims 6 and 38 to iimit appiicants ciaimed prodrup conversion from

"about 60% to 75%" to that which is supported by the as flied s_o_ecitication , i‘. e. about 60%. Appiicants sp_ecitication

and data submitted in the Deciaration on 1 1/21/2012 suppgrts the disciosed drug conversion of about 60% in UCD

patients. Patrick Morris and Appiicant agreed to the ctaim amendments. .

Applicant recordation instructions: It is not necessary for applicant to provide a separate record of the substance of interview.

Examiner recordation instructions: Examiners must summarize the substance of any interview of record. A complete and proper recordation of
the substance of an inteniiew should include the items listed in MPEP ?'13_04 for complete and proper recordation including the identification of the
general thrust of each argument or issue discussed, a general indication of any other pertinent matters discussed regarding patentability and the
general results or outcome of the interview, to include an indication as to whether or not agreement was reached on the issues raised.

|:I Attachment

 

U.S. Patent and Trademark Oflice

PTOL-413B (Fiev. 8i1 1 2010) Interview Summary Paper No. 20130920
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Applicationlcontrol No. AppIicant(s)i'Pateni Under Reexamination

 
I55’-'9 ciassmcafion 12350111 SCHARSCHMIDT, BRUCE

TIFFANY GOUGH

CFC

5V"'*’°'

{TIFFANY GOUGHI

Examiner_Ar1 Unit 1651 03,23,201 3 Total Claims Allowed:

12

(Assistant Examiner} {Date}
IJON PWEBEF1.‘

Supervisory Pa1en1Examiner.An Unit 1657 11911231121313 0.6}. Print Claimts) 0.6}. Print Figure

(Primary Examiner) {Date} 1 None
US. Palenl and Trademark Office Par1 DI Paper ND. 20130920
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Applicationlcontrol No. AppIicant(s)1'Palent Under Reexamination

Issue classification 12350111 SCHARSCHMIDT, BRUCE

HIIIHIIIINIIIIIIIIIHIIIIINIIHIIIIII III
TIFFANY GOUGH

US ORIGINAL CLASSIFICATION INTERNATIONAL CLASSIFICATION

CLASS SUBCLASS CLAIMED NON-CLAIMED

4g00l2cDE-0‘-01}
9.2

II
cnoss REFEFIENCE(S)

IIIIZIIIIZ
--

FFIFFANY GOUGHI

ExamIner_Ar1 Unit 1651 09),22r,201 3 Total Claims Allowed:

12

(Assistant Examiner} {Date}
{JON PWEBEF1.‘

Supervisory Patent Examiner.Ar1 Unit 1657 091232013 0.6}. Print Claims) (16. Print Figure 
(Primary Examiner] {gage} 1 None

US. Palenl and Trademark Office Par1 DI Paper ND. 20130920
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Applicationlcontrol No. AppIicant(s)iPatent Under Reexamination

Issue cmssmcafion 12350111 SCHARSCHMIDT, BRUCE

|1||1|1|||1|1|||1||1|1|1||1|1|||1||1|1| W
TIFFANY GOUGH

|:| Claims renumbered in ihe same order as presented by applicant

{TIFFANY GOUGHI

ExamIner_Ar1 Unit 1651 09),22f,201 3 Total Claims Allowed:

12

(Assistant Examiner} {Date}
{JON PWEBEFII

Supervisory Patent Examiner.Ar1 Unit 1657 0912312013 0.6}. Print Claimts) 0.6}. Print Figure

1 None
 

(Primary Examiner] {page}

US. Patent and Trademark Office Par1 DI Paper ND. 20130920
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Doc code: IDS 123501 1 I " G"%l9l95°J5§5‘iJ. . . . . df lh h |J?f31i'2012.0MEt 0651-0031

Doc description: lnfonnation Disclosure Statement {IDS} Filed u_5_ Pam, and T,:§:,r:;:( 0‘:;e9i°U_§_"[',"EPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless itoontains a valid OMB oorilml number.

Application Number 12350111

Filing Date 2009-01-07

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor Bruce Scharschmidt

Art Unit I 1651
Examiner Name Tiffany Maureen Gough

Attorney Docket Number | T9532_8001_USU1

U.S.PATENTS Rem°V9

E).“f‘m,,ine Cite Patent Number Kind Issue Date Nari-Ie of Fate “tee or Applicant ::|g:vSa:tol|7:Jan;::gg::i \R:l::ant
Initial No Code1 of cited Document .

Figures Appear

1 6219567 B1 2001-04-17 EGGERS et at.

If you wish to add additional US. Patent citation information please click the Add button. Add

U.S.PATENT APPLICATION PUBLICATIONS REWOVG-'

Examine . Publication Kind Publication Name of Patentee or Applicant PageS‘Column5'Line5 where
. . ,, Cite No . Relevant Passages or RelevantInitial Number Code1 Date of cited Document .

Figures Appear

1 20100008859 A1 2010-U1-‘I4 SCHARSCHMIDT

If you wish to add additional U.S. Published Application citation information please click the Add button. Add

FOREIGN PATENT DOCUMENTS REITIOVE

. . . . . . Name of Patentee or Page5'C°|umns’Line5
Examine Cite Foreign Document Country Kind Publication A "cant Of cited where Relevant T5
|nitial* No Number3 Code? i Code4 Date Dpp Passages or Relevantocument .

Figures Appear

1 D

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS REMOVE

. . Include name of the author (in CAPITAL LETTERS}, title of the article (when appropriate}. title of the itemExamine Cite . . . . .

Initials. N0 (book. magazine. journal. serial, symposium. catalog, etc}. date. pages(s), volume-issue number(s}. T5
publisher, city andfor country where published.

EFSWeb2.‘|_1T ALL REFERENCES CONSiDEmE} EXCEPT WHERE UNED TH ROUGH. /TGf'
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Application Number 12350111 123561 ‘I 1 - GAL}; 1651

Filing Date 200901-07

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99]

First Named Inventor BI'UC-e Scharschmidt

Art Unit | 1651
Examiner Name Tiffany Maureen Gough

Attorney Docket Number | ?9532.8001.US01

ENNS. G. M, et al.. "Survival After Treatment with Phenylacetate and Benzoate for Urea-Cycle Disorders," N. Eng. J.
Med. 356:2282-2292 (2007).

UNITED STATES PATENT AND TRADEMARK OFFICE, International Search Report and Written Opinion dated June
4, 201 2 for PCTiUS2012ifl28620_ 

If you wish to add additional non—patent literature document citation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature fTtii3n‘f GUUQW Date Considered O9,:’22,!2[}13

‘EXAMINER: Initial if reference considered, whether or not citation is in conformance with MF'EF' 609. Draw line through a

citation if not in conformance and not considered. Include copy of this fonn with next communication to applicant.

‘ See Kind Codes of USPTO Patent Documents at g{ww.USPTO.GDV or MPEP 901.04. 3 Enter office that issued the document, by the two—|etler 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. 3 Applicant is to place a check mark here if
English language translation is attached.

EFSWeb2.‘|_1T ALL REFERENCES COi\iStDERE} EXCEPT WHERE UNED TH ROUGH. /TGJ‘
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Doc code: IDS 123501 1 1 " G"%l9l95°d=§5‘$J. . . . . df lh h |J?f31i'2012.0MEI 0651-0031

Doc description: lnfonnation Disclosure Statement {IDS} Filed u_5_ Pam, and T,:§:,r:;:( 0‘:;e9i°U_§_"[',"EPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless itoontains a valid OMB oorilml number.

Application Number 12350111

Filing Date 2009-01-07

INFORMATION DISCLOSU RE First Named Inventor Bruce SCHARSCHMIDT

STATEMENT BY APPLICANT Art Unit [1651
( Not for submission under 37 CFR 1.99)

Examiner Name Tiffany Maureen GOUGH

Attorney Docket Number |T9532_8001_USU1

U.S.PATENTS Rem°V9

Eilémjne Cite Patent Number Kind Issue Date Nari-le of Fate “tee or Applicant R:ll:vSafi:tol|7:Jan;::gg::i \R:l::ant
Initial No Code1 of cited Document .

Figures Appear

1

If you wish to add additional US. Patent citation information please click the Add button. Add

U.S.PATENT APPLICATION PUBLICATIONS REWOVG-'

Examine . Publication Kind Publication Name of Patentee or Applicant PageS‘Column5'Line5 where
. . ,, Cite No . Relevant Passages or RelevantInitial Number Code1 Date of cited Document .

Figures Appear

If you wish to add additional U.S. Published Application citation information please click the Add button. Add

FOREIGN PATENT DOCUMENTS REITIOVE

. . . . . . Name of Patentee or Page5'C°|umns’Line5
Examine Cite Foreign Document Country Kind Publication A "cant Of cited where Relevant T5
|nitial* No Number3 Code? i Code4 Date Dpp Passages or Relevantocument .

Figures Appear

1 D

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS REMOVE

. . Include name of the author (in CAPITAL LETTERS}, title of the article (when appropriate}. title of the itemExamine Cite . . . . .

Initials. N0 (book. magazine. journal. serial, symposium. catalog, etc}. date. pages(s), volume-issue number(s}. T5
publisher, city andfor country where published.

EFSWeb2.‘|_1T ALL REFERENCES CONSiDEl7lED EXCEPT WHERE UNED TH ROUGH. /TGT‘
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Application Number 12350111 123501 ‘I ‘I - GAL}; 1651

Filing Date 200001-07

INFORMATION DISCLOSU RE First Named Inventor Bruce SCHARSCHMIDT

STATEMENT BY APPLICANT An Unit |1651
( Not for submission under 37 CFR 1.99] E _ N Tfia M GOUGHaminer ame I ny aureen

Attorney Docket Number I ?9532.8001.US01

DIAZ. G.A.. et al., "Phase 3 Blinded. Randomized, Crossover Comparison of Sodium Phenylbutyrate {NaPBA) and
Glycerol Phenylbutyrate {GPB): Ammonia {N H3) Control in Adults with Urea Cycle Disorders (UCDs)," Mol. Genet.

Metab_ 102.276, Society of Inherited Metabolic Disease (SMIDJ Abstract. ( 2 0 1 1 )

GHABRIL, M., et aI., "Glycerol Phenylbutyrate {G PB] Administration in Patients with Cirrhosis and Episodic Hepatic
Encephalopathy (HE),“ accepted for presentation at Digestive Disease Week, 2012.

LEE, B., et al., "Phase 2 Comparison of a Novel Ammonia Scavenging Agent with Sodium Phenylbutyrate in Patients

with Urea Cycle Disorders: Safety, Pharmacokinetics and Ammonia Control," Mol. Genet. Metab_ 100:221-228 (2010).

L|CHTER—I(ONECK|, U., et al., "Ammonia Control in Children with Urea Cycle Disorders (UCDs); Phase 2 Comparison
of Sodium Phenylbutyrate and Glycerol Phenylbutyrate," Mol. Genet. Metab_ 103323-329 (2011).

 
5 MCGUIRE. B. M. et al.. "Pharmacology and Safety of Glycerol Phenylbutyrate in Healthy Adults and Adults with El

Cirrhosis," Hepatology 51:20}?-2035 (2010).

If you wish to add additional non-patent literature document citation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature r.»-{Egan . awe hi; Date Considered 09:I22t'2Ui3 

"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.

‘ 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-letler 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.1E if possible. 5 Applicant is to place a check mark here if
English language translation is attached.

EFSWeb2.1_1T ALL REFERENCES CONStDEI7tE1D EXCEPT WHERE LINED TH ROUGH. /TGE
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UN1'l‘l:‘.D S'l‘A'l'ES P/\'l‘l:".N'l‘ AND TRADEMARK OFFICE
UNITED STATES DI:‘.PARTMI:‘.NT OF COi\v‘I.MI:‘.RCE
United States Patent and Trademark Olfim:
Addms.-a: (.'.OMMISS|()NIER I"()R I"A'|'IEN'l'S

PO. Box 1-1-50
AIL-xanrIri:|, \-"' 'ni:| 22.'I-13-I-I-SI!
www.uspln.gi

 
NOTICE OF ALLOWANCE AND FEE(S) DUE

EXA_MI.NER
3-‘I055 T590 EJQIEWZIII3

PERKINS COIE LLP — LOS General GOUGII. TIFFANY MAL-'RE:mW'
POST omcr. BOX I24?

SEATTLE. WA 98111-I247
1651

DATE MAII .EI): 09!.‘l0.F20I 3

APPI.[('.I\'|'|()N NO. 1"|I.|N(i l')A'l'Ii |"|RS'l' NAMIEI) IN\«"I7.NT()R .4\'|"I'ORN|iY 1)O(IKI€'I' NO. ('()N1"IRM.=\'|'|()N NO.
 

l2f350,| I I D|f0?i'2009 Bruce SCHARSCHMIDT t’)-I.I9820(IOI00 6290

TITLE OF INVENTION: METI-IODS OF TREATMENT USING A'.V'IMONIA—SCAVENGING DRUGS

  
APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEELS] DUE DATE DUE

$890 $300 50 $1 I90 I2!.'I0i'20]3nonprovisional SMALI.

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSIIANCE AS A PATENT.
PROSECl.ITION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.
TIIIS APPLICATION IS SI][5.I'FCT TO VVITIIDRAVVAL FROM ISSUE AT TIIE INITIATIVE OF TIIE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSIIE FEE AND PUBLICATION FEE {IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF TIIIS NOTICE OR TIIIS APPLICATION SIIALL BE REGARDED AS ABANDONED. THIS

TAT T RY PERI D A 'I‘ BE EXTE DED. SEE 35 lI.S.C. 151. THE ISSIIE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN TIIIS APPLICATION. IF AN ISSUE FEE IIAS

PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM

WIJLL BE CONSIDERED A REQUEST TO REAPPLY TIIE PREVIOUSLY PAID ISSUE FEE TOWARD TIIE ISSUE FEE NOWDI E.

HOW TO REPLY TO TIIIS NOTICE:

1. Review the ENTITY S'l‘A'l‘[IS shown above. If the EN'I‘l'l'Y STATI IS is shown as SMALL or MIC.‘l{O, verify whether entitlement to that
entity status still applies.

If the EN'l‘l'l'Y STATI IS is the same as shown above, pay the TOTAL FEEI’S) DUE shown above.

If the EN:l‘l'l'Y _S'l'A'l‘I IS is changed from that shown above, on PART B - FEEt'S) TRANSMl'l'l'AL, complete section number 5 titled
"Change in Entity Status ( from status indicated above)".

For purposes of this notice, small entity fees are U2 the amount of uiidiscounted fees, and micro entity fees are II2 the amount of small entity
lees.

ll. PART B - FEE(S) 'l'RANSMI'l‘TAL. or its equivalent, must be completed and returned to the United States Patent and Trademark Office
(USP1'0) with your ISSUE FEE and PlIBL1(.‘A'l'lON FEE (if required). If you are charging the feels} to your deposit account. section "4b"

of Part B - Feets) 'l'ransmittal 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.

III. All coirimunications regarding lI1is application must give the application Immher. Please direct all communications prior to issuance to
Mail Stop ISSUE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of
maintenance fees. It is palentce‘s responsibility to ensure timely payment of maintenance fees when due.

Pag;'7 1 21" 4P'I‘OI.—85 (Rev. DUI I)
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable l‘ee(s), to: Mail Mail Stop ISSUE FEE
Commissioner for Patents
PO. Box 1450

Alexandria, Virginia 22313-1450
or Ea; (571)-273-2885

lNS'I‘RUC’l'[0NS: This form should be used for transmitting the ISSULL I-I.-‘.1.-I and PLI']5LICA'l‘[0N fit‘ required]. Blocks 1 through 5 should be completed where
ap ropriate. All further correspondence including the Patent. advance orders and notification of maintenance fees will be mailed to the current corres ondence address as
in icated unless corrected below or directed otherwise in Block I. by ta} specifying a new correspondence address: andfor tb} indicating a separate “ - -"L-L At)DR]_-Z55“ formaintenance fee notifications.

Note: if\ certificate ofmaiting can only be used for domestic mailings of the1-cetsj transmittal. 'l'hts certt tcate cannot be used for any other accompanying
(.'lIRl<‘.l'CI\_l' C[]|{RliSP()Nl)l'fN[.'lE AIJDRIEKS (Note: Use lilock I For any cllange lJr3(l(l.lI!h'S_l apt-fS_ addiljgnal paper! such as an assignment of ["01-njal dfawing‘ I-Dust

liave its own certificate ot‘ mailing or transmission.

(Ierlilicale of Mailing or Transmission
34055 1 ‘ 7590 1 n91'r3w0l3 I hereh certify that this Fee(s] Transmittal is heing deposited with the United

l,l - (jt-Zntiral Sfiajtes oistal SI‘Je;rvi1(\.‘;' I-li'[rj)r first glass fliflllhlell an lenvelorlae... . 1 1 1 a resse to e at . to .. .- . . . a ress a ve, or ing acstmi e
P051 01‘H(-'3 BOX 1247 transmitted to the irsrro (. 71 ; 273-2335. on the date indicated below.

ll)cptJetiIur'sI1;um:lSl:'A'l'l'Ll:', WA 98] 1 1-124?

 
A|’1’I.l(Tr'\'l'|()N N0. 1"|I.|N(i I)A'l'l'i |"|RS'l' .-‘u".*\.t\-'l]il'.‘.' |N\«"I'IN'I'0R ,4‘\'l"l'()RN|iY I)lI.KIKI£'|' N0. (.'()N'l"|Rt’\«'I.v\'l'l()N N0.

l2t'350,| I I 0I!07"t'200'9 Bruce SCHARSCHMIDT 6~'l.’o982000I00 6290

'l'l'l'LL'L 01" L\iVl_-',N'l'lON: Ml_i'l'I-IODS OI" 'l'RL".."\'l'ML'LN'l' USING Ah-{lMONIA—S(_TAVLiNGlNG DRUGS

 
1\I’1’I.N. 'l'Yl’|£ 1'IN'l'I'l'Y S'l'.t\'|'l.'!S ISSI.‘-Ii I-lili DI IIE Pl.‘-13l.I(.'A'l'I()N 1"I€1'I Dllli l’RI'IV. PAII) ISSIJTI l"Ii|i 'l'()'l'_»'\I. 1'15] '15?) l)UI'I D:\'l'1'I DUIL

nonprovisional SMALI . $890 $300 $0 $1 [90 ]2!30I20] 3

EXAMINER ART UNIT CI_.ASS—S LTB CLASS

GOUGI I. 'I'Il"l’ANY MAUR]_-IL-'.N 1651 -l24—0(J9200
 

I . Change of correspondence address or indication ol‘ "Fee Address" (3?
CFR 1.363].

:l Change of correspondence address (or Change ot‘(_‘.orrespondenceAddress orm P'l'(Jt'SBt' 122} attached.

3 "Fee Address“ indication (or "Fee Address“ Indication Form
PTOISBHT: Rev 03-02 or more recent} attached. Use of a Customer
Number is required.

2. For printing on the patent front page. list

(1) the names of up to 3 registered patent attorneys I
or agents OR. alternatively.

(2) the name ofa single Iin11 (having as a member a
registered attorney or agent) and the names oi‘ up to
2 registered patent attorneys or agents. If no name is 3
listed, no name will be printed. '

 
3. ASSlGl\'L'L|_'L NAI\-".ll_'L AND Rl_'LSIDL'LN(_‘.l_-L Dt'\'l‘A TO Blj PRIN'l‘|_'LD ON 'l'lIL'L I-‘A'l'L".N'l‘ I print or type}

mJEA$E NOTE: Unless an assignee is identified below, no assignee data will appear on Lhe patent. II" an assignee is identilied helow, the document has been filed for
recordation as set forth in 37 (TFIE 3.] I. C‘ompletion of this lorm is NOT a substitute lbr filing an assignment.
(A) NAME OF ASS[GNF.F. (B) RF.SIl)F.NCF.: (CITY and STATE OR C0I.7t‘n"FRY)

Please check the appropriate assignee category or categories ( will not be printed on the patent] : '3 Individual El Corporation or other private group entity El Government

4a. The following feets} are submitted: -lb. Payment ofl-'ce(s): (Please first reapply any previously paid issue fee shown above)
3 Issue Fee 3 A check is enclosed.

:l Publication I-'ec (No small entity discount permitted) :l Payment by credit card. 1-‘orm P‘l”O—2038 is attached.
3 Advance Order — # of Copies jThe Director is hereby authorimed to charge the required l'ee(s], any deticiency, or credit any

overpayment. to Deposit Account Number (enclose an extra copy ol‘ this fonri}.

I’ag;'7% gt" 4PTOI.—85 (Rev. Ufll I)
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5. Change in Entity Status (From status indicated above)

3 Applicant certifying micro entity status. See 37 CFR I29 NOTE: Absent a valid certiliezition of ‘Micro Entity Status (see form PTOISBIISA and |5B), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

3 Applicant asserting small entity status. See 3? Cl-“R 1.2? N0'l‘].-L: It‘ the application was previously under micro entity status. checking this box will be taken
to be a notification ofloss ofentitlemeni to micro cntiiy status.

3 Applicant changing to regular undiscounted Fee status. NOTE: Checking this box will be taken to he zi notilication of loss of entitlement to small or micro
entity status, as applicable.

N0'l‘Li: The Issue Fee and Publication I"ce (if required) will not be accepted from anyone other than the applicant: a registered attorney or agent; or the assigncc or other party in
interest as shown by the records of the United States Patent and Trademark Office.

Authcirized Signature Date

Typed or printed name Registration No.

This collection of information is required by 37 Cl-‘R 1.31 1. The information is re uired to obtain or retain a benefit by the public which is to file (and by the USI-“T0 to process}
an application. Confidentiality is governed by 3. U.S.C. 122 and 37 Cl"-'R 1.14. '1 is collection is estimated to take 12 minutes to complete. including gathering. preparing. and

submitting the completed application form to the USPTO. Time will u defiendin upon the individual case. Any comments on the amount of time you require to completethis form andfor su gestions for reducing this burden. should be sent to t e C ief In ormation Officer. U.S. Patent and Trademark Oftice. U.S. Department of Commerce. P.O.
Box 1450, Alexan ia, Virginia 22313-1450. DO NOT SEND l"l.'Ll_'IS OR COMPL}_'L'l'l:ID I"0Ri\".lS T0 TI-IIS ADDRESS. SLLND T0: Commissioner for Patents. l-‘.0. Box I450,
Alexandria, Virginia 22313-1450.
Under the Paperwork Reduction Act of I995. no persons are required to respond to a collection of inlbrniation unless it displays at valid OMB control number.

Page 3 of 4

I’TOl..—85 (Rev. 02ft I} Approved For use through 03,-"3 U20] 3. OMB ($1-4)3.i US. Patent and Trademark Ollicel US. DEPARTMENT OF COMMERCE
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UN1Tl:‘.D S'l‘A'l'J:'S P/\'l‘l:".N'l‘ AND TRADEMARK O1-'HCJ:'
UNITED STATES DEl’ARTMENT OF CUB-‘I.\'lER(_‘.l£
United States Patent and Trademark Olfiue
Addlltfli: (IOMMISSIONIER FOR P;"\'I'I§N'l'S

PO. Box 1-1-50
Alcxarldriil, Virginia 32313-I-l-5(Jwww.uspln.guv

APPLICATION NO. FLl_.]I\'G DATE FERST NAMED INV"ENTOR ATTORNEY DOCKET NO. CONFIRMATION N0.
 

12850.1 1 1 0170772009 Bruce SCI IARSCIIMIDT 6439820-0(Jl0U 6290

341155 7590 t19!3EJf2i}|3

PERKINS COIE LLP - LOS General GOUGII. TIFFANY MAUREEI
POST OFFICE BOX I247

S1"=ATTI.1":,WA 98111-I247
1651

DATE MAII Ff): l')9!_'i0.I'20I 3

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 577 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 577 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 Info1'mation 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-(8 88)-786-0101 or (571)-272-4200.

Fag-' 4
P'IlOI.—85 (Rev. DUI I) gr
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Privacy Act Statement

The Privacy Act of 1974 (PL. 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

andfor 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 andfor 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 disclosure of these

records is required by the Freedom of Information Act.

2. 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.

3. 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 fron1 the Member with respect to the subject matter of the record.

4. 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).

5. 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.

6. 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. 2l8(c)).

7. A record fron1 this system of records may be disclosed, as a routine use, to the Administrator,

General Services, or hisfher 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.

8. 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 CPR 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.

9. 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 lISPl‘O becomes aware of a violation or potential violation of law or

regulation.
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Application No. Applicanttsl
12r35o,111 SCHARSCHMIDT, BRUCE

Notice of Aiiowabiiity _'a"Fa'$'£$'GOUGH Ag:-'"" ,‘§i';:,‘§};i‘uL,[‘“°“‘°"°
No

-- The MAii_iNG 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 interview on 9/20/2013.

D A declaration(s)iaffidavit(s) under 37 CFR 1.130(b) wasiwere filed on

2. I: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 claimls) isiare 2 4 6-8 1'1 30 38 39.41 42 and 45. As a result of the allowed c|aim(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 hit -:I’r'www.us Io.‘ ovi atentsiinit events! h.=‘index."s or send an inquiry to PP}-lfeedbzack§cjusgI'o.gov .

4. I:I Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f).

Certified copies:

a) I:I All b) D Some *c) I:I None of the:

1. El Certified copies of the priority documents have been received.

2. El Certified copies of the priority documents have been received in Application No.j

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.

El including changes required by the attached Examiner's Amendment i Comment or in the Office action of
Paper No.iMail Date

Identifying indicia such as the application number (see 3? CFR 1.84{c)) should be written on the drawings in the from {not the back} of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121{d).

6. I:I DEPOSIT OF andior INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

 

Attachmentts)

1. El Notice of References Cited {PTO-892) 5. E Examiner's AmendmentiComment

2. E Information Disclosure Statements (PTOiSBi08), 6. E Examiner's Statement of Reasons for Allowance
Paper No.iMai| Date 2i22i2012 6i28i2012

3. [:I Examiners Comment Regarding Requirement for Deposit 7. I:I Other
of Biological Material

4. E Interview Summary (PTO413).
Paper No.iMai| Date 9/20/2013.

iTiffany M Goughi
Examiner, Art Unit 1651

US. Patenl and Trademark Ottice

PTOL-37 (Rev. 08-13] Notice of Allowability Part of Paper No.iMai| Date 20130920
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Application/Control Number: 12f350,111 Page 2

Art Unit: 1651

The present application is being examined under the pre-AIA first to invent

provisions.

EXAMINER'S AMENDMENT

An examiner’s amendment to the record appears below. Should the changes

and/or additions be unacceptable to applicant, an amendment may be filed as provided

by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be

submitted no later than the payment of the issue fee.

Authorization for this examiner’s amendment was given in a telephone interview

with Patrick Morris on 9/20f2013.

The application has been amended as follows:

TO THE CLAIMS:

6. (currently amended) A method of treating a patient having a urea cycle

disorder comprising (a) determining a target urinary phenylacetyl glutamine (PAGN)

output (b) calculating an effective initial dosage of a phenylacetic acid (PAA) prodrug

selected from glyceryl tri-[4—pheny|butyrate] (HPN-100) and phenylbutyric acid (PBA) or

a pharmaceutically acceptable salt of PBA, wherein the effective dosage of PAA

prodrug is calculated based on a mean conversion of PAA prodrug to urinary PAGN of

about 60% te—Z5%; and (c) administering the effective initial dosage of PAA prodrug to

the patient.

38. (currently amended) A method of administering a phenylacetic acid (PAA)

prodrug selected from glyceryl tri-[4—phenylbutyrate] (HPN-100) and phenylbutyric acid

(PBA) or a pharmaceutically acceptable salt of PBA to a patient having a from urea

718
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Application/Control Number: 12f350,111 Page 3

Art Unit: 1651

cycle disorder comprising (a) administering a first dosage of the PAA prodrug; (b)

determining urinary phenylacetyl glutamine (PAGN) excretion following administration of

the first dosage of the PAA prodrug; (c) determining an effective dosage of the PAA

prodrug based on the urinary PAGN excretion, wherein the effective dosage is based on

a mean conversion of PAA prodrug to urinary PAGN of about 60% te—l5£/o; and (d)

administering the effective dosage to the patient.

The following is an examiner's statement of reasons for allowance: The closest

prior art is considered to be the Brusilow references of record. The prior art teaches an

about 80% (Brusilow '91) and about 92% (Brusilow ‘93) prodrug conversion of PAA to

urinary PAGN when administered to patients having nitrogen retention disorders

including urea cycle disorder. The prior art assumes a near 100% conversion of the

drug while applicant has found that only “about 60%“ of the drug is oonverted.

Applicants Declaration filed 11X21/2012 contains data drawn to an about 60%

conversion rate of PAA to urinary PAGN as disclosed in the specification, which

supports applicants disclosed drug conversion in the as filed specification. Applicant

discloses that urea cycle disorder patients have an "about 60%" mean conversion rate.

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.”
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Application/Control Number: 12f350,111 Page 4

Art Unit: 1651

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to TIFFANY GOUGH whose telephone number is

(571)272-0697. The examiner can normally be reached on M-F 8-5 pm.

If attempts to reach the examiner by telephone are unsuccessful, the examiner's

supervisor, Michael Wityshyn can be reached on 571-272-0926. The fax phone number

for the organization where this application or proceeding is assigned is 571-273-8300.

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 httpzflpair-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.

/Tiffany M Goughl

Examiner, Art Unit 1651

/JON P WEBER!

Supervisory Patent Examiner, Art Unit 1657

720



721

Applicationlcontrol No. AppIicant(s)IPatent Under
Fteexamination

Search NOIGS 12350111 SCHARSCHMIDT, BRUCE

Examiner

TIFFANY GOUGH

CPC- SEARCHED

     

Examiner

CPC COMBINATION SETS - SEARCHED

Examiner

US CLASSIFICATION SEARCHED
 
 

 

Examiner

424 9.2 9f22f201 3 tmg

SEARCH NOTES

Search Notes Date Examiner

EAST-SEE SEARCH HISTORY REPORT TI1 312011 tmg

updated
1111911 1,

61’12;*'2O12,
91’20f2013

Google 7!131'2011updat tmg
ed 111'9!11,

E‘>f12!12

eDAN inventor Search 7z’131’2O1 1 tmg

updated
61’12f12,91'2O1’2O

13

US Class! US Subclass I CPC Group Date Examiner

CPC Symbol
424 9.2 91221201 3 mg

ITIFFANY GOUGI-If
Examiner.Art Unit 1651
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United Stiles Patent and Trademark Oflice
Addms: COMMISSIONER FOR PATENTS

P.0. EDI I450
Meaandlia. Virginia 223 I 3-I450vrww.uspIo.gov

 

APPLICMION NO. FILING DATE FIRST NAMED INVENTOR
6290l2f350,l ll OIIOWEOO9 Bmcc SCHARSCHMIDT 543932000100

34055 ?S9I] 1Di29I20I3

pmms C015 I.LP- LOS Genera!
POST OFFICE Box 1247 GOUGH. TIFFANY MAUREEN

SEATTLE, WA 981 I 1-124?

165!

I0r29r20| 3 ELECTRONIC

Please find below andfor attached an Office communication concerning this application or proceeding.

The time period for reply, if any, is set in the attached communication.

Notice of the Office communication was sent electronically on above-indicated "Notification Date" to the

following e-mail address(es):

patcnzprocurement@perkinscoie.com

PTOL-90A (Rev. 04:07) 722
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UNITED STATES PATENT AND TRADEMARK OFFICE

Commissioner for Patents
United States Patent and Trademark Offioe

PD. Box 1450
Alexandria, VA 22313-1%

www.uspto.gov

Application No. : 123501 1 1

Applicant : Scharschmidt

Filing Date I OH07/2009

DateMailed: l0l29l20l3

NOTICE TO FILE CORRECTED APPLICATION PAPERS

Notice ofAllowance Mailed

This application has been accorded an Allowance Date and is being prepared for issuance. The

application, however, is incomplete for the reasons below.

Applicant is given 2 month(s) from the mail date of this Notice, or the time remaining from

the Notice of Allowance and Fee(s) Due, whichever is longer, within which to respond.

The informalities requiring correction are indicated in thc attachn1ent(s). If the informality

pertains to the abstract, specification (including claims) or drawings, the informality must be

corrected with an amendment in compliance with 37 CFR 1.121 (or, if the application is a reissue

application, 37 CFR l.1'i"3). Such an amendment may be filed after payment of the issue fee if
limited to correction of infonnalitics notcd herein. See Waiver of 3'? CFR 1.312 for Documents

Required by the Office of Patent Publication, 1280 Off. Gaz. Patent Office 918 (March 23, 2004).

In addition, if the informality is not corrected until after payment of the issue fee, for purposes of

35 U.S.C. l54(b)(1)(iv), “all outstanding requirements” will be considered to have been satisfied

when the informality has been corrected. A failure to respond within the above-identified time

period will result in the application being ABANDONED. This period for reply is NOT

extendable under 37 CFR 1.l36(a).

See attachment(s).

A copy oftliis notice MUST be returned with the reply. Please address response to

“Mail Stop Issue Fee, Conimissionerfor Parents,

P.0. Box 1450, Alexamlrlo, VA 22313-1450”.

lJoanna Black/

Publication Branch

Office of Data Management

(571) 272-4200
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Application No. 12350111
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Drawings filed: 01r'07f2009

IDENTIFICATION OF DRAWING DEFICIENCIES

There is a hole or the image thereof within the illustration. FIG(s)

The illustration is penetrated or traversed by a solid or broken line that is not intended to be part of the

drawing, such as a dark line caused by a flaw in the copying process. FIG(s)

An ink stamp or the image thereof obscures part of the illustration. FlG(s)

The drawing is marred by black smudges, obliterations, or faxfcopier marks (for example, speckles or dots

in a substantial portion of the drawing). FIG(s)

Figure numbers are duplicated or missing. FlG(s)

Drawing sheet or figure is missing. FIG(s)

Numbers, letters, or reference characters in the drawing have been crossed out or are illegibly handwritten.

FlG(s)

The character of the lines, numbers, and letters is poor. FIG(s)

The drawing's background shows that the original drawing was made on graph paper or other paper with a

pattern or decoration. FlG(s)

The FIG. number label is placed in a location that causes the drawing to be read upside down. FlG(s)

Data, a reference number, or part of the drawing is truncated or missing, or a lead line has no reference

number. FIG(s) Q

The drawing and!or the FIG. label contain(s) foreign language. FlG(s)

This utility application contains a photograph ofa view that is capable of being illustrated as a line drawing.

FIG(s)

A petition under 37 CFR l,84(a)(2) to accept color drawings has been granted, but the brief description of

the drawings in the specification does not contain (or has not been amended to contain) the paragraph

required by 37 CFR l.84(a)(2)(iii).

This reissue application contains amended drawings that are not labeled as "Amended" as required by 37

CFR l.l73(b)(3). FIG(s)

OTHER:

COMMENTS:
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Attorney Docket No. 79532.8001.US01

PATENT

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of: Bruce SCHARSCHMIDT Confirmation No.: 6290

Application No.: 12I350,111 Art Unit: 1651

Filed: January 7, 2009 Examiner: Tiffany Maureen
GOUGH

For: METHODS OF TREATMENT USING

AMMON|A—SCAVENG|NG DRUGS

RESPONSE TO NOTICE TO FILE CORRECTED APPLICATION PAPERS

Mail Stop Issue Fee
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Sir:

In response to the Notice to File Corrected Application Papers - Notice of

Allowance Mailed dated October 29, 2013, applicants submit a replacement drawing for

Figure 10 (1 sheet). No new matter has been added to the figure. The figure is merely

a clearer image of the figure as requested in the Notice.

No fees are believed due with this response. If any fee is required, the

Commissioner is authorized to charge the requisite fees to Deposit Account No. 50-

2586.

Respectfully submitted,
Perkins Coie LLP

Date: December 19 2013 Patrick D. Morris!

Patrick D. Morris, Ph.D.

Registration No. 53,351

 

Correspondence Address:
Customer No. 34055

Perkins Coie LLP

Patent — LA

P.O. Box 1208

Seattle, WA 98111-1208

Phone: (310) 788-9900

Fax: (206) 332-7198

IF9532-8001_US01lLEGAL28?0?620_1 725
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Electronic Acknowledgement Receipt

Application Number: 12350111

International Application Number:

Confirmation N um ber:

Title of Invention: METHODS OF TREATMENT USING AMMONIA-SCAVENGING DRUGS

First Named |nventor!Applicant Name: Bruce SCHARSCHNIIDT

Customer Number: 34055

Filer: Lara J. Dueppen/Colleen Kirchner

Filer Authorized By: Lara J. Dueppen

Attorney Docket Number: 643982000100

Receipt Date: 19—DEC—201 3

Filing Date: 07-JAN-2009

Time Stamp: 19:12:05

Application Type: Utility under 35 USC 111(a]

Payment information:

Submitted with Payment yes

Payment Type Credit Ca rd

Payment was successfully received in RAM $1190

RAM confirmation Number 7841 
Deposit Accou nt 502586

Authorized User KIRCHNER, COLLEEN

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.Fl. Section 1.17 [Patent application and reexamination processing fees)

Charge any Additional Fees required under 37 C.F.R. Section723(Document supply fees)
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Charge any Additional Fees required under 37 CFR. Section 1.20 [Post Issuance fees]

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges]

File Listing:

File Size(Bytes]i‘ Multi Pages

Message Digest Part Lzip (ifappI.)

Document

Number Document Description File Name

_ 1004458
8001 USO‘I_|ssueFeeTransmItta|

I F P t[PTO—85B)
ssue ee aymen -pdf IR!-rl0fil'R¥ |9Rl'939aadSn.'vfi9?89-1lu'-Ih0?[a

I la’;

Warnings:

Info rmation:

Drawings—on|y black and white line 8001US01_Rep|acementDrawi
drawings ng.pdf l:19]"ai8t'n"uIlN1RtI[l0-1l':'}ll;'I"u3 hJ3')il'[|ffrl Wfprl

(tbs.-I

Warnings:

Info rmation:

Amendment after Notice of Allowance

[Rule 312) 8001 US01_Response.pdf fl?) 1 ffiiii‘ '.“l(aI'H§h-)0'l‘Bf: 30194 6hh30I1 95 I lit’)
mobz

Warnings:

Info rmation:

Fee Worksheet [SE06] fee—info.pdf iae IRl'l158[rl?(S'5a I )'}"ua«I WM erafrl 2:311"!-I
til 26

Warnings:

Info rmation:

Total Files Size {in bytes] 1212848

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

Ifa new application is being filed and the application includes the necessary components for a filing date [see 37 CFR

1.53lb)-(dl 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 ofthe application.

National Stage of an International Application under 35 U.S.C. 371

Ifa 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 PCTlD0lE0l903 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 asa Receiving Office

Ifa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP1810l, a Notification of the International Application Number

and ofthe International Filing Date {Form PCTi'ROI105) 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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Electronic Patent Application Fee Transmittal

Application Number: 12350111

Filing Date: 07-Jan-2009

Title of Invention: METHODS OF TREATMENT USING AMMONIA-SCAVENGING DRUGS

First Named lnventormpplicant Name: Bruce SCHARSCHMIDT

Attorney Docket Number: 643982000100

Filed as Small Entity

Utility under 35 USC 1 1 1(a) Filing Fees

Su b-Tota I in

Description Fee Code Quantity Amount Usms}

Basic Filing:

Miscellaneous-Filing:

Petition:

Patent-Appeals-a nd-Interference:

 
Post-Allowa nce-and-Post-lssuance:

‘I | 300 | 300

 
Publ. Fee- Early, Voluntary, or Normal L 1504 l
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Extension-of-Time:

Miscellaneous:

Total in USD (S) 

730



731

PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable l‘ee{s), to: Mail Mail Stop ISSUE FEE
Commissioner for Patents
PO. Box 1450

Alexandria, Virginia 22313-1450
or Ea; (571)-273-2885

lNS'I‘RUC’l'[0NS: This form should be used for transmitting the ISSULL I-I.-‘.1.-I and PLI']5LICA'l‘[0N fit‘ required]. Blocks 1 through 5 should be completed where
ap ropriate. All further correspondence including the Patent. advance orders and notification of maintenance fees will be mailed to the current comes ondence address as
in icated unless corrected below or directed otherwise in Block I. by ta} specifying a new correspondence address: andfor tb} indicating a separate “ - -"L-L At)DR]_-Z55“ formaintenance fee notifications.

Note: if\ certificate ofmaiting can only be used for domestic mailings of the1-cets} transmittal. 'l'hts certt tcate cannot be used for any other accompanying
(.'lIRl<‘.l'CI\_l' C[]|{RliSP()Nl)l'fN[.'lE AIJDRIEKS (Note: Use lilock I For any cllange lJr3{l(l.lI:h'S_l apt-fS_ addiljgnal paper! such as an assignment of ["01-njal dfawing‘ I-Dust

liave its own certificate ot‘ mailing or transmission.

(Ierlilicale of Mailing or Transmission
34055 1 ‘ 7590 1 n91'r3w0l3 I hereh certify that this Fee(s] Transmittal is heing deposited with the United

l,l - (jt-Zntiral Sfiajtes oistal SI‘Je;rvi1(\.‘;' I-li'[rj)r first glass fliflllhlell an lenveloflae... . 1 1 1 a resse to e at . to .. .- . . . a ress a ve, or ing acstmi e
P051 01‘H(-'3 BOX 1247 transmitted to the irsrro (. 71 ; 273-2335. on the date indicated below.

0 tl)cptJetiIur'sI1;um:r

Klrchneril (Signature!

Sl:'A'l'l'Ll:', WA 98] 1 1-124?

December 19. 2013 (Dale! 
A|’1’I.l(Tr'\'l'|()N N0. 1"|I.|N(i I)A'l'l'i |"|RS'l' .-‘u".*\.t\-'l]il'.‘.' |N\«"I'IN'I'0R ,4‘\'l"l'()RN|iY I)lI.KIKI£'|' N0. (.'()N'l"|Rt’\«'I.v\'l'l()N N0.

l2t'350,| I I 0I!07"t'200'9 Bruce SCHARSCHMIDT 6~'l.’r982000I00 6290

'l'l'l'LL'L 01" L\iVl_-',N'l'lON: Ml_i'l'I-IODS OI" 'l'RL".."\'l'ML'LN'l' USING Ah-{lMONIA—S(_TAVLiNGlNG DRUGS

 
1\I’1’I.N. 'l'Yl’|£ 1'IN'l'I'l'Y S'l'.r\'|'l.'!S ISSI.‘-Ii I-lili DI IIE Pl.‘-13l.I(.'A'l'I()N 1"I€1'I Dllli l’RI'IV. PAII) ISSIJTI l"Ii|i 'l'()'l'_»'\I. 1'15] '15?) l)UI'I D:\'l'1'I DUIL

nonprovisional SMALI . $890 $300 $0 $1 [90 ];7£t’30.I';Z0] 3

EXAMINER ART UNIT CI_.ASS—S LTB CLASS

GOUGI I. 'I'Il"l’ANY MAUR]_-IL-'.N 1651 -l24—009200

2. For printing on the patent ltront page. list I(1) the names oi up to 3 registered patent attorneys

or agents OR. alternatively. 2 Patrick Morris(2) the name ofa single Iin11 (having as a member a
registered attorney or agent) and the names oi‘ up to
2 registered patent attorneys or agents. If no name is 3
listed, no name will be printed. '

 

I . Change of correspondence address or indication ol‘ "Fee Address" (3?
CFR 1.363].

:l Change of correspondence address (or Change ot‘(_‘.orrespondenceAddress orm P'l'(Jt'SBt' 122} attached.

3 "Fee Address“ indication (or "Fee Address“ Indication Form
PTOISBHT: Rev 03-02 or more recent} attached. Use of a Customer
Number is required.

 
3. ASSlGl\'L'L|_'L NAI\-".ll_'L AND Rl_'LSIDL'LN(_‘.l_-L Dt'\'l‘A TO Blj PRIN'l‘|_'LD ON 'l'lIL'L I-‘A'l'L".N'l‘ I print or type}

mJEA$E NOTE: Unless an assignee is identified below, no assignee data will appear on Lhe patent. II" an assignee is identilied helow, the document has been filed for
recordation as set forth in 37 (TFIE 3.] I. C‘ompletion of this lhrm is NOT a substitute lbr filing an assignment.
(A) NAME OF ASS[GNF.F. (B) RFSIDENCE: (CITY and STATE OR COI.7t‘t"FRY)

Hyperion Therapeutics, Inc. South San Francisco, CA

Please check the appropriate assignee category or categories I will not be printed on the patent] : '3 Individual [3 Corporation or other private group entity El Government

4a. The following feets} are submitted: -lb. Payment ofl-'ce(s): [Please first reapply any previously paid issue fee shown above)

3 Issue Fee D A check is enclosed.

W Publication I-'ec (No small entity discount permitted) El Payment by credit card. 1-‘orm P‘l”O—2038 is attached.
D Advance Order — # of Copies mThe Director is hereby authorimed to charge the ire ee[s], any deticiency, or credit anyoverpayment. to Deposit Account Number (enclose an extra copy ol‘ this fonri}.

I’ag;'7§ (if 4PTOI.—85 (Rev. UNI I)



732

5. Change in Entity Status (fmrn status indicated above)

0 Applicant certifying micro entity status. See 37 CFR 1.29 Absent a valid certification of Micro Entity Status (see i'on'n PT0.I'SB!l5A_ and ISB). issueee payment in the micro entity amount will not be accepted at the risk of appllcalltlllt abandonntent.

D Applicant asserting small entity slams. See 37 CFR 1.2? MEE If the application was previously under micro entity status. checking this box will be talcen
to he a notification of loss of entitlement to micro cntity status.

U Applicant changing to regular undiscounted fee status. J;.[Q]]1;. Checking this box will be taken to be a notification of loss of entitlement to small or micro
entity status. as applicable.

NOTE: The Issue Fee and Publication Fee (ifrequired) will not be accepted from anyone other than the applicant: a registered attorney or agent: or the assignee orolher party ininterest as shown is the records of the United States Patent and Trademark Office.

Authorized Signature --"': Date ME -Z01‘?

Typed or printed name _ Patrick Morris Registration No. 53,

 

This collection of information is required by 3? CFR L311. The information is re uired to obtain or retain a henefit by the public which is to File (and by the USPTO to process)
an application. Confidentiality is governed by 35 U,S.C. I22 and 3?‘ CFR l.l4. is collection is csti mated to take 12 minutes to complete. including gathering. preparing. and
suhmtlting the completed application forI1'I to the IJSPTO. Time will Va dc ndin upon the individual case. Any comments on the amount of time you require to complete

this form andror suggestions for reducing this burden, should he sent to e C ietfln orrnation Officer. U.S. Patent and Trademark Office, US. Department of Commerce, P.O_Bcut I450. Alertan Ia. Vir 'nia 223 I3-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents. P.O. Box l450.
Alexandria. Virginia 223]. -1450.
Under the Paperwork Reduction Act of I995. no persons are required to respond to a collection of information unless it displays a valid OMB control number. 

Page 3 of4

PTOL—B5 (Rev, 021] 1) Approved for use through 0813112013. OMB 0651-0033 11.5. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
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DocCode - SCORE

SCORE Placeholder Sheet for IFW Content

Application Number: 123501 1 1 Document Date: 12/19/201 3

The presence ofthis form in the IFW record indicates that the following document type was received in
electronic format on the date identified above. This content is stored in the SCORE database.

0 Drawings - Other than Black and White Line Drawings

Since this was an electronic submission, there is no physical artifact folder, no artifact folder is recorded in

PALM, and no paper documents or physical media exist. The TIFF images in the [FW record were created _

from the original documents that are stored in SCORE.

To access the documents in the SCORE database, refer to instructions below.

At the time of document entry (noted above):

- Examiners may access SCORE content via the eDAN interface.

0 Other USPTO employees can bookmark the current SCORE URL

I http :.U'Score. uspto .govlScoreAccessWebx').

0 External customers may access SCORE content via the Public and Private PAIR interfaces.

Form Revision Date: Scptcm ber 30, 20] 3
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12350111 - G/31U:1651

ALTERNATIVE TO PTOISBIOBNB
(Based on PTO OB-08 version)

Complete if KnownSubstitute for torm 1449iPTO

Application Number 1 2/350,1 1 1

January I 2009

Bruce SCHAFISCHMIDT

Examiner Name T_ Gough

Attomey Docket Number 6439820001 00

Pages. Columns. Lines. Where
Relevant Passages or Relevant

Figures Appear

Public-31l0" Date Name of Patentee or
MM-DD-WW Applicant ot Cited Document

 
Changetsj applie

FOREIGN PATENT DOCUMENTS
to clocu ment,

F ' p D Publication P .C I .Li .

am I” aim ocumem Date Name '3” P_5't9"‘°‘-' °' wiieigsneigullanstng-asgfgis
CountryCo.':le5-Number‘-t<indCode"[’1i'Knov.rrr,i MM.DD.wW Appllcanlotclted Document OrFtelevanlFiguresAppear 7°‘

'0/5 1/20' 5 . W0-2009r134460-A1 11-05-2009 Hyperion Therapeutics
W0-2010130250303-A1 03-04-2010 H erion Theraeutics

Examiner Date
Si a nature Considered

‘EXAMINER: lnilial it information considered, whether or not citation is in conformance with MPEP 609. Draw line through cit.ation it not in conformance and I1o1
considered. Include copy ot this form with next communication to applicant. ' Applicants unique citation designation number (optional). 2399 Kinds Codes of
USPTO Patent Documents at www.u§Eto.gov or MPEP 901.04. 3 Enter Otfice that issued the document. by the two-letter code {WIPO Standard ST.3]. E For
Japanese patent documents. the indication of the year of the reign of the Emperor must precede the serial number of the patent document. 1 Kind of document by
the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. "Applicant is to place a check mark here it English languageTranslation is attached.

NON PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITAL LETTERS]. title ot the article (when appropriate). title of
the item (book. magazine. joumal. serial. symposium. catalog. etc). date. page(sl. volumeissue

numberts). publisher. city andior country where published.

4. AM BROSE, A.M. et at. [1933)." Further Studies on the Detoxification of Phenylacetic Acid.." J.
Bior‘. Chem. 1 01 2669-675.

5. BATSHAW ML. et at. {December 1980). “Treatment of Hyperammonemic Coma Caused by
inborn Errors of Urea Synthesis." J. Pediatr. 97(6):893-900

6. BATSHAW. ML. et at. [August 1981). "New Approaches to the Diagnosis and Treatment of
inborn Errors of Urea Synthesis," Pediatrics 68{2):290—297.

7. BATSHAW ML. et at. {June 10. 1982}. "Treatment of inborn Errors of Urea Synthesis:
Activation of Alternative Pathways of Waste Nitrogen Synthesis and Excretion,” N. Engi. J.
Med. 306(23):1387—1392

8. BATSHAW. ML. (1984). "Hyperammonemia." in Current Problems in Pediatrics. Lockhart.
J.D. ed.: Year Book Medical Publishers. pp. 2-69.

9. BRUSILOW. S.W. et at. (September 1. 1979). "New Pathways of Nitrogen Excretion in lnborn
Errors of Urea Synthesis.” Lancet 2181 40]:452— 454.
BRUSILOW. S. et at. [February 8. 1980). "Amino Acid Acylationz A Mechanism of Nitrogen
Excretion in inborn Errors of Urea Synthesis,“ Science 207:659-661
BRUSILOW. S.W. (June 21. 1984}. "Treatment of Episodic Hyperammonemia in Children With
inborn Errors of Urea Synthesis," N. Engi. J. Med. 310[25):1630—1t-334.
BRUSILOW. S.W. et al. (1991). "Treatment of Urea Cycle Disorders.“ Chapter 5 in Treatment
of Genetic Diseases, Desnik. FLJ. et al. eds, Churchill Uvingstone, New York. New York. pp.
79-94.

BRUSILOW. S.W. (Amendment Dated July 25. 1994). "Protocols for Management of
lntercurrent Hyperammonemia in Patients with Urea Cycle Disorders.“ FDA Application to
Market A New Drug for Human Use or an Antibiotic Drug for Human Use, Fourteen pages.

 

Examiner Cite
Initials No.'
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11.

12.

13.

CC-II—I-H
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UNITED S'l'A'l'l:IS DEPA R'l‘M]:2N'1‘ OF COMMERCE
United States Patent and Trarlcmark 0fi'|cc
Address: (I()MMISSl0N|i|{ I"()R 1“'A'1'|iN'|'S

PD. Box I-I50
Alcxnntlria, Virgitlia .‘.'_’.'i I :l- I 450
wvv\-v.115ptn.gnw

APPLICATION NO. ISSUE DATE PATENT NO. ATTORNEY DOCKET NO. C.‘ON'F[RM.ATION NO.

6290I 2850, I I I 0330472014 86420 I ‘.2 643932000 I 00

 
  

3-‘I055 7590 EJIEISIZIII-‘I

PERKINS COTE I.I,P — LOS Gcncml
POST OFFICE BOX 1247

SF.ATTI.F., WA 95%| 1 l—l247

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 623 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 Te1'm 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

(_0DM) at (571)-272-4200.

APPLICANT(S) (Please see PAIR WEB site http:r‘i‘pair.uspto.gov for additional applicants):

Brucc SCIIARSCIIMIDT, South San Francisco, CA;

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.0ov.
 

[R103 (Rev. 10109)
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Payment information:
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File Listing:

Document Document Description File Size(Byteslr'
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8001US01_CertificateCorrectio
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Warnings:

Info rmation:

Total Files Size (in bytes]

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 Agplications Under 35 U.S.C. 111

Ifa new application is being filed and the application includes the necessary components for a filing date {see 37 CFR

1.53[b)-(dl 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 ofthe application.

National Stage of an International Agplication under 35 U.S.C. 371

Ifa 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 PCTlD0lE0l903 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 Apglication Filed with the USPTO asa Receiving Office

Ifa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP1810], a Notification of the International Application Number

and ofthe International Filing Date (Form PCTi'ROI105) 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. 079532-8001.US01

PATENT

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

IN RE APPLICATION OF: Bruce SCHARSCHMIDT

U.S. PATENT No.: 8,642,012 B2

ISSUED: FEBRUARY 4, 2014

FOR: METHODS OF TREATMENT USING

AMMONIA-SCAVENGING DRUGS
 

REQUEST FOR CERTIFICATE OF CORRECTION
UNDER 37 C.F.R. 1.322

Attn: Certificate of Corrections Branch

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Sir:

1. Applicants request a Certificate of Correction to correct the error in the above-

identified patent listed on the enclosed Form PTO/SB/44.

2. The requested correction does not constitute new matter or require

reexamination of the patent.

3. The error listed on Form PTOIFSB/44 is believed to be due to mistake on the part

of the USPTO (37 C.F.R. § 1.322). Accordingly, no fee is believed to be due.

4. Please send the Certificate of Correction to the undersigned at the address
shown below.

Dated: April 8, 2014 Respectfully submitted,

Customer No. 34055 PERKINS COIE LLP

Perkins Coie LLP

Patent - LA

P.O. Box 1208

Seattle, WA 98111-1208 By: /Patrick D. Morris/

Phone: (310) 788-9900 Patrick D. Morris, Ph.D.

Fax: (310) 788-3399 Reg. No. 53,351

Y9532-30-01_US01iLEGAL120443850,1
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PTOISBI44 (04-05)
Approved for use through 0413012007. OMB 0651-0033

Patent and Trademark Offioe, US. DEPARTMENT OF COMMERCE
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

(Also Form PTO-1050)

UNITED sTATEs PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Page _1_ of _1_
PATENT NO: : 8,642,012 B2

APPLICATION NO. : 12!350,111

ISSUE DATE : February 4, 2014

|NVENTOR(S) : Bruce SCHARSCHMIDT

It is certified that an error appears or errors appear in the above-identified patent and that said Letters

Patent is hereby corrected as shown below:

Column 42, line 44, claim 8, remove "from" between “having a" and “urea".

MAILING ADDRESS OF SENDER (Please do not use customer number below):
Customer Number 34055
Perkins Coie LLP
P.O. Box 1208

Seattle, WA 98111-1208

Phone: (310) 788-9900
This collection of information is required by 3? CFR 1.322. 1.323. and 1 .324. 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 govemed by 35 U_S_C_ 122 and 3? CFR 1.14. This collection is estimated to take 1.0 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 Infonnation Officer. U.S.
Patent and Trademark Office, U.S. Department of Commerce, PO. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO
THIS ADDRESS. SEND TO: Attention Certificate of Corrections Branch, Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.
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To Mail Stop 8 REPORT ON THE
' Director of the 1.5.8. Patent and Trademark Office FILING OR DETERMINATION OF AN

P.0. Box 1450 ACTION REGARDING A PATENT OR
Alexandria, VA 22313-1450 TRADEMARK 

 
 

In Compliance with 35 U.S.C. § 290 andfor I5 U.S.C. ii I I I6 you are hereby advised that a court action has been
filed in the US. District Court United States District Court, Eastern District of Texas on the following

|:| Trademarks or [1 Patents. { [I the patent action involves 35 U.S.C. § 292.):

DOCKET NO. DATE FILED U.S. DISTRICT COURT
2:14-CV-384 4i23i'2014 United States District Court, Eastern District of Texas

PLAINTIFF DEFENDANT

Hyperion Therapeutics. Inc. Par Pharmaceutical, Inc.

PATENT OR DATE OF PATEENT _ - : .
OR TRADEMARK I [OLDER 01- PATLNT OR TRADEMARK

I 8,404,215 312612013 Hyperion Therapeutics, Inc.

2 8,642,012 2.-‘4:’2014 Hyperion Therapeutics, Inc.

_

In the above—entit|ed case, the following paten1(s):’ 1rademark(s} have been included:

DATE INCLUDED INCLUDED BY
[:1 Amendment [I Answer I] Cross Bill I] Other Pleading

PATENT OR DATF. OF PATENT _
OR TRADEMARK HOLDER OF PATENT OR TRADEMARK

--
—_
__
——
—_

In the above—cntitlcd case. the following decision has been rendered orjudgement issued:

  
 

 

 

 
 

DF.C[S|0Nt'Il.lDGF_Ml-INT

(BY) DEPUTY CLERK

Copy l—llpon initiation of action, mail this copy to Director Copy 3—l!pon termination of action, mail this copy to Director
(Iopy 2—l|pon filing document adding patent(s). mail this copy to Director Copy 4——Case file copy
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO. : 8,642,012 B2 Page | of]
APPLICATION NO. : 12135011 1

DATED : February 4, 2014

INVENTOR(S) : Bruce Scharschmidt

It is certified that error appears in the above-identified patent and that said Letters Patent is hereby corrected as shown below:

In the Claims

Column 42, line 44, claim 8, remove “from” between “having a” and “urea”.

Signed and Sealed this

Twenty—fourth Day of June, 2014

7/u;A.caZ/..é,.»_\
Michelle K. Lee
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