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UNITED STATES PATENT AND TRADEMARKOFFICE

CERTIFICATE OF CORRECTION

PATENT NO. : 8,168,620 B2 Page | of 1
APPLICATION NO. : 10/518016

DATED : May 1, 2012

INVENTOR(S) : Amar Lulla et al.

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 12, Claim 7, Line 7; Replace: “a suspending agent a thickening agent” with --a suspending

agent, a thickening agent--

Column 12, Claim 10, Lines 20-21; Replace: “phenyl mercury borate, or benzoic acid” with --phenyl

mercury borate, benzoic acid--

Column 13, Claim 24, Lines 19-20; Replace: “dosage form of as a nasal spray” with --dosage form of

a nasal spray--

Signed and Sealed this

Eighteenth Day ofNovember, 2014

Webthe Fo Lea
Michelle K. Lee

Deputy Director ofthe United States Patent and Trademark Office
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Aftorney Docket No. CRT/Z0632 US (4137-04700) Patent

iN PRE UNITED STATES PATENT AND TRADEMARE OFFICE

Patentees: Amar Lalla, et al. §
§ Group Ari Unit: 1616

Patent No. =, 168,620 BZ §
§ Hxeamimer: Thor B. Nielson

issued: May 1, 2012 §
8 Confirmation No. 4912

For COMBINATION OF AZELASTINE AND §
STEROIDS §

TT

Mail Stop: Certificate of Correction Branch CERTINICATEOFFILING
Commussioner for Patents  

 
FPO Box 1456 correspondence is being electronically submitted to the 1.5.
Alexandria, VA 97313-1450 Patent and Trademark Office website, www_uspio.eoy, On

 
_SNANDICNAINNANANNENNNAANTEAR

PETITIONFORCERTIBICATEOFCORRECTION

COnmimissioner:

Patentees hereby request that a Certificate of Correction be issued pursuant to 37 CPLR.

$1,322 and 37 C.E.R. $1.323 to correct the mistakes as set out in the attached draft certificate,

The mistakes to be corrected are minor and editorial in nature. The Commissioner is

hereby authorized to charge payment of any fees associated with submission of the Certificate of

Correction submited herewith to Deposit Account 50-1515, Conley Rose, PC.

Respectfully submitied,

  CONLBY Ross, PC,
S601 Granite Parkway, Suite SOG .
Plano, Texas 75024 ATTORNEY FOR APPLICANTS
{972} 731-2288
(972) FA1-2289 (fax}

2O8038-VL/4197- C4700
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and TrademarkOffice
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 223 13-1450
Www. uspto.gov

APPLICATION NO. ISSUE DATE PATENTNO. ATTORNEY DOCKET NO. CONFIRMATION NO.

10/518,016 05/01/2012 8168620 CRT/20632 US (4137-04700) 4912

 
30652 7590 04/11/2012

CONLEYROSE,P.C.
5601 GRANITE PARKWAY,SUITE 750
PLANO,TX 75024

ISSUE NOTIFICATION

The projected patent numberand 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 987 day(s). Any patent to issue from the above-identified application will
include an indication of the adjustmenton the front page.

If a Continued Prosecution Application (CPA) wasfiled in the above-identified application, the filing date that
determines Patent Term Adjustmentis 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) WEBsite (http://pair.uspto.gov).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the
Office of Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee
payments should be directed to the Application Assistance Unit (AAU) of the Office of Data Management
(ODM)at (571)-272-4200.

APPLICANT(s) (Please see PAIR WEBsite http://pair.uspto.gov for additional applicants):

Amar T.ulla, Mumbai, INDIA:
Geena Malhotra, Mumbai, INDIA;

IR103 (Rev. 10/09)
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INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

 

 

 

Application Number 10518016

Filing Date 2005-07-06

First Named Inventor|Amar Lulla

Art Unit | 1616  Examiner Name ThorB. Nielsen  
Attorney Docket Number | CRT/20632 US{4137-04700) 
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1997-03-04 Stache,et al.

CIPLA LTD. EXHIBIT 2001 PAGE 5

Thor N 01/13/2601
EFS Web 2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH

4
2

 
. ITN



CIPLA LTD. EXHIBIT 2001 PAGE 6

PTO/SB/08a (01-10)
Doc code: IDS Approved for use through 07/31/2012. OMB 0651-0031
Doc description: Information Disclosure Statement (IDS) Filed 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.
 

 

 

( Not for submission under 37 CFR 1.99)

 

Application Number 10518016

Filing Date 2005-07-06

INFORMATION DISCLOSURE First Named Inventor|AmarLulla
STATEMENT BY APPLICANT Ant Uninit | 1616 

Examiner Name TheorB. Nielsen     
Attorney Docket Number | CRT/20632 US(4137-04700) 

 

 

 

 

 

 

 

 

 
 

 

   
 

U.S.PATENTS Remove

Examiner] Cite Kind Nameof Patentee or Applicant Pages,Columns,Lines where
ae ie Patent Number Issue Date . Relevant Passagesor RelevantInitial No Cade of cited Document .

Figures Appear

1 4198403 1980-04-15 Alvarez

2 6261539 2001-07-17 Adjei, et al.

3 4187301 1980-02-05 Edwards

4 5972920 1999-10-26 Seidel

Stache etal.
. 5 4377575 1983-03-22 Perippsetar

C. hange(s) a plied

3/28/2012|8 3856828 1974-12-24|Phillips,et al.

7 4113680 1978-09-12 Kamano,etal.

8 4093721 1978-06-06 Phillipps, et al.

‘Thor Nieisen/ 01/43/2042

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./EFS Web 2.1.17
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen

Attorney Docket Number | CRT/20632 US(4137-04700)

   
 

 

46|0154481 WO 2001-08-02 Rohm and Haas O
Company

Warmer-Lambert

1191965 1970-05-13 Pharmaceutical Company

0048587 2000-08-24 Novartis AG, etal.

0104118 Almirall Prodesfarma S.A.

2001-08-09 Pfizer Products Inc.

    
If you wish to add additional Foreign Patent Documentcitation 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 item
Examiner] Cite (book, magazine,journal, serial, symposium, catalog, etc}, date, pages(s), volume-issue number(s}, TS
 

 

tT *

Initials No publisher, city and/or country where published.

1 "Azelastine," STN Registry No. 58581-89-8, STN Registry File, Retrieved 2010-11-23, page 1. |

2 "Fluticasone Furoate," STN Registry No. 397864-44-7, STN Registry File, Retrieved 2010-11-23, page 1. |

 

Astelin (azelastine hydrochloride) Nasal Spray, MedPointe Pharmaceuticals, 2006, U.S. Physicians Desk Reference, co
pp. 18/6-18/7.
 

 
 

  
 

‘Thor Nieisen/ C14 3/e012

EFS Web2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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   APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO.

Amar Lulla CRT/20632 US 491210/518,016 07/06/2005

30652 7590 03/20/2012

CONLEYROSE,P.C.
5601 GRANITE PARKWAY,SUITE 750
PLANO,TX 75024

UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.gov

 
CONFIRMATION NO.   

(4137-04700)
EXAMINER
 

NIELSEN, THOR B

ART UNIT PAPER NUMBER

1616

   

MAIL DATE DELIVERY MODE

03/20/2012 PAPER

Please find below and/or attached an Office communication concerningthis application or proceeding.

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

PTOL-90A (Rev. 04/07)
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UNITED STATES DEPARTMENT OF COMMERCE

U.S. Patent and Trademark Office
Address : COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

APPLICATION NO./ FILING DATE FIRST NAMED INVENTOR/ ATTORNEY DOCKETNO.

CONTROLNO. PATENT IN REEXAMINATION

10/518,016 06 July, 2005 LULLAET AL. CRT/20632 US (4137-
04700)

EXAMINER

|THORNIELSEN|NIELSEN

 

CONLEY ROSE,P.C.
5601 GRANITE PARKWAY,SUITE 750
PLANO, TX 75024

ARTUNIT PAPER 

1616 20120315
 

DATE MAILED:

Please find below and/or attached an Office communication concerningthis application or
proceeding.

Commissionerfor Patents

The references identified on the attached Information Disclosure Statement, filed on 02/23/2012, have been considered. TBN

/IT.NA/

Examiner, Art Unit 1616

 
PTO-90C (Rev.04-03)
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Doc code: IDS PTO/SB/08a (01-10)
a . . ; A df through 07/31/2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed Coven OttenUeneU.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.

 

 INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Application Number 10518016

Filing Date 2005-07-06

 

 

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen 
   
Attorney Docket Number | CRT/20632 US (4137-04700) 

 

 

  
 

 

 

U.S.PATENTS Remove

. . . . Pages,Columns,Lines where
Examiner Cite Patent Number Kind Issue Date Name of Patentee or Applicant Relevant Passages or Relevant
Initial No Code" of cited Document .

Figures Appear

1

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

U.S.PATENT APPLICATION PUBLICATIONS Remove

Examiner] .. Publication Kind|Publication Name of Patentee or Applicant Pages,Columns, Lines where
rn Cite No . Relevant Passages or RelevantInitial Number Code Date of cited Document

Figures Appear
   
 

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

 

 

FCREIGN PATENT DOCUMENTS Remove

Name of Patentee or Pages,Columns,Lines
Examiner Cite|Foreign Document Country Kind|Publication Applicantofcited where Relevant Ts
Initial* No|Number? Code2 j Code+ Date PP Passages or Relevant

Document .
Figures Appear

1 LI   
 

If you wish to add additional Foreign Patent Documentcitation information please click the Add button§Add
 

NON-PATENT LITERATURE DOCUMENTS Remove
 

Examiner] Cite

Initials*|No

 
Include name of the author (in CAPITAL LETTERS),title of the article (when appropriate}, title of the item
(book, magazine, journal, serial, symposium, catalog, etc}, date, pages(s), volume-issue number(s), TS
publisher, city and/or country where published.

 
 

EFS Web 2.1.17

/Thor Nielsen/ 03/15/2012

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name Thor B. Nielsen

Attorney Docket Number | CRT/20632 US (4137-04700)

   
 

 

1 Office Action dated March 29, 2011 {3 pages) from counterpart application, AU2009243422. [|

Astelin (azelastine hydrochloride) Nasal Spray, MedPointe Pharmaceuticals, 2006, U.S. Physicians Desk Reference,
pp. 1876-1877.

Veramyst(fluticasone furoate} Nasal Spray, GlaxoSmithKline, 2007, Summary Sheet, pp. 1-20.

BARNES, PETERJ., "Chronic obstructive pulmonary disease: new opportunities for drug development," Trends in
Pharmacological Sciences, Vol. 19, No. 10, 1998, pp. 415-423.

BARNES, PETERJ., "Novel approaches and targets for treatment of chronic obstructive pulmonary disease,"
American Journal of Respiratory and Critical Care Medicine, Vol. 160, 1999, pp. S$72-S79.

BARNES, PETERJ., "Efficacy of inhaled corticosteroids in asthma," The Journal of Allergy and Clinical Immunology,
Vol. 102, No. 4, 1998, pp. 531-538, 1998.

BOWLER, SIMON, "Long acting beta agonists," AUSTRALIAN FAMILY PHYSICIAN, Vol. 27, No. 12, 1998, pp. 1115,
1117-1118, plus cover.

KNOBIL, K., et al., "Adding salmeterol is more effective than increasing the dose offluticasone for patients with asthmal
who are symptomatic on low dosefluticasone," European Respiratory Review, Copenhagen, DK,Vol. 12, Suppl. 29,
December 1998 (1998-12), pages 195-208.

LUMRY, WILLIAM R., "A review of the preclinical and clinical data of newerintranasal steroids in the treatment of
allergic rhinitis," Allergy Clin. Immunol., October 1999, 104 (4 Pt 1), pp. $150-5158 plus one correction page.

 

 
MELTZER,et al., "Onset of therapeutic effect of fluticasone propionate aqueous nasal spray," Ann. Allergy Asthma
Immunol., 7001, Vol. 86, No. 3, pp. 286-291.

MOLLMANN,H., et al., “Handbook of pharmacokinetic / pharmacodynamic correlation, Chapter 14, Pharmacokinetic-
Pharmacodynamic Correlations of Corticosteroids, 323-336, CRC Press, 1995.

/Tror Nielsen/

   
03/15/201220

EFS Web 2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

Application Number 10518016 

Filing Date 2005-07-06 

First Named Inventor|Amar Lulla 

Art Unit | 1616 
Examiner Name ThorB. Nielsen   
Attorney Docket Number | CRT/20632 US (4137-04700) 

 

12
NAEDELE-RISHA,R., et al., "Dual components of optimal asthma therapy: scientific and clinical rationale for the use
of long acting beta-agonists with inhaled corticosteroids," THE JOURNAL OF THE AMERICAN OSTEOPATHIC
ASSOCIATION, Vol. 101, No. 9, September 2001, pp. 526-533.

O'CONNER,B. J., "Combination therapy," Pulmonary Pharmacology and Therapeutics, Vol. 11, No. 5/6, 1998, pp.
397-399.

HOLGATE, STEPHENT., Difficult Asthma, 1999, cover page and publishing information.

PCT/GB01/03495,International Preliminary Examination Report, date of mailing: August 30, 2002.

POPPER,T. L., et al., "Structure-activity relationship of a series of novel topical corticosteroids," Journal of Steroid
Biochemistry, 1987, Vol. 27, pp. 837-843.

TANAKA,et al., "Synthesis of 4H-furo[3,2-b]indole derivatives. III (1). Preparation of 4H-furo[3,2-b]indole-2-carboxylic
acid derivatives," Journal Heterocyclic Chemistry, Vol. 16, pp. 785-788, 1979.

UENO,et al., "Synthesis and evaluation of antiinflammatory activities of a series of corticosteroid 17. Alpha - esters
containing a functional group," JOURNAL OF MEDICINAL CHEMISTRY, AMERICAN CHEMICA SOCIETY, Vol. 34,
No. 8, August 1991, pp. 2468-2473.

VAN DER MOLEN, et al., "Effects of the long acting beta agonist formoterol on asthma control in asthmatic patients
using inhaled corticosteroids," Thorax, Vol. 52, No. 6, 1997, pp. 535-539.

Comparative data of azelastine with steroids, 2011.

 

 
EFS Web2.1.17

 
Malhotra Exhibit B, August 2011.

PETTERSSON, BERTIL,et al., "Re-evaluation of the classical mycoplasmalipophilum cluster (Weisburg, et al., 1989}
and description of tvo new clusters in the hominis group based on 16S rDNA sequences,"Int'l Journal of Systematic &
Evolutio
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen

Attorney Docket Number | ert/20632 US (4137-04700)

 
  
 

  If you wish to add additional non-patentliterature documentcitation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature ‘Thor Nielsen/ Date Considered

“EXAMINER:Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

 

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enteroffice that issued the document, by the two-letter code (WIPO
Standard ST.3). * For Japanese patent documents,the indication of the year of the reign of the Emperor must precede the serial numberof the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicantis to place a check mark hereif|
English language translation is attached.

 

EFS Web 2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name Thor B. Nielsen

Attorney Docket Number | ert/20632 US (4137-04700)

   
 

 

 
CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to makethe appropriate selection(s}:

That each item of information contained in the information disclosure statement was first cited in any communication
|] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e}(1).

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

[-] anyindividual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

[_] Thefee set forth in 37 CFR 1.17 (p) has been submitted herewith.
A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Name/Print Registration Number 39624

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 whichis 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. Timewill vary depending upon the individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMSTO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.

 
‘Thor Nieisen/ 03/15/2012

EFS Web2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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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 infermation 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 abandonmentof 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 te 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 te the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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, te whom the record pertains, when the individual has requested assistance from the
Memberwith 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 te 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. 352a(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 Intemational Bureau of the Werld 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 GSAas part of that agency's responsibility to
recommend improvements in records managementpractices 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 otherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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, subjectto the limitations of 37 CFR 1.14, as a routine use, to the public if the record wasfiled in
an application which became abandoned orin 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.

/Thor Nielsen/ 03/15/2012
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1117-1118, plus cover.
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CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate selection(s):

That each item of information contained in the information disclosure statement wasfirst cited in any communication
[_] from a foreign patent office in a counterpart foreign application not more than three monthspriorto thefiling of the

information disclosure statement. See 37 CFR 1.97(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

[] anyindividual designated in 37 CFR 1.56(c) more than three months prior to thefiling of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

[_] The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

[Xx] A certification statementis not submitted herewith.
 

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

 /Rodney B. Carroll/ Date (YYYY-MM-DD)|2012-02-23

Name/Print RodneyB.Carroll Registration Number 39624 

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 whichis 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 uponthe individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissionerfor Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited
is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonmentof 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
Departmentof 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
requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith 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 managementpractices 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 anyotherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 wasfiled in
an application which became abandoned orin 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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Atty Docket No: CRT/20632 US (4137-04700) Patent

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

 

 

 

Applicants:|Amar Lulla,et al. §
§ Group Art Unit: 1616

Serial No.: 10/518,016 §
§ Examiner: Thor B. Nielsen

Filed: July 6, 2005 §
§ Confirmation No.: 4912

For:|COMBINATION OF AZELASTINE AND §

STEROIDS §

§

CERTIFICATE OF FILING

Commissioner For Patents Pursuant to 37 C.F.R. §1.8, I hereby certify that this
PO Box 1450 correspondence is being clectronically submitted to the
Alexandria VA 22313-1450 U.S. Patent and Trademark Office website,

WWww.uspto.gov, on 2123 [i> .

Edith Shek of
 

Sir:

SUPPLEMENTAL SUBMISSION

This submission is supplemental to the Information Disclosure Statement filed on

December 13, 2011. In response to the Examiner’s indication that copies of certain non-patent

literature references from the December 13" IDS were of poor quality and therefore could notbe

fully considered, Applicants respectfully submit herewith supplemental copies of such references.

For convenience, the supplemented references are listed in the attached Form PTO/SB/08a.

Applicants respectfully request further consideration and admission of these references.

157675-v1/4137-04700 1
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Atty Docket No: CRT/20632 US (4137-04700) Patent

Applicants believe that no fee is necessary for this submission. However, shouldafee is

deemed necessary, the Commissioner is authorized to charge it to Deposit Account 50-1515 of

Conley Rose,P.C.for the filing this Supplemental Information Disclosure Statement.

Respectfully submitted,

om OOMOY 
CONLEY ROSE,P.C. &
5601 Granite Parkway, Suite 750 ATTORNEY FOR APPLICANTS
Plano, Texas 75024

(972) 731-2288

157675-v1/4137-04700 2
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This AcknowledgementReceipt evidences receipt on the noted date by the USPTOof 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
If a new application is being filed and the application includes the necessary componentsfor 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 shownonthis
AcknowledgementReceipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371
If a timely submissionto enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application asa
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this AcknowledgementReceiptwill establish the international filing date of
the application.
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.gov

 
NOTICE OF ALLOWANCE AND FEE(S) DUE

EXAMINER

NIELSEN, THOR B

ART UNIT PAPER NUMBER

1616

30652 7590

CONLEY ROSE,P.C.
5601 GRANITE PARKWAY,SUITE 750
PLANO,TX 75024

01/30/2012

DATE MAILED: 01/30/2012

10/518,016 07/06/2005 Amar Lulla CRT/20632 US 4912

TITLE OF INVENTION: COMBINATION OF AZELASTINE AND STEROIDS (4137-04700)

 APPLN. TYPE SMALL ENTITY ISSUE FEE DUE PUBLICATIONFEE DUE|PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

nonprovisional $1740 $300 $2040 04/30/2012

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCEIS NOT A GRANT OF PATENT RIGHTS.
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS

PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLYTO THIS NOTICE:

I. Review the SMALL ENTITYstatus shown above.

If the SMALL ENTITYis shown as YES,verify your current
SMALLENTITYstatus:

A. If the status is the same, pay the TOTAL FEE(S) DUE shown
above.

B. If the status above is to be removed, check box 5b on Part B -
Fee(s) Transmittal and pay the PUBLICATION FEE (if required)
and twice the amount of the ISSUE FEE shownabove, or

If the SMALL ENTITYis shown as NO:

A. Pay TOTAL FEE(S) DUE shownabove, or

B. If applicant claimed SMALL ENTITY status before, or is now
claiming SMALL ENTITY status, check box 5a on Part B - Fee(s)
Transmittal and pay the PUBLICATION FEE(if required) and 1/2
the ISSUE TEL shownabove.

IL PARTB - FEE(S) TRANSMITTAL,orits equivalent, must be completed and returned to the United States Patent and ‘Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE(if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur dueto the difficulty in recognizing
the paper as an equivalent of Part B.

If. All communications regarding this application must give the application number. Please direct all communications prior to issuance to
Mail Stop ISSUE FEEunless advised to the contrary.

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

Page 1 of 3
PTOL-85 (Rev. 02/11)
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE
Commissionerfor Patents
P.O. Box 1450

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

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where
appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
indicated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" formaintenance fee notifications.

CURRENT CORRESPONDENCE ADDRESS(Note: Use Block 1 for any changeof address) Note: A certificate of mailing can only be used for domestic mailings of the
Fee(s) Transmittal. This certificate cannot be used for any other accompanying

papers. Each additional paper, such as an assignment or formal drawing, mustave its own certificate of mailing or transmission.

 

 

30652 7590 01/30/2012

CONLEYROSE,P.C. Certificate of Mailing or Transmission
; ; I hereby certify that this Fee(s) Transmittal is being deposited with the United

5601 GRANITE PARKWAY, SUITE 750 States Postal Service with sufficient postage for first class mail in an envelope
PLANO,TX 75024 addressed to the Mail Stop ISSUE FEE address above. or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.

(Depositor's name)

(Signature)

(ate)

10/518,016 07/06/2005 Amar Lulla CRT/20632 US 4912

TITLE OF INVENTION: COMBINATION OF AZELASTINE AND STEROIDS (4137-04700)

APPLN. TYPE SMALL ENTITY ISSUE FEE DUE PUBLICATIONFEE DUE|PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE 
nonprovisional NO $1740 $300 $0 $2040 04/30/2012

NIELSEN, THOR B 1616 514-171000

1. Change of correspondenceaddressorindication of “Fee Address" (37 2. Forprinting on the patentfront page,list
CFR 1.363).

LI Change of correspondence address (or Change of Correspondence
Address form PTO/SB/122) attached.

LI "Ree Address" indication (or "Fee Address” Indication form
PTO/SB/47, Rev 03-02 or morerecent) attached. Use of a Customer
Numberis required.

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

 

 
(2) the name ofa single firm (having as amembera 2.
registered attorney or agent) and the names of up to
2 registered patent attorneys or agents. Ifnonameis 43
listed, no name will be printed.

 
  

3. ASSIGNEE. NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT(print or type)

PLEASE NOTE:Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for
recordation asset forth in 37 CFR 3.11. Completion of this form is NOT a substitute forfiling an assignment.

(A) NAMEOF ASSIGNEF, (B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : [J Individual LJ Corporation or other private group entity [] Government

4a. The following fee(s) are submitted: 4b. Paymentof Fee(s): (Please first reapply any previously paid issue fee shown above)
LI Issue Fee LY A checkis enclosed.

ication Fee (No small entity discount permitte ‘ayment by credit card. Form - 1s attached._] Publication Fee (No small entity di itted) Lip by credit card. Form PTO-2038i hed
LI Advance Order - # of Copies [_J The Director is hereby authorized to charge the required fee(s), any deficiency, or credit any

overpayment, lo Deposit Account Number (enclose an extra copy ofthis form).

5. Changein Entity Status (from status indicated above)

LJ a. Applicant claims SMALL ENTITYstatus. See 37 CFR 1.27. LI b. Applicant is no longer claiming SMALL ENTITYstatus. See 37 CFR 1.27(g)(2).
  

NOTE:The Issue Fee and Publication Fee (if required) will not be accepted from anyone other than the applicant; a registered attorney or agent; or the assignee or other party in
interest as shown by the records of the United States Patent and TrademarkOffice.

Authorized Signature Date
 

 
Typed or printed name Registration No.

This collection of information is required by 37 CFR 1.311. The information is required to obtain or retain a benefit by the public whichis to file (and by the USPTOto process)
an application. Confidentiality is governed by 35 U.S.C. 122 and 37 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 dependin upon the individual case. Any comments on the amountof time you require to completethis form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O.
Box 1450, ‘Alexandria, Virginia 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450,
Alexandria, Virginia 22313-1450.
Under the Paperwork Reduction Act of 1995, no persons are required to respondto a collection of information unlessit displays a valid OMB control number.

 PTOL-85 (Rev. 02/11) Approved for use through 08/31/2013. OMB0651-0033 US. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.gov

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

 
10/518,016 07/06/2005 Amar Lulla CRT/20632 US 4912

4137-04700

30652 7590 01/30/2012

CONLEYROSE,P.C. NIELSEN, THOR B
5601 GRANITE PARKWAY,SUITE 750
PLANO. TX 75024

1616

DATE MAILED: 01/30/2012

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 434 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 Adjustmentwill be 434 day(s).

If a Continued Prosecution Application (CPA) wasfiled in the above-identified application, the filing date that
determines Patent Term Adjustmentis 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) WEBsite (http://pair.uspto.gov).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0101 or (571)-272-4200.

Page 3 of 3
PTOL-85 (Rev. 02/11)
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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 formrelated 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 mayresult in termination of proceedings or abandonmentof 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 settkement 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 usc, to the International Burcau of the World
Intellectual Property Organization, pursuant lo 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 tecord 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 GSAaspart 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. Murther, a record may be disclosed, subject to the limitations of 37 CUR 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 USPTO becomesawareofa violation or potential violation of law or
regulation.
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Application No. Applicant(s)  
  

 
 

  
Supplemental. ve 10/518,016 LULLA ET AL.

Notice of Allowability Examiner Art Unit

THOR NIELSEN 1616

-- The MAILING DATEof this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED inthis 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 atthe initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

 
1. KJ This communication is responsive to 12/13/2012.

2. (J Anelection was madebythe applicant in responsetoarestriction requirement set forth during the interview on ; the restriction
requirement and election have been incorporatedinto this action.

3. X] The allowed claim(s)is/are 1,2,4,6-8,10,13-16,19-22,30,35-38,45 and 53-79.

4. J Acknowledgmentis madeof a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
a) KJ All b) [1] Some* c)[] None_of the:

1. ] Certified copies of the priority documents have been received.

2. [J Certified copiesof the priority documents have been received in Application No.

3. [1] Copiesof 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 communicationto file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENTofthis application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. A SUBSTITUTE CATH OR DECLARATION mustbe submitted. Note the attached EXAMINER’S AMENDMENTor NOTICE OF
INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient.

6. [] CORRECTED DRAWINGS( as “replacement sheets”) must be submitted.
(a) LJ including changes required by the Notice of Draftsperson’s Patent Drawing Review ( PTO-948) attached

1) (J hereto or 2) [J to Paper No/Mail Date.

(b) [J including changes required by the attached Examiner's Amendment/ Commentor in the Office action of
Paper No./Mail Date.

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawingsin the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

7. CJ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s commentregarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)
1. [J Notice of References Cited (PTO-892) 5. DJ Notice of Informal Patent Application

2. [J Notice of Draftperson's Patent Drawing Review (PTO-948) 6. [J Interview Summary (PTO-413),
Paper No./Mail Date .

3. K] Information Disclosure Statements (PTO/SB/08), 7. Examiner's Amendment/Comment
Paper No./Mail Date See Continuation Sheet

4. [] Examiner's Comment Regarding Requirement for Deposit 8. [] Examiner's Statement of Reasonsfor Allowance
of Biological Material

9. J Other Detailed Action .

U.S. Patent and Trademark Office

PTOL-37 (Rev. 03-11) Notice of Allowability Part of Paper No./Mail Date 20120113
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Continuation Sheet (PTOL-37) Application No. 10/518,016

Continuation of Attachment(s) 3. Information Disclosure Statements (PTO/SB/08), Paper No./Mail Date: 12/13/2011a; 12/13/201 1b;
12/13/2011c.
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Application/Control Number: 10/518,016 Page 2

Art Unit: 1616

DETAILED EXAMINATION

Reasons for Allowance

The claims are free of the prior art of record, including references submitted on

December 14, 2011 and subsequently reviewed. Further reasonsfor Allowance were

filed on October 3, 2011, and are reiterated by reference.

Status of Claims

Claims 1-2, 4, 6-8, 10, 13-16, 19-22, 30, 35-38, 45, and 53-79 are submitted.

Status of Examination

The Applicant hasfiled a Request for Continued Examination together with some

350 additional references by Information Disclosure Statements.

Applicant’s Claims

Claim 1 is illustrative:

A pharmaceutical formulation comprising:
azelastine, or a pharmaceutically acceptable salt thereof, and
a pharmaceutically acceptable esterof fluticasone,
wherein said pharmaceutical formulation is in a dosage form suitable for nasal
administration.

Conclusion

The portions of the references identified on the three Information Disclosure

Statements of December 14, 2011, which werein legible English were reviewed.

Illegible text andillegible documents were not reviewed. Also, documents that were not
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Application/Control Number: 10/518,016 Page 3

Art Unit: 1616

reasonably identified to correspondto an entry on an Information Disclosure Statement

werenot reviewed. If the Applicant would like for such documents to be reviewed,

appropriately annotated fair copies should be submitted.

Anyinquiry concerning this communication or earlier communications from the

examiner should be directed to THOR NIELSEN whosetelephone numberis (571)270-

3476. The examiner can normally be reached on Mondaythrough Friday from 9:00

A.M. to 4:00 P.M.

If attempts to reach the examiner by telephone are unsuccessful, the examiner's

supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number

for the organization wherethis 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 accessto 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.

Thor Nielsen

Patent Examiner

AU 1616
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Application/Control Number: 10/518,016 Page 4

Art Unit: 1616

/Johann R. Richter/

Supervisory Patent Examiner, Art Unit 1616
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Doc code: IDS PTO/SB/08a (01-10)
a . . ; A df through 07/31/2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed Coven OttenUeneU.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.

 

 INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Application Number 10518016

Filing Date 2005-07-06

 

 

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen 
   
Attorney Docket Number | CRT/20632 US(4137-04700) 

 

 

  
 

 

 

U.S.PATENTS Remove

. . . . Pages,Columns,Lines where
Examiner Cite Patent Number Kind Issue Date Name of Patentee or Applicant Relevant Passages or Relevant
Initial No Code" of cited Document .

Figures Appear

1

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

U.S.PATENT APPLICATION PUBLICATIONS Remove

Examiner] .. Publication Kind|Publication Name of Patentee or Applicant Pages,Columns, Lines where
rn Cite No . Relevant Passages or RelevantInitial Number Code Date of cited Document

Figures Appear
   
 

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

 

 

FCREIGN PATENT DOCUMENTS Remove

Name of Patentee or Pages,Columns,Lines
Examiner Cite|Foreign Document Country Kind|Publication Applicantofcited where Relevant Ts
Initial* No|Number? Code2 j Code+ Date PP Passages or Relevant

Document .
Figures Appear

1 LI   
 

If you wish to add additional Foreign Patent Documentcitation information please click the Add button§Add
 

NON-PATENT LITERATURE DOCUMENTS Remove
 

Examiner] Cite

Initials*|No

 
Include name of the author (in CAPITAL LETTERS),title of the article (when appropriate}, title of the item
(book, magazine, journal, serial, symposium, catalog, etc}, date, pages(s), volume-issue number(s), TS
publisher, city and/or country where published.

 
 

{Thor Nielsan/

EFS Web 2.1.17

O1/13/2012

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen

Attorney Docket Number | CRT/20632 US(4137-04700)

 
  
 

 

Maus Exhibit B, August 2011.

NIELSEN, et al., “Intranasal corticosteroids for allergic rhinitis: superior relief?" Drugs, 2001, Vol. 61, No. 11, pp.
1535-1691.

Opponent's R116 Submission for EP1519731.

CIPLA's response to Statement of Opposition for EP1519731.

SHENFIELD, "Fixed drug combinations: which ones can be recommended’?" Current Therapeutics, 1986, pp. 15-29.

Opponent's Statement of Opposition for EP 1519731. 2011

Result of oral proceedings dated October 12, 2011 of EP Patent No. 1519731.

Opponent's submission dated October 6, 2011 to EP Patent No. 1519731.

 

Patentee's submission dated October 5, 2011 to EP Patent No. 1519731.

Patentee's submission dated September 29, 2011 regardinglist of attendees at oral proceedings on EP Patent No.
1519731.

    
; 01/13/2012ersweezntr AL"REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

Application Number 10518016 

Filing Date 2005-07-06 

First Named Inventor|AmarLulla 

Art Unit | 1616 
Examiner Name ThorB. Nielsen   
Attorney Docket Number | ert/20632 US(4137-04700) 

 

12 Opponent's submission dated September 23, 2011 regardinglist of attendees at oral proceedings on EP Patent No.
1519731.

Opponent's submission dated September 23, 2011 regarding additional documents on EP Patent No. 1519731.

Patentee's submission dated September 198, 2011 on EP Patent No. 1519731.

Patentee's response of September 6, 2010 of EP Patent No. 1519731.

HAMPEL, FRANK C., et al., "Double-blind, placebo-controlled study of azelastine andfluticasone in a single nasal
spray delivery device, Annals of Allergy, Asthma & Immunology, August 2010, Vol. 105, pp. 168-173.

BIGGADIKE, KEITH, Letter to the Editor, "Fluticasone furoate/fluticasone propionate - different drugs with different
properties,” The Clinical Respiratory Journal, 2011, pp. 183-184.

Rapid response report: summary with critical appraisal, fluticasone furoate versus fluticasone propionate for seasonal
allergic rhinitis: a review of the clinical and cost-effectiveness, June 13, 2011, Fluticasone Furoate for Seasonal
Allergic Rhinitis.

Office Action dated September 9, 2011 of US Patent Application No. 12/508, 388filed July 23, 2009.

Office Action dated September 15, 2011 of US Patent Application No. 12/508,393filed July 23, 2009.

 

 
EFS Web2.1.17

 
Search Report dated May 12, 2009 of EP 09075101.

Search Report dated May 12, 2009 of EP 09075100.

 
a CUTs20Te0

A
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

  Examiner Name ThorB. Nielsen

Attorney Docket Number | CRT/20632 US(4137-04700)
  
 

 

23 MEALY, N. E., et al., "Ciclesonide: treatment of allergic rhinitis antiallergy/antiasthmatic," Drugs of the Future, Prous Ol
Science, ES, Vol. 26, No. 11, November 2001, pp. 1033-1039. 

Office Action dated July 11, 2011 - 206232IL.

Office Action dated August 31, 2010 (6 pages), Application Serial No. 12/374 523 filed on January 21, 2009.

Applicants’ response dated October 6, 2010 (8 pages) in Application Serial No. 12/374,523filed on January 21, 2009.

Office Action dated November 30, 2010 (16 pages), Application Serial No. 12/374,523 filed on January 21, 2009.

Applicants’ response dated February 24, (2010) 2011 (8 pages) in Application Serial No. 12/374,523 filed on January
21, 2009.

Office Action (Final) dated May 3, 2011 (8 pages), Application Serial No. 12/374 ,523 filed on January 21, 2009.

Applicants’ response dated June 22, 2011 (9 pages) in Application Serial No. 12/374,523 filed on January 21, 2009.

Notice of Non-responsive Amendmentdated July 6, 2011 (3 pages), Application Serial No. 12/374,523 filed on Janua
21, 2009.

 

 
Applicants’ response dated September 6, 2011 (8 pages) in Application Serial No. 12/374 ,523filed on January 21,
2009.

SPECTOR, SHELDON,"Ideal pharmacotherapyforallergic rhinitis,” J Allergy Clin Immunol, Vol. 103, No. 3, Part 2,
pp. S386-S387, 1999.

   
‘Thor Nielsen/ CT Sf20TrN

EFS Web2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|AmarLulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen

Attorney Docket Number | ext/20632 US(4137-04700)

   
 

 

34 Duonase Data Sheet, "The complete rhinitis control," 6 pages, Cipla Limited, Mumbai, India, 2004. [|

Product Specification Bulletin, Avicel® RC-591, Bulletin AVC591-SPEC-02/09.RS, 2 pages, FMC BioPolymer,
February 2009.

Product Specification Bulletin, Avicel® CL-611, Bulletin AVC611-SPEC-02/09.RS, 2 pages, FMC BioPolymer,
February 2009.

File history of Brazilian Patent Application No. Pl 0312128-3, 27 pages, April 2011.

File history of Canadian Patent Application No. 2,489,427, 19 pages, December 2010.

File history of Polish Patent Application No. P-373001, 95 pages, May 2011.

File history of Russian Patent Application No. RU 2361593 C2, 65 pages, April 2009.

SALIB,et al.; "Safety and Tolerability Profiles of Intranasal Anihistaminese and Intranasal Corticosteraids in the
Treatmentof Allergic Rhinitis:" Drug Safety; 2003; Vol. 26, No. 12, pp. 829-911.

 

Office Action dated April 7, 2011 (3 pages) from counterpart application, AU2009243420.

  
If you wish to add additional non-patentliterature documentcitation information please click the Add button Add

  
/Thor Nieisen/ CIAB82012

EFS Web2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen

Attorney Docket Number | ert/20632 US(4137-04700)

 
  
 

  EXAMINER SIGNATURE

Examiner Signature {Thor Nieisen/ Date Considered 04/43/0012

*EXAMINER:Initial if reference considered, whetheror notcitation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

 

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enteroffice 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 numberof the patent document.
4 Kind of documentby the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark hereiff
English language translation is attached.

 

EFS Web 2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name Thor B. Nielsen

Attorney Docket Number | ert/20632 US(4137-04700)

   
 

 

 
CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to makethe appropriate selection(s}:

That each item of information contained in the information disclosure statement was first cited in any communication
|] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e}(1).

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

[-] anyindividual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

[_] Thefee set forth in 37 CFR 1.17 (p) has been submitted herewith.
A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Name/Print Registration Number 39624

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 whichis 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. Timewill vary depending upon the individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMSTO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement
 

 
The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1} the general authority for the collection of this infermation 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 abandonmentof 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 te 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 te the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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, te whom the record pertains, when the individual has requested assistance from the
Memberwith 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 te 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. 352a(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 Intemational Bureau of the Werld 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 GSAas part of that agency's responsibility to
recommend improvements in records managementpractices 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 otherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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, subjectto the limitations of 37 CFR 1.14, as a routine use, to the public if the record wasfiled in
an application which became abandoned orin 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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UNDEM,et al., "Neural integration and allergic disease," J. Allergy Clin. Immunol., 2000, Vol. 106, No. 5, pp. $213-
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[_] See attached certification statement.
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application form to the USPTO. Timewill vary depending upon the individual case. Any comments on the amountof time you
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Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMSTO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.

 
/Thor Nielsen/ 01/13/2012
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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 infermation 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 abandonmentof 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 te 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 te the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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, te whom the record pertains, when the individual has requested assistance from the
Memberwith 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 te 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. 352a(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 Intemational Bureau of the Werld 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 GSAas part of that agency's responsibility to
recommend improvements in records managementpractices 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 otherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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, subjectto the limitations of 37 CFR 1.14, as a routine use, to the public if the record wasfiled in
an application which became abandoned orin 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.

/Thor Nieisen/ 01/13/2012
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Doc code: IDS PTO/SB/08a (01-10)

a . . ; A df through 07/31/2012. OMB 0651-0031
Doc description: Information Disclosure Statement (IDS) Filed Coven OttenUeneU.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.

 

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Application Number 10518016

Filing Date 2005-07-06

 

 

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen 
   
Attorney Docket Number | PAC/20632 US (4137-04700) 
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen

Attorney Docket Number | PAC/20632 US (4137-04700)

 
  
 

 

SALIB RAMI JEAN, et al., "Safety and Tolerability Profiles of Intranasal Antihistamines and Intranasal Corticosteroids
1 in the Treatmentof Allergic Rhinitis," Drug Safety 2003, Vol. 26, No. 12, Cover page, publication page, pgs. 863-893, [|

ADIS Data Information BV.

SIMPSON, RICHARD J., "Budesonide and terfenadine, separately and in combination, in the treatment of hay fever,"
Annals of Allergy, December, 1994, Vol. 73, Cover page, publication page, pgs. 497-502.

JUNIPER,E F., et al., "Comparison of beclomethasone dipropionate aqueous nasal spray, astemizone, and the
combination in the prophylactic treatment of ragweed pollen-induced rhinoconjunctivitis," Journal of Allergy and Clinical
Immunology, March 1989, Vol 83, No. 3, Cover page, Publications page, pgs. 627-633, American Academyof Allergy
and Immunology, C.V. Mosby Co.

BARNES,M.L., et al., "Effects of levocetirizine as add-on therapy to fluticasone in seasonalallergic rhinitis,” Clinical
and Experimental Allergy, January 27, 2006, Vol. 36, pgs. 676-684, Blackwell Publishing Ltd.

Applicants response to foreign communication - EP 03738280.1 (EP Patent 1519731) , September 6, 2010, 15 pages.

File history of Australian Patent Application No. AU2003244799, 38 pages.

File history of Brazilian Patent Application No. PI 0312128-3, 27 pages. April

File history of Canadian Patent Application No. 2,489,427, 19 pages. December 2010

File history of Korean Patent Application No. 10-2004-7020819, 89 pages.

 

 
File history of Mexican Patent Application No. PA/a/2004/01266 (now Patent No. 265349), 86 pages.

May 2011File history of Polish Patent Application No. P-373001, 95 pages. May 202]
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Application Number 10518016 

Filing Date 2005-07-06 
INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen

Attorney Docket Number | PAC/20632 US (4137-04700)

 
  
 

 

12 File history of Russian Patent Application No. RU 2361593 C2,65 pages. Aprii 2009

File history of South African Patent Application No. 2005/0331 (now Patent No. 2005/0331), 18 pages.

Applicants response to foreign communication - CA 2489427, December 20, 2010, 10 pages.
  

If you wish to add additional non-patentliterature documentcitation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature ‘Thor Nielsen/ Date Considered 09/28/2011

*EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

 

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. * Enteroffice 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 numberof the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark hereif]
English language translation is attached.
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name Thor B. Nielsen

Attorney Docket Number | PAC/20632 US (4137-04700)

   
 

 

 
CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to makethe appropriate selection(s}:

That each item of information contained in the information disclosure statement was first cited in any communication
|] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e}(1).

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

[-] anyindividual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

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.

Name/Print Registration Number 39,624

‘Thor Nielsen/ 09/28/2011

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 whichis 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. Timewill vary depending upon the individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMSTO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.

 
‘Thor Nielsen/
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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 infermation 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 abandonmentof 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 te 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 te the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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, te whom the record pertains, when the individual has requested assistance from the
Memberwith 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 te 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. 352a(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 Intemational Bureau of the Werld 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 GSAas part of that agency's responsibility to
recommend improvements in records managementpractices 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 otherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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, subjectto the limitations of 37 CFR 1.14, as a routine use, to the public if the record wasfiled in
an application which became abandoned orin 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.

‘Thor Nielsen/ 09/28/2014
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Doc code: IDS PTO/SB/08a (01-10)
a . . ; A df through 07/31/2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed Coven OttenUeneU.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.
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Application Number 10518016
 

Filing Date 2005-07-06
INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

 
First Named Inventor|Amar Lulla

Art Unit | 1616
 

 
Examiner Name ThorB. Nielsen 
  
Attorney Docket Number | PAC/20632 US{4137-04700)
 

 

1 Applicant Responseto foreign communication EP Patent 1519731, August 11, 2011, 252 pages. [|

 

If you wish to add additional non-patentliterature documentcitation information please click the Add button Add

EXAMINER SIGNATURE

Examiner Signature ‘Ther Nielsen/ Date Considered 09/28/2011 
*EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Draw line through a
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1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. * Enteroffice that issued the document, by the two-letter code (WIPO
Standard ST.3). * For Japanese patent documents,the indication of the year of the reign of the Emperor must precede the serial numberof the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicantis to place a check mark hereif|
English language translation is attached.
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name Thor B. Nielsen

Attorney Docket Number | PAC/20632 US{4137-04700)

   
 

 

 
CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to makethe appropriate selection(s}:

That each item of information contained in the information disclosure statement was first cited in any communication
|] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e}(1).

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

[-] anyindividual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

[] Acertification statementis not submitted herewith.
SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Name/Print Registration Number 39,624

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 whichis 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. Timewill vary depending upon the individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMSTO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.

 
‘Thor Nielsen/ 09/28/2014
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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 infermation 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 abandonmentof 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 te 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 te the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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, te whom the record pertains, when the individual has requested assistance from the
Memberwith 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 te 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. 352a(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 Intemational Bureau of the Werld 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 GSAas part of that agency's responsibility to
recommend improvements in records managementpractices 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 otherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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, subjectto the limitations of 37 CFR 1.14, as a routine use, to the public if the record wasfiled in
an application which became abandoned orin 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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CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate selection(s):

That each item of information contained in the information disclosure statement wasfirst cited in any communication
[_] from a foreign patent office in a counterpart foreign application not more than three monthspriorto thefiling of the

information disclosure statement. See 37 CFR 1.97(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

[] anyindividual designated in 37 CFR 1.56(c) more than three months prior to thefiling of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

[_] The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

[Xx] A certification statementis not submitted herewith.
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A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
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 /Rodney B. Carroll/ Date (YYYY-MM-DD)|2011-12-13

Name/Print RodneyB. Carroll Registration Number 39624 
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public whichis 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 uponthe individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissionerfor Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited
is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonmentof 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
Departmentof 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
requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith 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 managementpractices 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 anyotherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 wasfiled in
an application which became abandoned orin 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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This AcknowledgementReceipt evidences receipt on the noted date by the USPTOof 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
If a new application is being filed and the application includes the necessary componentsfor 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 shownonthis
AcknowledgementReceipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371
If a timely submissionto enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application asa
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this AcknowledgementReceiptwill establish the international filing date of
the application.
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PATENT COOPERATION TREATMEC'D 0 3 SEP 2002

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

(PCT Article 36 and Rule 70)

Applicant's or agent'sfile reference See Notification of Transmittal of international
PG4153 FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416)

Intemational! application No. Internationalfiling date (day/monih/year) Priority date (day/month/year)
PCT/GBO01/03495 03/08/2001 05/08/2000

International Patent Classification (IPC) or national classification and IPC
C07J31/00

Y

Applicant

GLAXO GROUP LIMITEDet al.

1. This international preliminary examination report has been preparedbythis International Preliminary Examining Authority
andis transmitted to the applicant accordingto Article 36.

This REPORTconsists of a total of 11 sheets, including this cover sheet.

Ll This report is also accompanied by ANNEXES,i.e. sheets of the description, claims and/or drawings which have
been amended andare the basis for this report and/or sheets containing rectifications made before this Authority
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT).

These annexes consistof a total of sheets.

This report contains indications relating to the following items:

Basis of the report

Priority

Non-establishment of opinion with regard to novelty,_inventive step and industrial applicability

Lack of unity of invention

Reasoned statement underArticle 35(2) with regard to novelty, inventive step or industrial applicability;
citations and explanations suporting such statement
Certain documents cited

Certain defects in the international application

Certain observations on the international application

Date of submission of the demand Date of completion of this report

21/02/2002 30.08.2002

Name and mailing address of the intemational Authorized officer
preliminary examining authority:
———.~=European Patent Office - P.B. 5818 Patentlaan 2

») NL-2280 HV Rijswijk - Pays Bas Watchorn, P
Tel. +31 70 340 - 2040 Tx: 31 651 epo ni

Fax: +31 70 340 - 3016 Telephone No. +31 70 340 2207
Form PCTAPEA/409 (cover sheet) (January 1994)
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INTERNATIONAL PRELIMINARY

EXAMINATION REPORT international application No. PCT/GB01/03495 

1. Basis of the report

1. With regard to the elementsofthe international application (Replacement sheets which have been furnished to
thereceiving Office in responseto an invitation under Article 14 are referred to in this report as “originally filed”
and are not annexedto this report since they do not contain amendments (Rules 70.16 and 70.17)):
Description, pages:

1-53 as originally filed

Claims, No.:

1-63 as originally filed

Drawings, sheets:

1/5-5/5 as originally filed

2. With regard to the language,all the elements marked above were available or furnished to this Authority in the
languagein which the international application wasfiled, unless otherwise indicated underthis item.

These elements were available or furnished to this Authority in the following language: __, whichis:

C1 the language of a translation furnished for the purposesof the international search (under Rule 23.1(b)).

C1 the languageof publication of the international application (under Rule 48.3(b)).

(the languageofa translation furnished for the purposesof international preliminary examination (under Rule
58.2 and/or 55.3). VO

3. With regard to any nucleotide and/or amino acid sequence disclosedin the international application, the
international preliminary examination was carried out on the basis of the sequencelisting:

1] containedin the international application in written form.

C1 filed together with the international application in computer readable form.

O1_ fumished subsequently to this Authority in written form.

O_ furnished subsequently to this Authority in computer readable form.

LC] The statement that the subsequently furnished written sequencelisting does not go beyondthe disclosure in
the international application as filed has been furnished. :i

[1 The statement that the information recorded in computer readable form is identical to the written sequence
listing has been furnished. i

4. The amendments haveresulted in_the cancellation of:

Othe description, pages:

[the claims, Nos.:

Form PCT/APEA/409 (Boxes I-VI, Sheet 1) (July 1998)
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INTERNATIONAL PRELIMINARY

EXAMINATION REPORT

[1 the drawings, sheets:

International application No. PCT/GB01/03495

5. 1 This report has been established as if (some of) the amendments had not been made,since they have been
considered to go beyond the disclosureasfiled (Rule 70.2(c)):

(Any replacement sheet containing such amendments must be referred to under item 1 and annexedto this
report.)

6. Additional observations,if necessary:

V. Reasonedstatement under Article 35(2) with regard to novelty, inventive step or industrial applicability;
citations and explanations supporting such statement

1. Statement

Novelty (N) Yes:
No:

Inventive step (IS) Yes:
No:

Industrial applicability (IA) Yes:
No:

2. Citations and explanations
see separate sheet

Form PCT/IPEA/409 (BoxesI-VIIl, Sheet 2) (July 1998)

Claims
Claims

Claims
Claims

Claims
Claims

1-63

1-41,43-56,61-63
42,57-60

1-26,28-63
27

4
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INTERNATIONAL PRELIMINARY International application No. PCT/GB01/03495
EXAMINATION REPORT- SEPARATE SHEET

V - Statement according to Article 35(2) PCT

The closest state of the art consists of the following document:-

D1 = J. Med. Chem.Vol 37(22) pp 3717-3729 (1994)

The following documentis also relevant for the assessmentof the inventive step of the
currently claimed subject matter:-

D3 = J. Med. Chem. Vol 30(9) pp 1581-1588 (1987)

(The document numbering used bythe applicant in his response dated 23.04.2002 has
beenretainedin this International Preliminary Examination Report)

V.IA - Industrial Applicability (Article 33(4) PCT

For the assessmentof the present claim 27 on the question whetherit is industrially
applicable, no unified criteria exist in the PCT Contracting States. The patentability can
also be dependent uponthe formulation of the claims. The EPO,for example, does not
recognize as industrially applicable the subject-matter of claims to the use of a
compoundin medical treatment, but mayallow, however, claims to a known compound
for first use in medical treatment and the use of such a. compoundfor the manufacture
of a medicamentfor a new medical treatment. In the present case, the current claim 27

would not be acceptable under the European Patent Convention on the groundsthat
methodsof treatment of the human and/or animal body by therapy are excluded from

industrial application by Article 52(4) EPC, however, this does not necessarily apply in
otherjurisdictions.

V.N - Novelty (Article 33(2) PCT)

The compoundof claim 1 is the compound fluoromethyl 6a,9a-difluoro-17a-(2-furyl)-
carbonyloxy-1 1B-hydroxy-androst-1 ,4-dien-3-one 17B-carbothioate (fluticasone 17a-
furoate, hereinafter referred to as FF). The compounds of the closeststate of theart

are the corresponding 17a-acetate, propionate and n-butyrate esters (see Di, page
3722, table 3, compounds 13d, 13e and 13f respectively). In particular, the compound

Form PCT/Separate Sheet/409 (Sheet 1) (EPO-April 1997)
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INTERNATIONAL PRELIMINARY international application No. PCT/GB01/03495
EXAMINATION REPORT- SEPARATE SHEET

Fluticasone propionate (compound 13e of document D1) is already available

commercially as a medicament (this compoundwill hereinafter be referred to as FP).

Consequenily the compound of claim 1 (FF) differs from the compoundsof the closest

state of the art (in particular FP) in that it has a 17a-furoate ester whereas the

compoundsofthe closesstate of the art (in particular FP) have 17a-linear esters.

Consequently the compoundof claim 1 and the various solid forms thereof (solvates,

polymorphsetc) of claims 2-10 dependentthereon are all novel according to Article

33(2) PCT. Consequently, the first and second medicinal indications of the novel

compoundof claims 1-10 as specified in claims 11 and 12 respectively are also novel

according to Article 33(2) PCT as are the pharmaceutical compositions thereof

according to claims 13-26 and the medical uses thereof accordingto claim 27.

Furthermore, the processes for preparing the novel compoundofclaim 1, as specified

in independent claim 28 and claim 29 dependent thereon, independentclaim 31

independentclaim 52, independent claim 53 and claims 54 and 55 dependent thereon,

independent claim 56 and independentclaim 62 are also novel according to Article

33(2) PCT since they deliver a novel compound(that of claim 1). Furthermore, the

processesfor the production of the polymorphic forms 1-3 of the compound of claim 1

(claimed per se in dependentclaims 3-5 respectively) as specified in independent
claims 30, 50 and 51 are also novel according to Article 33(2) PCT, since they deliver
polymorphic forms of a novel compound.

Furthermore,the following intermediates all possess the same 17a-(2-furyl)-
carbonyloxy group whichdistinguishes the final product over the compoundof the
closesstate of the art.Consequently, these intermediates are novel overthe

corresponding intermediates used to produce the compoundsofthe closeststate of the

art which possess the same 17a-ester group as the products which they are used to

produce(i.e. the intermediates of the closest state of the art possess the same 17a-

acetate, propionate or n-butyrate esters as compounds 13d, 13e and 13f - see D1,

page 3720, scheme 4). Consequently all of the intermediates of the following formulae

and specified in the claims identified below are novel according to Article 33(2) PCT. In

addition, the processesfor the production of compoundsof formula II as specified in

independentclaim 35 and claim 36 dependent thereon, independent claim 37 and

independentclaim 63 are all also novel according to Article 33(2) PCT, since they
deliver novel compoundsof formula(Il).
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Formula independent claim Dependentclaim(s) Process claim(s)

i 32 33-34 35-37,63

HA 38 -

Vi 39

Vil 40

Vill At

IXA 43

XIl 44

XV 45

XVI 46

XVII 47

XX 48

XXill 49

X 62

The intermediate of formula IX of independent claim 42 does not possess the 17a-(2-

furyl)-carbonyloxy group which distinguishes the final product over the compoundof the
closesstate of the art. It does, however, have a 9,1 1B-epoxy grouping whichis not
presentin any of the intermediates in D1 (see D1, page 3720, scheme4).
Consequently the subject matter of this claim is novel according to Article 33(2) PCT.

The intermediates of formulae XIII and XIV of independent claims 57 and 58

respectively do not possess the 17a-(2-furyl)-carbonyloxy group which distinguishes
ihe final product over the compoundofthe closes state of the art. These compounds
do, however, have a 9(11) double bond whichis not presentin any of the intermediates
in D1 (see D1, page 3720, scheme 4). Consequently the subject matter of both of these
claims is novel according to Article 33(2) PCT.

The intermediates of formulae XX! and XXII of independent claims 59 and 60

respectively do not possessthe 17a-(2-furyl)-carbonyloxy group which distinguishes
the final product over the compound of the closes state of the art. These compounds
do, however, have an 11-keto group which is not present in any of theintermediatesin
D1 (see D1, page 3720, scheme 4). Consequently the subject matter of both of these
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claims is novel according to Article 33(2) PCT.

V.IS ~- Inventive Step (Article 33(3) PCT

The problem to be solved by the currently claimed subject matteris the provision of an
anti-inflammatory agent with a side effect profile improved over the compoundsofthe
closest state of the art. This problem is closely related to the originally stated problem

of providing an anti-inflammatory agent with an “attractive side effect profile" (see page
1, lines 23-25 of the description), consequently this problem maybe invokedin the
assessmentof an inventive step of the currently claimed subject matter.

The solution to this problem as proposedin the present application consists of the
compoundFFas claimed per se in claim 1. In this regard it is noted that the presence
of a 17a-(2-furyl)-carbonyloxy ester group is known to be compatible with anti-
inflammatory activity in respect of other types of anti-inflammatory compounds(not
fluticasone - see D3, page 1582, table |, compounds 1a, 1e-h and page 1583,table Il,
compounds 2f and 2g). It might therefore at first appear that the replacementof the
knownlinear 17a-ester groupings of the compoundsof D1 with a 17a-(2-furyl)-
carbonyloxy ester group, which would result in the compound of claim 1, would be an
obvious step to the personskilled in the art in order to.solve the problem.of producing: - -.---.
alternative anti-inflammatory compounds.

However, the applicant has clearly demonstrated in comparative tests presentin the
application (see in particular the tests described on pages 42-43 of the application), that
the compound FFof claim 1 has a very good EC,,, value (<1nM - see page 42, line 15),
it is also clearly shown that FF has comparable effects to FP with regard to
transactivation of glucocorticoid sensitive genes (see thefirst table on page 43), it is
further demonstrated that FF demonstrates higherinhibition of lung eosonophilia than

FP (FF 69% inhibition and FP 41%inhibition under the same conditions and dose- see
page 43, lines 20-25). Furthermore,it is also demonstrated that FF has a lower
systemic side effects since it has less effect on thymus weight than FP (FF effects a

67% reduction of thymus weight compared to 78%for FP - see page 43,lines 27--30)
andfinally the applicant also demonstratedin the test resulis givenin the table on page
44, that the claimed compound FFis metabolised 5 times more rapidly than the
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compoundofthe closest state of the art FP (this meansthat the topical administration
of the claimed compoundFFgivesrise to fewer systemic side effects).

Consequently, the applicant has amply demonstrated that the claimed compound FF of
claim 1 solves the above mentioned problem of the provision of an anti-inflammatory
agentwith a side effect profile improved overthe compoundsofthe closest state of the .
art. Since there is no indication in D3 that introducing the 17a-(2-furyl)-carbonyloxy

ester group would result in such drastic improvements as described above, the
compound FFof claim is an unobvious solution to the above mentioned problem andis
as such inventive according to Article 33(3) PCT. Consequently the compoundof claim
4 and the various solid forms thereof (solvates, polymorphsetc) of claims 2-10

dependentthereonareall inventive according to Article 33(3) PCT. Consequently, the
first and second medicinalindications of the novel compoundof claims 1-10 as

specified in claims 11 and 12 respectively are also inventive accordingto Article 33(3)
PCT.as are the pharmaceutical compositions thereof according to claims 13-26 and the
medical uses thereof according to claim 27. Furthermore, the processes for preparing
the novel compoundof claim 1, as specified in independentclaim 28 and claim 29
dependentthereon, independentclaim 31 independentclaim 52, independentclaim 53
and claims 54 and 55 dependentthereon, independent claim 56 and independent claim
62 are also inventive according to Article 33(3) PCT ‘since they deliver an inventive
compound (that of claim 1). Furthermore, the processes for-the production ofthe. .
polymorphic forms 1-3of the compound of claim 1 (claimed per se in dependent claims
3-5 respectively) as specified in independent claims 30, 50 and 51 are also inventive
according to Article 33(3) PCT,since they deliver polymorphic forms of an inventive
compound.

Furthermore, the following intermediates all possess the same 17a-(2-furyl)-
carbonyloxy group whichdistinguishes the final product over the compoundof the
closes state of the art. Consequently, these intermediates are inventive over the
corresponding intermediates used to produce the compoundsof the closest state of the
art which possess the same 17a-ester group as the products which they are used to
produce(i.e. the intermediates of the closest state of the art possess the same 170-
acetate, propionate or n-butyrate esters as compounds 13d, 13e and 13f - see D1,
page 3720, scheme 4). Consequently all of the intermediates of the following formulae
and specified in the claims identified below are inventive according to Article 33(3) PCT
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since they contribute the inventive feature to thefinal product of claim1. In addition, the
processesfor the production of compounds of formula Il as specified in independent

claim 35 and claim 36 dependentthereon, independentclaim 37 and independentclaim
63 are all also inventive according to Article 33(3) PCT, since they deliver inventive

‘ compoundsof formula(II).

_ Formula independent claim Dependentclaim(s) | Processclaim(s)

il 32 33-34 35-37,63
IIA 38 of

Vi 39

Vil 40

Vill 41

IXA 48
XIl 44

XV — 45

XVI 46

XVI 47

XX 48

XXIll 49 \

:
+-X Ll . L.. 6D.

However, the intermediate compoundsofclaims 42 and 57-60 do not possess the
same 17a-(2-furyl)-carbonyloxy group which distinguishesthe final product over the
compoundofthe closesstate of the art. Consequently they do not coniribute the
characterising inventive feature to the final products which they are used to produce
and further given that they are processed by analogy chemical processes well knownin
the art to produce the compoundofclaim 1 (in the case of intermediate IX of claim 42
by 9a-fluorination and 17a-acylation, in the case of intermediate XIII of claim 57 by
9,11-epoxidation, 9a-fluorination, 17a-acylation, in the case of intermediate XIVof
claim 58 9,11-epoxidation, 9a-fluorination, 17a-acylation and 17(3-thioate esterification,
in the case of intermediate XX! of claim 59 11-keto reduction and 17a-acylation and in
the case of intermediate XXII of claim 60 11-keto reduction, 17a-acylation and 17B-
thioate esterification), as such they lack inventive step according to Article 33(3) PCT.
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Vill - Statement according to Rule 70.12(ii) PCT

1) Dependent claims 3-5 further characterise the compound of formula (1) of claim 1
(FF) as polymorphic forms 1, 2 and 3 respectively. However, these arbitrarily attributed
namesof the polymorphic forms do not have any meaningin the technical area, since
this is a novel compoundandits polymorphs cannot previously have been
characterised. Consequently the use of these names (form 1, polymorph ..etc) has no
well established technical meaning in the technical area and as such these claims lack
clarity according to Article 6 PCT,sinceit is not clear how these claims are further
characterised overclaim 1.

2) Claim 19 reads thus:-

"A pharmaceutical aerosol formulation according to claim 18 which does not
comprise particulate medicament, a propellant and a stabiliser comprising water
addition (i.e. water added in addition to nascent formulation water) and does not
comprise particulate medicament, a propellant and a stabiliser comprising and
amino acid, a derivative thereof or a mixture thereof."

This claim wording appears to imply that the composition claimed does not contain a
propellantor a stabiliser and then goes onto further characterise thestabiliser which _
the composition does not contain. Furthermore, claim 4 8, on which the claim depends
indicates that it must contain a propellant. Claim 19 is apparently in contradiction with
claim 18 on whichit depends and in consequencelacksclarity according to Article 6
PCT. Furthermore, information is repeated (the absence of particular medicament.. etc)
and then twodifferent stabilisers are mentioned as being present in the composition.It

appearsthat this claim is attempting to express two preferred embodiments with
relation to the stabiliser (water or amino acid), however these two contrasting
embodiments are conjoined by “and” which meansthat they must both be presentin
the composition. Claim 19 further lacks clarity as a result according to Article 6 PCT.

3) The processof claim 28 indicates that the 178-carbothioic acid derivative of
formula Hl be subject to "alkylation" to producethefinal product of formula I of claim 1.
However, the term "alkylation" as usedin claim 28is notlimited to the introduction of a
CH.F ester group onto the 17B-carbothioic acid group, it covers the introduction of a
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panacea of various alkyl groups andis also notlimited to introduction onto the 178-
carbothioic acid group (for example this term could also embracethealkylation of the

118-OH group to form an ether). Consequently, the processof claim 28 does not

necessarily have asits final product the compoundof claim 1, since this is the stated
aim of the processof claim 28,this claim lacks clarity according to Article 6 PCT

(International Preliminary Examination GuidelinesIll 4.4). ,

4) Claim 35 refers to a compoundof formulaIII, but the formula or nameorthis
compoundis notgivenin this claim. Claim 35 consequently lacks clarity according to

Article 6 PCT (formulaIll is defined on page 18 of the description). The same applies to
claim 37.
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Application Number 10518016

Filing Date 2005-07-06 
INFORMATION DISCLOSURE First Named Inventor|Amar Lulla

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Attorney Docket Number CRT/20632 US{4137-04700)

 
 

 

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.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP $01.04. * Enteroffice 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 Empercr must precede the serial numberof the patent document.
4 Kind of documentby the appropriate symbcls as indicated on the document under WIPO Standard ST.16 if possible. > Applicant is to place a check markhereif
English language translation is attached.
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Application Number 10518016

Filing Date 2005-07-06 
INFORMATION DISCLOSURE First Named Inventor|AmarLulla

STATEMENT BY APPLICANT (-ssi 1616
( Not for submission under 37 CFR 1.99)

Examiner Name Thor B. Nielsen

Attorney Docket Number CRT/20632 US(4137-04700)

 
 

 

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate selection(s):

That each item of information contained in the information disclosure statement wasfirst cited in any communication
[_] from a foreign patent office in a counterpart foreign application not more than three monthspriorto thefiling of the

information disclosure statement. See 37 CFR 1.97(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

[] anyindividual designated in 37 CFR 1.56(c) more than three months prior to thefiling of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

[_] The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

[Xx] A certification statementis not submitted herewith.
 

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

 /Rodney B. Carroll/ Date (YYYY-MM-DD)|2011-12-13

Name/Print RodneyB. Carroll Registration Number 39624 

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 whichis 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 uponthe individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissionerfor Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited
is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonmentof 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
Departmentof 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
requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith 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 managementpractices 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 anyotherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 wasfiled in
an application which became abandoned orin which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency,if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Electronic AcknowledgementReceipt
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Title of Invention: COMBINATION OF AZELASTINE AND STEROIDS

First Named Inventor/Applicant Name: Amar Lulla

Customer Number: 30652 

Filer: RodneyB. Carroll/Edith Shek

Filer Authorized By: RodneyB.Carroll

Attorney Docket Number: CRT/20632 US (4137-04700)

Filing Date: 06-JUL-2005

Time Stamp: 18:20:51

Application Type: U.S. National Stage under 35 USC 371
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The page size in the PDF is too large. The pages should be 8.5 x 11 or A4.If this PDF is submitted, the pageswill be resized upon entry into the
Image File Wrapper and mayaffect subsequent processing

Information:
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The page size in the PDF is too large. The pages should be 8.5 x 11 or A4.If this PDF is submitted, the pageswill be resized upon entry into the
Image File Wrapper and mayaffect subsequent processing

Information:
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AUS. Patent NumberCitation or a U.S. Publication Number Citation is required in the Information Disclosure Statement(IDS) form for
autoloading of data into USPTO systems. You may remove the form to add the required data in order to correct the Informational Messageif
you areciting U.S. References.If you chose notto include U.S. References, the image of the form will be processed and be made available
within the Image File Wrapper (IFW) system. However, no data will be extracted from this form. Any additional data such as Foreign Patent
Documents or Non PatentLiterature will be manually reviewed and keyed into USPTO systems.

This AcknowledgementReceipt evidences receipt on the noted date by the USPTOof 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
If a new application is being filed and the application includes the necessary componentsfor 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 shownonthis
AcknowledgementReceiptwill establish the filing date of the application.

National Stageof an International Application under 35 U.S.C. 371
If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

 

New International Application Filed with the USPTO as a Receiving Office
If a new international application is being filed and the international application includes the necessary componentsfor
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this AcknowledgementReceiptwill establish the international filing date of
the application.
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Doc code: RCEX PTO/SB/30EFS (07-09)
Doc description: Request for Continued Examination (RCE) Approvedfor use through 07/31/2012. OMB 0651-0034U.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 unlessit contains a valid OMB control number.

REQUEST FOR CONTINUED EXAMINATION(RCE)TRANSMITTAL
(Submitted Only via EFS-Web)

Application|49518016 2005-07-06 Docket Number|(pt/99632Us (4137-04700)
Number (if applicable)

First Named AmarLulla Examiner Thor B. Nielsen
Inventor Name

 

This is a Request for Continued Examination (RCE) under 37 CFR 1.114 of the above-identified application.
Request for Continued Examination (RCE) practice under 37 CFR 1.114 does not apply to anyutility or plant application filed prior to June8,
1995, or to any design application. The Instruction Sheetfor this form is located at WWW_USPTC.GOV

SUBMISSION REQUIRED UNDER37 CFR 1.114

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). 

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

[| Consider the arguments in the Appeal Brief or Reply Brief previously filed on

[] Other

[<] Enclosed

[| Amendment/Reply

[x] Information Disclosure Statement (IDS)

[| Affidavit(s)/ Declaration(s)} 
LI 
 

MISCELLANEOUS 

Suspension of action on the above-identified application is requested under 37 CFR 1.103(c) 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 1.17(e) is required by 37 CFR 1.114 when the RCEisfiled.
The Director is hereby authorized to charge any underpaymentof fees, or credit any overpayments, to
Deposit Account No 501515

 

  
 

 
SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT REQUIRED 

Patent Practitioner Signature

[-] Applicant Signature
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Doc code: RCEX PTO/SB/30EFS (07-09)
Doc description: Request for Continued Examination (RCE) Approvedfor use through 07/31/2012. OMB 0651-0031U.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 unlessit contains a valid OMB control number.

Signature of Registered U.S. Patent Practitioner

Signature|/Rodney B. Carroll/ Date (YYYY-MM-DD)|2011-12-13
 

Name Rodney B.Carroll Registration Number 
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 USPTOto 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 amountof time you require to complete this form and/or suggestions for
reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce,
P.O. Box 1450, Alexandria, VA 22313-1450.

if you need assistance in completing the form, call 1-800-PTO-91799 and select opiton 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 abandonmentof the application or expiration of the patent.

The information provided by youin 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 ofInformation Act requires disclosure of these records.

2. A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence toa
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
requestinvolving an individual, to whom the record pertains, whenthe individual has requested assistance from the
Memberwith 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 Treatyin 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 managementpractices 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 recordsforthis
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 wasfiled in an
application which became abandonedor 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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Doc code: IDS PTO/SB/08a (01-10)
oe . : . Approved for use through 07/31/2012. OMB 0651-0031

Doc description: Information Disclosure Statement {IDS) Filed U.S. Patent and TrademarkOffice: U.S. DEPARTMENT OF COMMERCE
Underthe Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unlessit contains a valid OMB control number.

Application Number 10518016

First Named Inventor|AmarLulla

Art Unit

Attorney Decket Number CRT/20632 US{4137-04700)

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

 

 

U.S.PATENTS Remove

Pages,Columns,Lines where
Relevant Passages or Relevant
Figures Appear

Examiner Cite Patent Number Issue Date Name of Patentee or Applicant
Initial of cited Document

“_

~

3856828 1974-12-24 Phillipps, etal.

 

4113680 1978-09-12 Kamano,etal.

 

4093721 1978-06-06 Phillipps, et al.

   5 4377575 1983-03-22 Phillipps, et al.
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Application Number 10518016

Filing Date 2005-07-06 

INFORMATION DISCLOSURE First Named Inventor|Amar Lulla

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Attorney Docket Number CRT/20632 US(4137-04700)

 
 

 

Fs] 4710495 1987-12-01 Bodor

 

10 2837699 1998-11-17 Sequeira, et al.
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4861765 1989-08-29 Jouveinal

4267173 1981-05-12 Draper

4221787 1980-09-09 Bodor,et al.

2608093 1997-03-04 Stache,et al.
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Application Number 10518016

Filing Date 2005-07-06 

INFORMATION DISCLOSURE=[=nanca wontor Amar tull
STATEMENT BY APPLICANT Art UniI I 1616
( Not for submission under 37 CFR 1.99)

Examiner Name ThorB. Nielsen

Attorney Docket Number CRT/20632 US(4137-04700)

 
 

 

20 4285937 1981-08-25 Kalvoda

 

21 3981894 1976-09-21 Phillipps, et al.

 

7244742 2007-07-17 Pieper, etal.
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purpose, and anyotherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 wasfiled in
an application which became abandoned orin which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency,if the USPTO becomes aware of a violation or potential violation of law or regulation.

 
EFS Web 2.1.17

CIPLA LTD. EXHIBIT 2001 PAGE 175



CIPLA LTD. EXHIBIT 2001 PAGE 176

Electronic Patent Application Fee Transmittal

Title of Invention: COMBINATIONOF AZELASTINE AND STEROIDS

First Named Inventor/Applicant Name: Amar Lulla

Attorney Docket Number: CRT/20632 US (4137-04700) 

Filed as Large Entity

U.S. National Stage under 35 USC 371 Filing Fees

Sub-Total in

USD($)

Basic Filing:

Miscellaneous-Filing:

Description Fee Code Quantity

 

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Miscellaneous:

Total in USD (S$)
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Electronic AcknowledgementReceipt

a

a

Title of Invention: COMBINATION OF AZELASTINE AND STEROIDS

First Named Inventor/Applicant Name: Amar Lulla

Customer Number: 30652
 

Filer: RodneyB. Carroll/Edith Shek

Paymentinformation:

 
Submitted with Payment ye

s

 Deposit Account 501515

Authorized User

File Listing:

Document sas File Size(Bytes)/ Multi PagesPocument Description|FileName|Message Digest Part /.zip (if appl.)
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Foreign Reference W020003881 1.pdf £9049bb2cOb489aGea98de4e201ae79878d
déc5b

Information:

853368

Foreign Reference EP-179583.pdf #8aa0681e7be0d826a49440234512df7736}
7d19

Information:

4435075

Foreign Reference BE-889563.pdf 7bddd93fd 1 1b4f06f8f003a9a1 a580a001 24
edbe

Information: 

2459660

Foreign Reference EP--57401.pdf 8eb2146426103e2e8aa10ab5del 9bc481 90

697648

4ed37 15aaa2303 1dd723f5471f762de59624]
525f

680185

Foreign Reference W0200178739.pdf a05677a0d8412b/becd830e0bb49408dd9
ec6362

Information:

1440412

Foreign Reference W0200200679.pdf 797b6d7d5 7ea9869fbesb6ff4cd 119d0f95d)
3922

Information:

CIPLA LTD. EXHIBIT 2001 PAGE 179

 



CIPLA LTD. EXHIBIT 2001 PAGE 180

2170267

Foreign Reference W0200288167.pdf ef08c6eb0e3 eadf8cdfc7a9e30801ed 1b149}
2091

Information:

1085448

Foreign Reference W0200253186.pdf 84a8705 5ccbOfl 121277240499768b6b90d

Information:

2030128

Foreign Reference GB1384372.pdf ab67bbf4be1b34 13bd2c0f3533e755 15158}
<fb91

Information:

3008276

Foreign Reference W0200212265.pdf d75c220eac9de6 1 d88afcf80cbc3b0c4bf78
938e

Information:

745749

Foreign Reference W0200178745.pdf 9a130bbfb9a923 1a6268262d0c3c1 793111
11800

Information: 

2281157

Foreign Reference EP---4773.pdf dafe41f04a14e1b3539ea308e65501 fddd3:
92b9

674971

24c2759c218291a14ca431f36bbcfc7edeb¢
866b

911773

029c60e2a7756354a088c120cbelbaca22a|
21586

822030

Foreign Reference W0200207767.pdf 8d2425 7bc8f57e4b3577b0F178504234d7F
dc67e

Information:

CIPLA LTD. EXHIBIT 2001 PAGE 180

 



CIPLA LTD. EXHIBIT 2001 PAGE 181

1274200

Foreign Reference GB1438940.pdf 73ea402117¢374415834a01c8fl 7c54c5776|
bO8a

Information:

1251666

Foreign Reference W0200154664.pdf 41961d82210d0d5c9b134cd40182da27bb
8Be954

Information:

934758

Foreign Reference W0200208243.pdf 4f90e9b860fd64c1 5feff5285d077<954fae7|
188

Information:

802656

Foreign Reference GB1517278.pdf 3baed8d66054dc30698aebdb5fa98b6c78
07951

Information:

3482459

Foreign Reference DE1059906.pdf 524b48e6a4f5fcc 112 1e1729bb8d 97af8b89
ebd7

Information: 

620884

Foreign Reference W0200033892.pdf b249503defd9bf7c58b773a5de7ff7 1b9c9c]
6bf5

Information:

7066916

Foreign Reference W0200120331.pdf 4a379421948b232a0b06834391 1 5eeadd 2b}
56aec

Information:

502177

Foreign Reference JP8291073.pdf £5055 156e7a996ce5 1d 17cebbt9734825108]
B45

Information:

446888

Foreign Reference IL-109656.pdf a17c7720625d0bb7c65af27667acl 1b67b0)
35d28

Information:

CIPLA LTD. EXHIBIT 2001 PAGE 181

 



CIPLA LTD. EXHIBIT 2001 PAGE 182

3128810

Foreign Reference GB2079755.pdf 5853dd91 30467b864e87d63f1 111b49a6el
ea0b8

Information:

1186952

Foreign Reference EP-393658.pdf €32735d5 16cf95d00cd69e027af04c568c3q
fed2

Information:

4690232

Foreign Reference W002066422.pdf ca7{61a2e8b649d34dd94bdc626ba5fd0cfe
d1f6

Information:

2296573

Foreign Reference W02002100879.pdf 40c05ca5 16bce8f6b0617 1ccb1 1abf02789by

Information:

841198

Foreign Reference W0200200199.pdf 63a73050007794ebf5 d830802803b777c
77eB

Information: 

1026908

Foreign Reference W0200213868.pdf f42de4c3d554d 103c17 Ifade585972bb2e0
a55e5

Information:

4436972

Foreign Reference W0200226723.pdf 515951 b7cOba97c233f2c7 1<82500fe7 130)
cl2e

Information:

520326

Foreign Reference JP8291072.pdf 5d53e8821a01a5 7bf6633e8b0be2e906bd0

Information:

5807368

Foreign Reference W0200066522. pdf 75cec220e5 e790fC985 74681 4e1 8ccc6a39}
121f

Information:

CIPLA LTD. EXHIBIT 2001 PAGE 182

 



CIPLA LTD. EXHIBIT 2001 PAGE 183

4626137

Foreign Reference W00049993.pdf 9886cceadb7948b3a22acff3683b4ecc5c8b}
40d5

Information:

2902914

Foreign Reference W0200212266.pdf d90bd 1f9f529de4984ecd0dcab076f2d5b87
bcfad

Information:

380185

Foreign Reference EP-416951.pdf be4f045b48448b29c430685 3d89bc4b631a]
aab97

Information:

14952285

Foreign Reference W0200202565.pdf b9b72451 6af$5e0223d39a3661e392ce759
3c92e

Information:

690031

Foreign Reference W0200178736.pdf 63b36deb4f4947b0b1b40d 1 bel 3882c5fdd}
4a624

Information: 

590155

Foreign Reference W0O200016814.pdf 292e4e7f107e3d044316c673550e91 10ea1
595de

Information:

2524061

Foreign Reference GB2140800.pdf 34f8f20c6705 acd06fc99f5ff069c7a3.a96c4]
12

Information:

1231473

Foreign Reference JP4208267.pdf 6f5 162b62e04cfb 1 9f00043cf966d1d3b765}
6905

Information:

2185027

Foreign Reference W00236106.pdf 4abe0a8e243 94be61 d7bescf4a0664aed 56
d8ae3

Information:

CIPLA LTD. EXHIBIT 2001 PAGE 183

 



CIPLA LTD. EXHIBIT 2001 PAGE 184

2103204

Foreign Reference GB2088877.pdf 1 bbf02c2a02f8ff67c5 9b21239751bce7d31
176a

Information:

18086995

Foreign Reference W0200154481.pdf 98af26a30456759bba5dda0 Ifdd8dd48583
8c9fb

Information:

932098

Foreign Reference GB1191965.pdf bec1b0b5144239e9d56c8719af1 e0980085)
0d166

Information:

906770

Foreign Reference W0200048587.pdf 34dd0d6b33ca0b 1ce91975 36d4a0c41566
Fad9cA

Information:

3028388

Foreign Reference W0200104118.pdf 48d412e412674e588fd6eb50a8c 166bd5.a2}
24827

Information: 

8157557

Foreign Reference W0200157025.pdf 50fb 1bd700676c6ea7 1dab26a7e76f4fe70-
d2ba

Information:

Non PatentLiterature AZELASTINE_58581.pdf 5945569db9b8dd2be3 1f230bc90091 eNae¥
caa81

Information:

Non PatentLiterature FLUTICASONE_397864.pdf 178ec6b384b1aa6{2476985f7e2786d 1107
28937

Information:

887911

Non PatentLiterature AstelinNasalSpray.pdf 04cc910759d2f1 dd091a8746d2b9b6 1007]
7e2bd

Information:

CIPLA LTD. EXHIBIT 2001 PAGE 184

 



CIPLA LTD. EXHIBIT 2001 PAGE 185

3804113
VERAMYSTS_GlaxoSmithKline.Non Patent Literature

pdf 27bd9d8fd5295d1591 f954e8fafdce855e75|
fo18

Information:

804353

Non PatentLiterature ASTEPRO_NasalSpray.pdf 48al8eel 61 3b8c68e4aceb9a85 66261 e6d1
431d6

Information:

2579963

Non Patent Literature AIGBIRHIO_Automated.pdf 11ca3a639895 bcfc4e46d98beb3b02 1de13}
a240a

Information:

1831747

Non Patent Literature AUSTIN_Mometasone.pdf 4eccd11791ed33f9f44e0f014fc78b0c7b60
7925

Information:

2439144

Non Patent Literature BANOV_Once.pdf 9b4e2d0a1541790a52733e7b1 9b0c074c45}
dé6f21

Information: 

. ; 620206
Information Disclosure Statement(IDS)

Form (SB08) 121311_IDS_Form1.pdf <6751b5d5605 36a6cddfa409fa9f663dc6 15)
adce

Information:

Fee Worksheet (SB06) fee-info.pdf cAba9aae5638854d23 1a1552fe0a01894b3
23bfe

 
CIPLA LTD. EXHIBIT 2001 PAGE 185



CIPLA LTD. EXHIBIT 2001 PAGE 186

This AcknowledgementReceipt evidences receipt on the noted date by the USPTOof 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
If a new application is being filed and the application includes the necessary componentsfor 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 shownonthis
AcknowledgementReceipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371
If a timely submissionto enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application asa
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this AcknowledgementReceiptwill establish the international filing date of
the application.
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.gov

 
NOTICE OF ALLOWANCE AND FEE(S) DUE

EXAMINER

NIELSEN, THOR B

ART UNIT PAPER NUMBER

1616

30652 7590

CONLEY ROSE,P.C.
5601 GRANITE PARKWAY,SUITE 750
PLANO,TX 75024

10/03/2011

DATE MAILED:10/03/2011

10/518,016 07/06/2005 Amar Lulla CRT/20632 US 4912

TITLE OF INVENTION: COMBINATION OF AZELASTINE AND STEROIDS (4137-04700)

 APPLN. TYPE SMALL ENTITY ISSUE FEE DUE PUBLICATIONFEE DUE|PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

nonprovisional $1740 $300 $2040 01/03/2012

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCEIS NOT A GRANT OF PATENT RIGHTS.
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS

PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLYTO THIS NOTICE:

I. Review the SMALL ENTITYstatus shown above.

If the SMALL ENTITYis shown as YES,verify your current
SMALLENTITYstatus:

A. If the status is the same, pay the TOTAL FEE(S) DUE shown
above.

B. If the status above is to be removed, check box 5b on Part B -
Fee(s) Transmittal and pay the PUBLICATION FEE (if required)
and twice the amount of the ISSUE FEE shownabove, or

If the SMALL ENTITYis shown as NO:

A. Pay TOTAL FEE(S) DUE shownabove, or

B. If applicant claimed SMALL ENTITY status before, or is now
claiming SMALL ENTITY status, check box 5a on Part B - Fee(s)
Transmittal and pay the PUBLICATION FEE(if required) and 1/2
the ISSUE TEL shownabove.

IL PARTB - FEE(S) TRANSMITTAL,orits equivalent, must be completed and returned to the United States Patent and ‘Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE(if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur dueto the difficulty in recognizing
the paper as an equivalent of Part B.

If. All communications regarding this application must give the application number. Please direct all communications prior to issuance to
Mail Stop ISSUE FEEunless advised to the contrary.

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

Page 1 of 3
PTOL-85 (Rev. 02/11)
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE
Commissionerfor Patents
P.O. Box 1450

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

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where
appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
indicated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" formaintenance fee notifications.

CURRENT CORRESPONDENCE ADDRESS(Note: Use Block 1 for any changeof address) Note: A certificate of mailing can only be used for domestic mailings of the
Fee(s) Transmittal. This certificate cannot be used for any other accompanying

papers. Each additional paper, such as an assignment or formal drawing, mustave its own certificate of mailing or transmission.

 

 

30652 7590 10/03/2011

CONLEYROSE,P.C. Certificate of Mailing or Transmission
; ; I hereby certify that this Fee(s) Transmittal is being deposited with the United

5601 GRANITE PARKWAY, SUITE 750 States Postal Service with sufficient postage for first class mail in an envelope
PLANO,TX 75024 addressed to the Mail Stop ISSUE FEE address above. or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.

(Depositor's name)

(Signature)

(ate)

10/518,016 07/06/2005 Amar Lulla CRT/20632 US 4912

TITLE OF INVENTION: COMBINATION OF AZELASTINE AND STEROIDS (4137-04700)

APPLN. TYPE SMALL ENTITY ISSUE FEE DUE PUBLICATIONFEE DUE|PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE 
nonprovisional NO $1740 $300 $0 $2040 01/03/2012

NIELSEN, THOR B 1616 514-171000

1. Change of correspondenceaddressorindication of “Fee Address" (37 2. Forprinting on the patentfront page,list
CFR 1.363).

LI Change of correspondence address (or Change of Correspondence
Address form PTO/SB/122) attached.

LI "Ree Address" indication (or "Fee Address” Indication form
PTO/SB/47, Rev 03-02 or morerecent) attached. Use of a Customer
Numberis required.

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

 

 
(2) the name ofa single firm (having as amembera 2.
registered attorney or agent) and the names of up to
2 registered patent attorneys or agents. Ifnonameis 43
listed, no name will be printed.

 
  

3. ASSIGNEE. NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT(print or type)

PLEASE NOTE:Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for
recordation asset forth in 37 CFR 3.11. Completion of this form is NOT a substitute forfiling an assignment.

(A) NAMEOF ASSIGNEF, (B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : [J Individual LJ Corporation or other private group entity [] Government

4a. The following fee(s) are submitted: 4b. Paymentof Fee(s): (Please first reapply any previously paid issue fee shown above)
LI Issue Fee LY A checkis enclosed.

ication Fee (No small entity discount permitte ‘ayment by credit card. Form - 1s attached._] Publication Fee (No small entity di itted) Lip by credit card. Form PTO-2038i hed
LI Advance Order - # of Copies [_J The Director is hereby authorized to charge the required fee(s), any deficiency, or credit any

overpayment, lo Deposit Account Number (enclose an extra copy ofthis form).

5. Changein Entity Status (from status indicated above)

LJ a. Applicant claims SMALL ENTITYstatus. See 37 CFR 1.27. LI b. Applicant is no longer claiming SMALL ENTITYstatus. See 37 CFR 1.27(g)(2).
  

NOTE:The Issue Fee and Publication Fee (if required) will not be accepted from anyone other than the applicant; a registered attorney or agent; or the assignee or other party in
interest as shown by the records of the United States Patent and TrademarkOffice.

Authorized Signature Date
 

 
Typed or printed name Registration No.

This collection of information is required by 37 CFR 1.311. The information is required to obtain or retain a benefit by the public whichis to file (and by the USPTOto process)
an application. Confidentiality is governed by 35 U.S.C. 122 and 37 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 dependin upon the individual case. Any comments on the amountof time you require to completethis form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O.
Box 1450, ‘Alexandria, Virginia 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450,
Alexandria, Virginia 22313-1450.
Under the Paperwork Reduction Act of 1995, no persons are required to respondto a collection of information unlessit displays a valid OMB control number.

 PTOL-85 (Rev. 02/11) Approved for use through 08/31/2013. OMB0651-0033 US. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.gov

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

 
10/518,016 07/06/2005 Amar Lulla CRT/20632 US 4912

4137-04700

30652 7590 10/03/2011

CONLEYROSE,P.C. NIELSEN, THOR B
5601 GRANITE PARKWAY,SUITE 750
PLANO. TX 75024

1616

DATE MAILED:10/03/2011

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 434 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 Adjustmentwill be 434 day(s).

If a Continued Prosecution Application (CPA) wasfiled in the above-identified application, the filing date that
determines Patent Term Adjustmentis 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) WEBsite (http://pair.uspto.gov).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0101 or (571)-272-4200.

Page 3 of 3
PTOL-85 (Rev. 02/11)
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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 formrelated 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 mayresult in termination of proceedings or abandonmentof 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 settkement 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 usc, to the International Burcau of the World
Intellectual Property Organization, pursuant lo 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 tecord 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 GSAaspart 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. Murther, a record may be disclosed, subject to the limitations of 37 CUR 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 USPTO becomesawareofa violation or potential violation of law or
regulation.
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Application No. Applicant(s)

 . we . 10/518,016 LULLA ET AL.
Examiner-Initiated Interview Summary Examiner Art Unit

THOR NIELSEN 1616

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

(1) THOR NIELSEN. (3) .

(2) Mr. Rodney Carroll. (4) .

Date of Interview: 09 September 2011.

Type: >] Telephonic [] Video Conference
[-] Personal [copy given to: J applicant [1] applicant’s representative]

Exhibit shown or demonstration conducted: [] Yes L] No.
If Yes, brief description:

Issues Discussed []101 (112 (102 (103 [Others
(For each of the checked box(es) above, please describe below the issue and detailed description of the discussion)

Claim(s) discussed:

Identification of prior art discussed:

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

Mr. Carroll agreed to the proposed Examiner's Amendment._In a separate call on September 14, 2011, Mr. Carroll
agreedto an additional proposed Examiner's Amendment.

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

Examinerrecordationinstructions: Examiners must summarize the substance of any interview of record. A complete and properrecordation of
the substance of an interview should include the items listed in MPEP 713.04 for complete and proper recordation including the identification of the
generalthrust of each argumentor issue discussed, a general indication of any other pertinent matters discussed regarding patentability and the
general results or outcomeofthe interview, to include an indication as to whether or not agreement was reached ontheissuesraised.

LJ Attachment

 
U.S. Patent and Trademark Office

PTOL-413B (Rev. 8/11/2010) Interview Summary Paper No. 20110906
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10/518,016 LULLA ET AL.
Notice of Allowability Examiner Art Unit

THOR NIELSEN 1616

-- The MAILING DATEof this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITSIS (OR REMAINS) CLOSED inthis 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 GRANTOF PATENTRIGHTS. This application is subject to withdrawal from issue atthe initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. KI This communication is responsive to 08/22/2011.

2. (Anelection was madebythe applicantin responsetoarestriction requirementset forth during the interview on ; the restriction
requirement and election have been incorporatedinto this action.

3. X] The allowed claim(s)is/are 1,2,4,6-8,10,13-16, 19-22,30,35-38,45 and 53-79.

4. ] Acknowledgmentis madeof a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
a) KI Al =b)[1Some* c)[]None ofthe:

1. KI Certified copies of the priority documents have been received.

2. (1 Certitied copies of the priority documents have been received in Application No.

3. [] Copiesof the certified copies ofthe 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 communicationto file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENTofthis application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. (A SUBSTITUTE CATH OR DECLARATION mustbe submitted. Note the attached EXAMINER’S AMENDMENTor NOTICE OF
INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient.

6. [] CORRECTED DRAWINGS( as “replacement sheets”) must be submitted.

(a) LJ including changes required by the Notice of Draftsperson’s Patent Drawing Review ( PTO-948) attached

1) [J hereto or 2)[[] to Paper No/MailDate__.

(b) [7 including changes required by the attached Examiner's Amendment / Commentor in the Office action of
Paper No./MailDate_

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawingsin the front (not the back)of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

7. LJ DEPOSIT OF and/or INFORMATIONabout the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachmeni(s)
1. LJ Notice of References Cited (PTO-892) 5. C1 Notice of Informal Patent Application

2. [ Notice of Draftperson's Patent Drawing Review (PTO-948) 6. K] Interview Summary (PTO-413),
Paper No./Mail Date 20770906 .

3. &] Information Disclosure Statements (PTO/SB/08), 7. J Examiner's Amendment/Comment
Paper No./Mail Date See Continuation Sheet

4. [] Examiner's Comment Regarding Requirement for Deposit 8. J Examiner's Statement of Reasonsfor Allowance
of Biological Material

9. [J Other .

 
U.S. Patent and Trademark Office

PTOL-37 (Rev. 03-11) Notice of Allowability Part of Paper No./Mail Date 20110906
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Continuation Sheet (PTOL-37) Application No. 10/518,016

Continuation of Attachment(s) 3. Information Disclosure Statements (PTO/SB/08), Paper No./Mail Date: 08/16/2011 (a); 08/16/2011 (b);
08/22/2011.
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Application/Control Number: 10/518,016 Page 2

Art Unit: 1616

DETAILED ACTION

Examiner’s Amendment

EXAMINER’S AMENDMENT

An examiner's amendmentto the record appears below. Should the changes

and/or additions be unacceptable to applicant, an amendment maybefiled as provided

by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be

submitted no later than the paymentof the issue fee.

The application has been amended asfollows:

In claim 1, immediately after pharmaceutically acceptable salt the text: “, solvate

or physiologically functional derivative” has been deleted.

In claim 7, immediately after pharmaceutically acceptable salt the text: “, solvate

or physiologically functional derivative” has been deleted.

In claim 8, immediately after pharmaceutically acceptable salt the text: “, solvate

or physiologically functional derivative” has been deleted.

In claim 16, immediately after tragacanth the text: “ethoxose (water soluble

binding and thickening agents on the basis of ethyl cellulose),” has been deleted.

In claim 45, immediately after pharmaceutically acceptable salt the text: “,

solvate or physiologically functional derivative" has been deleted.

In claim 56, immediately after pharmaceutically acceptable salt the text: “,

solvate or physiologically functional derivative" has been deleted.

In claim 64, immediately after formulation of claim the text “60” has been deleted

and “56” substituted in its place.
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In claim 65, immediately after formulation of claim the text “61” has been deleted

and “56” substituted in its place.

Authorization for this examiner's amendment wasgiven in a telephone interview

with Mr. Carroll on September 9, 2011. A second examiner’s amendment was

authorized in a telephone interview with Mr. Carroll on September 14, 2011.

Reasonsfor Allowability

The Declaration under Rule 132 by Mr. Copra (the Chopra Declaration)is of

properlegal form and provides the sales figures of Duonase™ (which he states is the

commercial embodiment of the claimed invention) and copycat products for seven

years. The data support the commercial success of Duonase. Afitems 7-9 and Table

ll. The first year of sales were over 167,000 units and the second year sales were over

254,000 units. Id. By year seven, sales were in excess of 918,000 units. Id.

Competitors arose in year 2 (Zydus-Cadila and Sun Pharma), year 3 (Lupin Ltd.), year 4

(Entod), year 6 (Ranbaxy), and year 7 (Intas Pharma and Dr. Reddys Labs). Id. In year

7, the competitors sold in excess of 408,000 units, by my calculation. That is, the

competitors commanded almost 45%of the market share. Figure 3. The major copy

products were combinationsoffluticasone propionate and azelastine HCl. Table |. The

market growth rate over the seven years has been about 20 % annually and the salesof

Duonase have grownat essentially the same pace. Atitem 12.
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More specifically, Duonase has maintained a sales growth consistent with the

sales growth of the overall market for these nasal sprays and not unexpectedly is

gradually losing potential sales as more competitors offer similar products.

Thus, the Chopra Declaration supports that the product of the invention has been

a commercial success for both the inventors and the copiers.

Moreover, the Chopra Declaration also supports that the product of the invention

hasfilled a long-felt, but unmet need for an improved treatmentfor allergic rhinitis.

The Declaration under Rule 132 by Dr. Rajan also supports that the inventionfills

along unmet need. Dr. Rajan states that prior to introduction of the formulation of the

instant invention (Duonase), he prescribed nasal corticosteroids alone for patients

having allergic and non-allergic vasomotor rhinitis. Atitem 9. Dr. Rajan continues that

nasal steroids are an effective medication for allergic rhinitis and are slow to act so that

patient compliance is a problem. Afitem 10. He continuesthat oral anti-histamines

have side effects such as sedation, whether taken alone or in conjunction with nasal

steroids. Atitems 11 and 12. He concludes that Duonase(the inventive formulation)

solves many of the long term problems and provides superior and almost immediate

relief from the symptomsofallergic rhinitis. Atitems 13-14.

Dr. Maus, in a Declaration under Rule 132, reviews severalliterature studies that

examined possible benefits of combining nasal steroid with an oral antihistamine and

reports that the studies found noclinical benefit or minimalclinical benefit to this

combination therapy. Afitems 18-21. Moreover, he reviews a non-prior art study which

concludesthat there is no evidence that combining intranasal corticosteroids and
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intranasal antihistamines provides any additional therapeutic benefit, in comparison with

intranasal steroids alone. Afitem 22. Thus, Dr. Maus concludesthat the superior

results obtained with the combination of nasal fluticasone propionate and azelastine HCl

would have been unexpectedat the timeoffiling of the application. Atitem 23. On the

basis of this information and declaration, the examiner concursin this conclusion.

Dr. Mausalso states that a randomized, double-blind placebo-controlled clinical

study was performed having 610 patients was carried out. Afitems 7-8. The antigen

was the Texas Mountain cedar. Id. One spray per nostril was administered twice daily

to provide total doses of 548 ug azelastine HCl and 200 ug fluticasone HCl[sic,

propionate]. Id. Patients were scored by the 12 hour reflective total nasal symptom

score (rTNSS) on a four-point scale. A 50% reduction of rTNNS wasconsidered

clinically relevant. Id. After 2 weeks, the combination therapy reduced the mean rTNSS

by a significantly greater extent than either azelastine HCI monotherapy (p<0.001),

fluticasone HCI[sic] monotherapy (p=0.003), or placebo (p<0.001). Atitem 9. A 50%

reduction was achieved by 49%of the combination therapy patients, which exceeded

the response with azelastine HCl (37%of patients), fluticasone propionate (38%of

patients), and placebo (28 %of patients). Atitem 10. These results were significant.

At item 11. The combination therapy effect was observed 5-6 days earlier than the

other treatments. Id. Dr. Maus also reported a separate randomized, double-blind

placebo-controlled clinical study of 779 patients using the same therapeutic nasal

sprays, but reviewing ocular symptoms. Atitems 12-16. The combination therapy was

significantly better at relieving ocular symptomsthanthe fluticasone propionate
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monotherapyor the placebo and trended better than azelastine HCl monotherapy. Id.

The examinerfinds that the clinical trial supports the efficacy of the treatment

composition of the invention and that the composition is superior to the tested

monotherapies and to the placebo.

The Declarations by Dr. Rajan and Dr. Maus are of properlegal form.

Thus, the invention is unexpectedly and surprisingly unobvious over,different

from, and superiorto the prior art of record.

Conclusion

Anyinquiry concerning this communication or earlier communications from the

examiner should be directed to THOR NIELSEN whosetelephone numberis (571)270-

3476. The examiner can normally be reached on MondaythroughFriday from 9:00

A.M. to 4:00 P.M.

If attempts to reach the examiner by telephone are unsuccessful, the examiner's

supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number

for the organization wherethis application or proceeding is assigned is 571-273-8300.
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Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197(toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA)or 571-272-1000.

Thor Nielsen

Patent Examiner

AU 1616

/Johann R. Richter/

Supervisory Patent Examiner, Art Unit 1616
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an application which became abandoned orin 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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Filed: July 6, 2005 . Confirmation No. 4912

For: COMBINATION OF AZELASTINE AND STEROIDS

INFORMATION DISCLOSURE STATEMENT

Commissionerof Patents

P.O. Box 1450

Alexandria, Virginia 22313-1450

sr Pursuantto Rules 56 and 98, Applicants herebycall the attention of the Patent Office to the
referenceslisted on the attached Form PTO 1449. These references were cited in an International

Search Report (copy enclosed)issued in connection with the correspondinginternational application.

Applicants present these references so that the Patent Office may, in the first instance,

determineany relevancythereofto the presently claimed invention, see Beckman Instruments, Inc.

v. Chemtronics, Inc., 439 F.2d 1369, 1380, 165 USPQ 355, 364 (5th Cir. 1970).

Applicants respectfully request that these references be expressly considered during the

 

 

prosecution ofthis application and made ofrecord herein and appear amongthe “References Cited”

on any patent to issue herefrom.

Respectfully submitted,

TPP/mtw ThomasP. Pavelko |
Attorney Docket No.: TPP 31753 Registration No. 31,689

STEVENS, DAVIS, MILLER & MOSHER,L.L.P.
1615 L Street, N.W., Suite 850
Washington, D.C. 20036
Telephone: (202) 785-0100
Facsimile: (202) 785-0100 or (202) 785-0200

Date: October 5, 2005
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Application Number 10518016 

Filing Date 2005-07-06 
INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name Thor B. Nielsen

Attorney Docket Number | PAC/20632 US (4137-04700)

 
  
 

 

File history of South African Patent Application No. 2005/0331 (now Patent No. 2005/0331), 18 pages.  
 

Applicants response to foreign communication - CA 2489427, December 20, 2010, 10 pages.
 

If you wish to add additional non-patentliterature documentcitation information please click the Add button Add

EXAMINER SIGNATURE

 Examiner Signature ‘Thor Nielsen/ Date Considered 09/23/2011

*EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. * Enteroffice 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 numberof the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark hereif]
English language translation is attached.
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name Thor B. Nielsen

Attorney Docket Number | PAC/20632 US (4137-04700)

   
 

 

 
CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to makethe appropriate selection(s}:

That each item of information contained in the information disclosure statement was first cited in any communication
|] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e}(1).

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

[-] anyindividual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

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.

Name/Print Registration Number 39,624

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 whichis 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. Timewill vary depending upon the individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMSTO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.

 
‘Thor Nielsen/ 09/23/2011
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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 infermation 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 abandonmentof 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 te 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 te the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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, te whom the record pertains, when the individual has requested assistance from the
Memberwith 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 te 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. 352a(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 Intemational Bureau of the Werld 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 GSAas part of that agency's responsibility to
recommend improvements in records managementpractices 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 otherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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, subjectto the limitations of 37 CFR 1.14, as a routine use, to the public if the record wasfiled in
an application which became abandoned orin 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.

‘Thor Nielsen/ 09/23/2011
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Doc code: IDS PTO/SB/08a (01-10)

a . . ; A df through 07/31/2012. OMB 0651-0031
Doc description: Information Disclosure Statement (IDS) Filed Coven OttenUeneU.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.

 

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Application Number 10518016

Filing Date 2005-07-06

 

 

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name ThorB. Nielsen 
   
Attorney Docket Number | PAC/20632 US(4137-04700) 

 

 

  
 

 

 

U.S.PATENTS Remove

. . . . Pages,Columns,Lines where
Examiner Cite Patent Number Kind Issue Date Name of Patentee or Applicant Relevant Passages or Relevant
Initial No Code" of cited Document .

Figures Appear

1

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

U.S.PATENT APPLICATION PUBLICATIONS Remove

Examiner] .. Publication Kind|Publication Name of Patentee or Applicant Pages,Columns, Lines where
rn Cite No . Relevant Passages or RelevantInitial Number Code Date of cited Document

Figures Appear
   
 

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

 

 

FCREIGN PATENT DOCUMENTS Remove

Name of Patentee or Pages,Columns,Lines
Examiner Cite|Foreign Document Country Kind|Publication Applicantofcited where Relevant Ts
Initial* No|Number? Code2 j Code+ Date PP Passages or Relevant

Document .
Figures Appear

1 LI   
 

If you wish to add additional Foreign Patent Documentcitation information please click the Add button§Add
 

NON-PATENT LITERATURE DOCUMENTS Remove
 

 
Examiner] Cite

Initials*|No

 

Include name of the author (in CAPITAL LETTERS),title of the article (when appropriate}, title of the item
(book, magazine, journal, serial, symposium, catalog, etc}, date, pages(s), volume-issue number(s), TS
publisher, city and/or country where published.

 
‘Thor Nielsen/ 09/14/2011
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Application Number 10518016
 

Filing Date 2005-07-06
INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

 
First Named Inventor|Amar Lulla

Art Unit | 1616
 

 
Examiner Name ThorB. Nielsen 
  
Attorney Docket Number | PAC/20632 US{4137-04700)
 

 

1 Applicant Responseto foreign communication EP Patent 1519731, August 11, 2011, 252 pages. [|

 

If you wish to add additional non-patentliterature documentcitation information please click the Add button Add

EXAMINER SIGNATURE

 Examiner Signature ‘Thor Nielsen/ Date Considered 09/14/2014

*EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. * Enteroffice that issued the document, by the two-letter code (WIPO
Standard ST.3). * For Japanese patent documents,the indication of the year of the reign of the Emperor must precede the serial numberof the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicantis to place a check mark hereif|
English language translation is attached.
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Application Number 10518016

Filing Date 2005-07-06

 

 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor|Amar Lulla

Art Unit | 1616
 

 

Examiner Name Thor B. Nielsen

Attorney Docket Number | PAC/20632 US{4137-04700)

   
 

 

 
CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to makethe appropriate selection(s}:

That each item of information contained in the information disclosure statement was first cited in any communication
|] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e}(1).

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

[-] anyindividual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

[] Acertification statementis not submitted herewith.
SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

Name/Print Registration Number 39,624

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 whichis 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. Timewill vary depending upon the individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMSTO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.

 
Thor Ni ;/Thor Nielsen/ 99/1 4/2014
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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 infermation 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 abandonmentof 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 te 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 te the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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, te whom the record pertains, when the individual has requested assistance from the
Memberwith 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 te 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. 352a(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 Intemational Bureau of the Werld 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 GSAas part of that agency's responsibility to
recommend improvements in records managementpractices 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 otherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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, subjectto the limitations of 37 CFR 1.14, as a routine use, to the public if the record wasfiled in
an application which became abandoned orin 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.

‘Thor Nieisen/ 99/14/2011
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Doc code: IDS , PTO/SB/08a (01-10)
se : : Approved for use through 07/31/2012. OMB 0851-0031

Doc description: Information Disclosure Statement {IDS) Filed U.S.Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Underthe Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB contro! number.

Application Number 10518016 

 
 
 

 

 
 
 

 
  

 
 
 

INFORMATION DISCLOSURE

STATEMENTBY APPLICANT
. Art Unit

{ Not for submission under 37 CFR 1.99)

Attorney Docket Number PAC/20632 US (4137-04700)

U.S.PATENTS Remove

Examiner} Cite Name of Patentee or Applicant Pages,Columns, Lines where
way Patent Number : Issue Date : Relevant Passages or RelevantInitial No of cited Document .

Figures Appear

5232919 1993-08-03 Scheffler, et al.

—_ —_

5658919 1997-08-19 Ratnaraj,et al.

7776315 2010-08-17 Pairet, et al.

5914122 7 1999-06-22 Otterbeck,etal.
6525228 2003-02-25 Chauvin,et al.

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

U.S.PATENT APPLICATION PUBLICATIONS Remove

of-_ —
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INFORMATION DISCLOSURE
STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99}

Examine

Initial* Cite No Number Code'l Date of cited Document Relevant Passages or Relevant
Figures Appear

1 20040204399 2004-10-14 Osbakken,etal.

2 20040235807 2004-11-25 Weinrich,etal.

Pages,Columns,Lines
Examiner| Cite|Foreign Document Kind|Publication Name of Patentee or|where Relevant

. Applicant of cited -

Publication Publication Nameof Patentee or Applicant Pages,Columns,Lines where

Initial* Number3 . Code‘ Date Passages or RelevantDocument
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If you wish to add additional Foreign Patent Documentcitation 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 item
(book, magazine, journal, serial, symposium,catalog, etc), date, pages(s), volume-issue number(s),
publisher, city and/or country where published.
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INFORMATION DISCLOSURE [First Named Inventor

STATEMENT BY APPLICANTTatunt—Sss=i‘idetwSSSs~“‘S*~*~*~*™*S*~*~*™
(Not for submission under 37 CFR 1.99)
 
  

 

Foreign communication from a related counterpart application - CA2,489,427, Examination Report, June 18, 2010, 3
pages. :

Foreign communication from a related counterpart application - CA2,489,427, Examination Report, March 24, 2011, 2
pages. .

Foreign communication from a related counterpart application - Examination Report, EP Application 03738280.1,
November 10, 2005, 4 pages.

Foreign communication from a related counterpart application - Examination Report, EP Application 03738280.1, July
18, 2007, 5 pages.

Foreign communication from a related counterpart application - Notice of Intent to Grant, EP Application 03738280.1,
October 23, 2008, 6 pages.

Foreign communication from a related counterpart application - AU2003244799, Examination Report, November20,
2007, 2 pages.

Foreign communication from a related counterpart application - KR 10-2004-7020819, Examination Report, August26,
2010, 8 pages. :

GENNARO, ALFONSOR.),ed., et al., Remington: The Science and Practice of Pharmacy, 2000, 20th edition, Vol. 1,
pgs. 785, 830, 831 plus cover page and publication page, Lippincott Williams & Wilkins..

GILBERT, PETER,et al., "Preservation of pharmaceutical products,” Encyclopedia of Pharmaceutical Technology,
2002, 2nd edition, Vol. 3, pg. 2278 plus cover page and publication page, Marcel Dekker,Inc.

Office Action (Final) dated February 18, 2011 (23 pages), Application Serial No. 12/508,388filed on July 23, 2009.

Office Action (Final) dated February 24, 2011 (20 pages), Application Serial No. 12/508,393 filed July 23, 2009.

e 09/28/2011
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INFORMATION DISCLOSURE
STATEMENTBY APPLICANT.

(Not for submission under 37 CFR 1.99)

  

REDDY, INDRA K., ed., Ocular Therapeutics and Drug Delivery: A Multi-Disciplinary Approach, 1996, pgs. 382-385
plus cover page and publication page, Technomic Publishing Company,Inc.

Foreign communication from a related counterpart application - Summonsto Attend Oral Proceedings, EP Application
03738280.1, February 8, 2011, 1 page. :

Foreign communication from a related counterpart application - Examination Report, RU 2005100781, April 23, 2007,
pages.

Foreign communication from a related counterpart application - Examination Report, RU 2005100781, May 23, 2008,3
pages. .

Pre-Grant Opposition, Indian Patent Application 2092/KOLNP/2007 dated June 8, 2007, 183 pages.

SPECTOR, SHELDON, "Ideal pharmacotherapyfor allergic rhinitis,” J Allergy Clin Immunol, Vol. 103, No. 3, Part 2,
pgs. S386-S387. 1999 :

7

MCNEELY, WENDY,et al., "Intranasal Azelastine A Review ofits Efficacy in the Managementof Allergic Rhinitis,”
Drugs, 1998, Vol. 56, No. 1, pgs. 91-114.

ABPI Data Sheet Compendium, 1995-96, cover page plus pgs. 38-39, Datapharm Publications Limited, London, Great
Britain.

AURORA, JACK, "Nasal Delivery; Developmentof Nasal Delivery Systems: A Review,” Drug Delivery Technology,
Vol. 2, No. 7, October 2002, 8 pages, http:/Avww.drugdeliverytech.com/ME2/Segments/Publications:
Article&id=9EB 19EB2F29F462089CE081473F5F3CA. :

BLOCK, JOHNH., et al., "Inorganic Medicinal and Pharmaceutical Chemistry," 1986, cover, publication, and preface
pagesplus page 100, Indian Edition, Varghese Publishing House, Bombay,India.

Cipla Sixty-Ninth Annual Report 2004-2005, cover pages, information page, plus pgs. 3, 5, and 44.
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INFORMATION DISCLOSURE

STATEMENTBY APPLICANT

( Not for submission under 37 CFR 1.99}

idw Duonase Data Sheet, "The Complete Rhinitis Contro!,” 6 pages, Cipla Limited, Mumbai, India. 2004

DROUIN, MICHELA.,et al., "Adding Loratadine to Topical Nasal Steroid Therapy Improves Moderately Severe
Seasonal Allergic Rhinoconjunctivitis,"° Advances in Therapy, Vol. 12, No. 6, November/December 1995, pgs. 340 -
349, Health CommunicationsInc. . ,

NS-

Foreign communication from a related counterpart application - Translation of Office Action, Israel Patent Application
165771, July 11, 2011, 3 pages.

NO an

wRoNoNO
HODGES, N.A.,et al., “Preservative Efficacy Tests in Formulated Nasal Products: Reproducibility and Factors
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Noa

Applicants response to foreign communication - KR10-2004-7020819, December 27, 2010, 18 pages.

Prescribing Information for Astepro®, November 2010, 20 pages, Meda Pharmaceuticals Inc., Somerset, NJ, US.

Prescribing Informationfor Rhinocort Aqua™, December 2010, 32 pages, AstraZeneca LP, Wilmington, DE, US.

oO Product Information, Nasonex®, August 2001, 22 pages, Schering Corporation, Kenilworth, NJ, US.

w _ Safety Data Sheet, SDS Number 110556, July 4, 2008, V14, Flonase Nasal Spray, 5 pages, GlaxoSmithKline.

Safety Data Sheet, SDS Number 110536, June 23, 2008, V13, Beconase Hayfever Allergy Spray, 5 pages,
GlaxoSmithKline.
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WISEMAN, LYNDAR.), et al., "Intranasal Fluticasone Propionate: A Reappraisalof its Pharmacology and Clinical
Efficacy in the Treatmentof Rhinitis," Drugs, 1997, Vol. 53, No. 5, pgs. 885-907, Adis Intemational! Limited.
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World Review 2001: The Pharmaceutical Market, Vol. 1 International, IMS Health, 2001, cover, preface, and copyright
pages plus pages 4-42 and 5-1 through 5-11, IMS A.G.

Opposition to EP 1518731, August 8, 2011, 19 pages.

BERGE, STEPHEN M., et al., "Pharmaceutical Salts,” Journal! of Pharmaceutical Sciences, Vol. 66, No. 1, January
1977, pgs. 1-19.

Product Specification Bulletin, Avicel® CL-611, Bulletin AVC611-SPEC-02/09.RS, 2 pages, FMC BioPolymer.
Feb. 2009

Avicel® RC/CL, Microcrystalline Cellulose And Carboxymethylcellulose Sodium, NF Dispersible Cellulose, BP,
Specifications and Analytical Methods, RC-16 Updated 10/95 (2/99), 6 pages, FMC BioPolymer.

BAENA-CAGNANI, CARLOSE., "Safety and Tolerability of Treatments for Allergic Rhinitis jin Children,” Drug Safety2004, Vol. 27, No. 12, pgs. 883-898, ADIS Data Information BV.

GALANT, STANLEYP.,et al., "Clinical Prescribing of Allergic Rhinitis Medication in the Preschool and Young School-
Age Child, What are the Options?,” BioDrugs2001, Vol 15, No. 7, pgs. 453-463, ADIS Intemational Ltd.

WANG, DE-YUN, "Treatmentof Allergic Rhinitis: H1-Antihistamines and Intranasal Steroids," Current Drug Targets -
Inflammation & Allergy, 2002, Vol 1, pgs. 215-220, Bentham Science Publishers Ltd. :

MELTZER,ELI O., "Allergic rhinitis: Managing the pediatric spectrum,” Allergy and Asthma Proceedings, January-
February 2006, Vol. 27, No. 1, pgs. 2-8, Oceanside Publications, Inc., USA.

RATNER, PAULH., et al., "Combination therapy with azelastine hydrochloride nasal spray and fluticasone propionate
nasal spray in the treatmentof patients with seasonal allergic rhinitis,” Annals of Allergy, Asthma & Immunology,

January 2008, Vol. 100, Cover page, publishing page, pgs. 74-81.
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Loratadine, Alone and in Combination,for the Treatment of SeasonalAllergic Rhinitis," The Journal of Family Practice,
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August 1998, Vol. 47, No 2, pgs. 118-125, Appleton & Lange.

Randomized, Controlled Trials,” Am. J. Respir Med. 2003, Vol. 2, No 1, Cover page, publishing page, pgs. 55-65.,
NIELSEN, LARSP., "Comparison of Intranasal Corticosteroids and Antihistaminesin Allergic Rhinitis, A Review of
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NIELSEN, LARS Peter,et al., “Intranasal Corticosteroids for Allergic Rhinitis, Superior Relief?,” Drugs 2001, Vol. 61,
‘No. 11, pgs. 1563-1579, ADIS Intemational Ltd. .

rhinitis," Clin. Exp. Allergy, 2004, Vol. 34, pgs. 259-267, Blackwell Publishing Ltd.

AKERLUND, ANDERS,et al., "Clinical trial design, nasal allergen challenge models, and considerations of relevance
to pediatrics, nasal polyposis, and different classes of medication,” J. Allergy Clin. Immunol., March 2005, Vol. 115,
No. 3, pgs. S460-S482.

HOWARTH,P. H., "A comparison of the anti-inflammatory properties of intranasal corticosteroids and antihistaminesin
allergic rhinitis,” Allergy 2000, Vol. 62, pgs. 6-11, Munksgaard 2000.

DI LORENZO,G., et al., "Randomized Placebo-controlled Trial Comparing fluticasone aqueous nasal spray in mono-
therapy, fluticasone plus cetirizine, fluticasone plus montelukast and cetirizine plus montelukast for seasonalallergic

| If you wishto add additional non-patentliterature documentcitation information please click the Add button Add
EXAMINER SIGNATURE

“EXAMINER:Initial if reference considered, whetheror notcitation 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. 2 Enteroffice that issued the document, bythe two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents,the indication of the yearof the reign of the Emperor must precede the serial numberofthe patent document.
4 Kind of document by the appropriate symbolsas indicated on the document under WiPO Standard ST.16 if possible. 5 Applicantis to place a check mark hereif
English language translation is attached.
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INFORMATIONDISCLOSURE

Ttforsubmissionunder37 CFR199)

ThorB. Nielsen

PAC/20632 US (4137-04700)

( Not for submission under 37 CFR 1.99)

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate selection(s):

That each item of information contained in the information disclosure statement wasfirst cited in any communication
[[] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months priorto the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2). ,

See attached certification statement.

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.

/RodneyB. Carroll’ Date (YYYY-MM-DD) 2011-08-16

Name/Print RodneyB. Carroll Registration Number 39,624

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 whichis to file (and by the USPTOto process) an application. Confidentiality is govemed 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. Timewill vary depending uponthe individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissionerfor Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.

 
[Thor Nielsen/ 09/28/2011

EFS Web 2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./

CIPLA LTD. EXHIBIT 2001 PAGE 235



CIPLA LTD. EXHIBIT 2001 PAGE 236

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) fumishing 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 abandonmentof 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 ofInformation 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
Departmentof Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

Arecord from this system of records maybe disclosed, as a routine use, in the course of presenting evidence toa
court, magistrate, or administrative tribunal, including disclosures to opposing counselin the course ofsettlement
negotiations. ,

Arecord in this system of records may be disclosed, as a routine use, to a Memberof Congress submitting a
requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith respect to the subject matter of the record.

Arecord 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 Intemational Application filed under the Patent Cooperation Treaty in this system of records
maybe disclosed, as a routine use, to the Intemational Bureau of the World Intellectual Property Organization, pursuant
to the Patent Cooperation Treaty.

Arecord in this system of records maybe disclosed, as a routine use, to another federal agency for purposesof
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 GSAaspart of that agency's responsibility to
recommend improvements in records managementpractices 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 anyotherrelevant (i.e., GSA or Commerce)directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 pursuantto 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 wasfiled in
an application which became abandoned orin 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.

Arecord from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency,if the USPTO becomesawareofa violation or potential violation of law or regulation.
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- Doc code: IDS PTO/SB/08a (01-10)ave on. . ed forusethrough 07/31/2012. OMB 06
Doc description: Information Disclosure Statement (IDS) Filed USS.Patent and qapproves OrfceUSDEPARTMENT po COMMERCE

Underthe Paperwork Reduction Act of 1995, no personsare required to respond to a collection of information unless it contains a valid OMB control number.

Application Number 10518016

Filing Date 2005-07-06
INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

Attorney Docket Number PAC/20632 US (4137-04700)

( Not for submission under 37 CFR 1.99) 
U.S.PATENTS Remove

. . . . Pages,Columns,Lines where
Examine Cite Patent Number Kind Issue Date Name of Patenteeor Applicant Relevant Passages or RelevantInitial No Code’ of cited Document —_
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If you wish to add additional U.S. Patent citation information please click the Add button.

U.S.PATENT APPLICATION PUBLICATIONS Remove

Publication Publication Nameof Patentee or Applicant Pages.Columns, Lines where
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e'l Date of cited Document Relevant Passagesor Relevant
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If you wish to add additional U.S. Published Applicationcitation information pleaseclick the Add button. Add

* FOREIGN PATENT DOCUMENTS

Nameof Patentee or Pages,Columns,Lines
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No
Examine
Initials” (book, magazine, joumal, serial, symposium,catalog, etc), date, pages(s), volume-issue number(s),

publisher, city and/or country where published.

 
[ThorNielsen/ : 09/28/2011

EFS Web 2.1.17 ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /T.N./

CIPLA LTD. EXHIBIT 2001 PAGE 237



CIPLA LTD. EXHIBIT 2001 PAGE 238

 

 
 
 
 

 

 
 
 

 
 
 

auSSOSCSC~SCS

 

 
 

 
 

INFORMATION DISCLOSURE
STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

 
 

 

 

SALIB RAMI JEAN,et al., "Safety and Tolerability Profiles of Intranasal Antihistamines and Intranasal Corticosteroids
in the TreatmentofAllergic Rhinitis," Drug Safety 2003, Vol. 26, No. 12, Cover page, publication page, pgs. 863-893,
ADIS Data Information BV. ‘

SIMPSON, RICHARDJ., "Budesonide and terfenadine, separately and in combination, in the treatmentof hayfever,"
Annals of Allergy, December, 1994, Vol. 73, Cover page, publication page, pgs. 497-502.

JUNIPER,E F.,et al., "Comparison of beclomethasone dipropionate aqueous nasal spray, astemizone, and the
combination in the prophylactic treatment of ragweed pollen-induced rhinoconjunctivitis,” Journal of Allergy and Clinical
Immunology, March 1989, Vol 83, No. 3, Cover page, Publications page, pgs. 627-633, American AcademyofAllergy
and Immunology, C.V. Mosby Co.

BARNES,M.L., et al., "Effects of levocetirizine as add-on therapyto fluticasone in seasonalallergic rhinitis,” Clinical
and Experimental Allergy, January 27, 2006, Vol. 36, pgs. 676-684, Blackwell Publishing Ltd.

Applicants response to foreign communication - EP 03738280.1 (EP Patent 1519731), September 6, 2010, 15 pages.

File history of Australian Patent Application No. AU2003244799, 38 pages.

File history of Brazilian Patent Application No. Pl 0312128-3, 27 pages. April 2 011

File history of Canacian Patent Application No. 2,489,427, 19 pages. December 2010

\

File history of Korean Patent Application No. 10-2004-7020819, 89 pages.

File history of Mexican Patent Application No. PA/a/2004/01266 (now Patent No. 265349), 86 pages.

File history of Polish Patent Application No. P-373001, 95 pages. ‘May 2011
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STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

a
If you wish to add additional non-patentliterature documentcitation information please click theAdd button Add

EXAMINER SIGNATURE

*EXAMINER:Initial if reference considered, whetheror notcitation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copyof this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enteroffice that issued the document, bythe two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents,the indication of the year of the reign of the Emperor must precedethe serial numberof the patent document.
4 Kind of documentby the appropriate symbolsas indicated on the document under WIPO Standard ST.16 if possible. ° Applicantis to place a check mark hereif
English languagetranslation is attached.
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INFORMATION DISCLOSURE
STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to makethe appropriate selection(s):

That each item of information contained in the information disclosure statement wasfirst cited in any communication
[-] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e)(1).

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three monthsprior to thefiling of the information disclosure
statement. See 37 CFR 1.97(e)(2).

Seeattached certification statement.

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[RodneyCano————————=*iDate (YYWY-MNFOD)
Name/Print Registration Number 39,624

‘Thor Nielsen/ 09/28/2011

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 whichistofile (and by the USPTOto process) an application. Confidentiality is govemed 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. Timewill vary depending uponthe individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sentto 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 FORMSTO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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, Privacy Act Statement

The Privacy Actof 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) fumishing 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 abandonmentof the application or expiration of the patent.

The information provided by youin 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
Departmentof Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

Arecord from this system of records maybe disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribuna!, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records maybe disclosed, as a routine use, to a Memberof Congress submitting a
requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith 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 needfor
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,pursuantto 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
maybedisclosed, as a routine use, to the Intemational Bureau of the World Intellectual Property Organization, pursuant
to the Patent Cooperation Treaty.

A record in this system of records may bedisclosed, as a routine use, to another federal agency for purposesof
National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy. Act (42 U.S.C. 218(c)).

Arecord from this system of records maybe disclosed, as a routine use, to the Administrator, General Services, or
his/her designee, during an inspection of records conducted by GSAaspart of that agency's responsibility to
recommend improvements in records managementpractices and programs, underauthority of 44 U.S.C. 2904 and
2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records forthis
purpose, and anyotherrelevant(i.e., GSA or Commerce)directive. Such disclosure shall not be used to make
determinations aboutindividuals.

Arecord from this system of records maybe 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
maybedisclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record wasfiled in
an application which became abandoned orin 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.

Arecord from this system of records may be disclosed,as a routine use, to a Federal, State, or local law
enforcement agency,if the USPTO becomesawareofa violation or potential violation of law or regulation.

‘Thor Nielsen/ , 09/28/2011
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( Not for submission under 37 CFR 1.99)

Applicant Responseto foreign communication EP Patent 1519731, August 11, 2011, 252 pages.

If you wish to add additional non-patentliterature documentcitation information pleaseclick the Add button Add
EXAMINER SIGNATURE

*EXAMINER: Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Draw line through a
citation if not in conformance and not considered. Include copyof this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enteroffice that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the yearof the reign of the Emperor must precede the serial numberof the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. > Applicantis to place a check mark hereiff
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CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to makethe appropriate selection(s):

That each item of information contained in the information disclosure statement wasfirst cited in any communication
[[] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e)(1).x

That no item of information contained in the information disclosure statement was cited in a communication from a
foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
any individual designated in 37 CFR 1.56(c) more than three months priorto the filing.of the information disclosure
statement. See 37 CFR 1.97(e)(2).

See attached certification statement.

The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

[Signature|/RodneyB. Carroll/ Date (YYYY-MM-DD)|2011-08-22
Name/Print Rodney B. Carroll Registration Number 39,624

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 whichis to file (and by the USPTOto 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 uponthe individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sentto 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 FORMSTO THIS ADDRESS. SEND TO: Commissionerfor Patents, P.O. Box 1450, Alexandria
VA 22313-1450.

 

Thor Nielsen/ 09/28/2011
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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 TrademarkOfficeis 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 abandonmentof 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
Departmentof Justice to determine whether the Freedom ofInformation Act requires disclosure of these record s.

 
2. A record from this system of records may be disclosed, as a routine use,in the course of presenting evidence toa

court, magistrate, or administrative tnbunal, 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 Memberof Congress submitting a

requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith 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 needfor
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
maybe disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant
to the Patent Cooperation Treaty.

6. Arecordin this system of records may be disclosed, as a routine use, to another federal agency for purposesof
National Security review (35 U.S.C. 181) and for review pursuant to the Atomic EnergyAct (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 GSAaspart of that agency's responsibility to
recommend improvements in records mariagementpractices 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 recordsforthis
purpose, and anyotherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 bedisclosed, subjectto the limitations of 37 CFR 1.14, as a routine use, to the public if the record wasfiled in
an application which became abandoned orin 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 awareofa violation or potential violation of law or regulation.
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Doc description: Information Disclosure Statement (IDS) Filed U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Underthe Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unlessit contains a valid OMB control number.
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Application Number 10518016

Filing Date 2005-07-06 

INFORMATION DISCLOSURE First Named Inventor|Amar Lulla

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Attorney Docket Number PAC/20632 US{4137-04700)

 
 

 

1 Applicant Response to foreign communication EP Patent 1519731, August 11, 2011, 252 pages. [|

 

If you wish to add additional non-patentliterature documentcitation 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.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP $01.04. 2 Enteroffice 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 precece the serial numberof the patent document.
4 Kind of documentby the appropriate symbcls as indicated on the document under WIPO Standard ST.16 if possible. ° Applicant is to place a check markhereif
English language translation is attached.
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Application Number 10518016

Filing Date 2005-07-06 
INFORMATION DISCLOSURE First Named Inventor|AmarLulla

STATEMENT BY APPLICANT (-ssi 1616
( Not for submission under 37 CFR 1.99)

Examiner Name Thor B. Nielsen

Attorney Docket Number PAC/20632 US{4137-04700)

 
 

 

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate selection(s):

That each item of information contained in the information disclosure statement wasfirst cited in any communication
[_] from a foreign patent office in a counterpart foreign application not more than three monthspriorto thefiling of the

information disclosure statement. See 37 CFR 1.97(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

[] anyindividual designated in 37 CFR 1.56(c) more than three months prior to thefiling of the information disclosure
statement. See 37 CFR 1.97(e}(2).

[_] See attached certification statement.

[X] The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

|] Acertification statementis not submitted herewith.
 

SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the
form of the signature.

 /Rodney B. Carroll/ Date (YYYY-MM-DD)|2011-08-22

Name/Print RodneyB.Carroll Registration Number 39,624 

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 whichis 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 uponthe individual case. Any comments on the amountof time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissionerfor Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited
is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonmentof 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
Departmentof 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
requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith 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 managementpractices 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 anyotherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 wasfiled in
an application which became abandoned orin 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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oo. 753941
Information Disclosure Statement(IDS)

Form (SB08) 082211_IDS.pdf 375cOd 1dcbec6f803bb37f7fa2a8 15 df8870}
def

AUS. Patent NumberCitation or a U.S. Publication Number Citation is required in the Information Disclosure Statement(IDS) form for
autoloading of data into USPTO systems. You may remove the form to add the required data in order to correct the Informational Messageif
you areciting U.S. References.If you chose notto include U.S. References, the image of the form will be processed and be made available
within the Image File Wrapper (IFW) system. However, no data will be extracted from this form. Any additional data such as Foreign Patent
Documents or Non PatentLiterature will be manually reviewed and keyed into USPTO systems.

. 18321905
081111_Applicant_Response_’Non Patent Literature

o_Oral_Summons.pdf 47889534c3e7ee73668aef2c61073be819
55611

The page size in the PDF is too large. The pages should be 8.5 x 11 or A4.If this PDF is submitted, the pageswill be resized upon entry into the
Image File Wrapper and mayaffect subsequent processing

Information: 

Fee Worksheet (SB06) fee-info.pdf ¢735f976cce874ad864a49bbe5 d4b42dbbal
0f73¢

This AcknowledgementReceipt 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
If a new application is being filed and the application includes the necessary componentsfora 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 shownonthis
AcknowledgementReceiptwill establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371
If a timely submission to enter the nationalstage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office
If a new international application is being filed and the international application includes the necessary componentsfor
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and ofthe InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this AcknowledgementReceiptwill establish the international filing date of
the application.
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Atty. Docket: PAC/20632 US (4137-04700) Patent

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

 

 

 

Applicants:|Amar Lulla,ef al. §
§ Group Art Unit: 1616

Serial No.: 10/518,016 §
§ Examiner: Thor B. Nielsen

Filed: July 6, 2005 §
§ Confirmation No.: 4912

For:|COMBINATION OF AZELASTINE AND §
STEROIDS §

§

CERTIFICATE OF EFS-WEBFILING

Mail Stop: Amendment I hereby certify that this correspondence is being
Commissioner for Patents electronically filed at the USPTO website to: Mail Stop
PO Box 1450 Amendment, Commissioner for Patents, P.O. Box 1450,

Alexandria, VA 22313-1450 “Flt peepiy 8
Edith Shek

AMENDMENTSAND RESPONSE TO

OFFICE ACTION DATED FEBRUARY16, 2011

DearSir:

In response to the Office Action dated February 16, 2011, Applicants respectfully request

reconsideration of the above-identified application as follows.

Amendmentto the Specification begins on page 2 of this paper

Amendments to the Claimsare reflected in the listing of claims, which begins on page 4

of this paper.

Remarks/Argumentsbegin on page 15 ofthis paper.

Supplemental IDSis submitted herewith.

113683 v3/4137.04700 -l-
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Atty. Docket: PAC/20632 US (4137-04700) Patent

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

 

 

 

Applicants:|Amar Lulla,ef al. §
§ Group Art Unit: 1616

Serial No.: 10/518,016 §
§ Examiner: Thor B. Nielsen

Filed: July 6, 2005 §
§ Confirmation No.: 4912

For:|COMBINATION OF AZELASTINE AND §
STEROIDS §

§

CERTIFICATE OF EFS-WEBFILING

Mail Stop: Amendment I hereby certify that this correspondence is being
Commissioner for Patents electronically filed at the USPTO website to: Mail Stop
PO Box 1450 Amendment, Commissioner for Patents, P.O. Box 1450,

Alexandria, VA 22313-1450 “Flt peepiy 8
Edith Shek

AMENDMENTSAND RESPONSE TO

OFFICE ACTION DATED FEBRUARY16, 2011

DearSir:

In response to the Office Action dated February 16, 2011, Applicants respectfully request

reconsideration of the above-identified application as follows.

Amendmentto the Specification begins on page 2 of this paper

Amendments to the Claimsare reflected in the listing of claims, which begins on page 4

of this paper.

Remarks/Argumentsbegin on page 15 ofthis paper.

Supplemental IDSis submitted herewith.
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Atty. Docket: PAC/20632 US (4137-04700) Patent

AMENDMENTSTO THE SPECIFICATION

(1) Please replace paragraph [0007] of the US Patent Application Publication No. US

2006/0025391 A1in its entirety with the following paragraph:

[0007] In one aspect the invention provides a pharmaceutical formulation comprising

azelastine or a pharmaceutically acceptable salt, solvate or physiologically functional derivative

thereof and a steroid, preferably a corticosteroid, or a pharmaceutically acceptable salt, solvate or

physiologically functional derivative thereof the formulation preferably being in a form suitable for

administration nasally or ocularly. In an embodiment, the formulation contains the steroid in an 

amount from about 50 micrograms/ml to about5mg/mlofthe formulation. In an embodiment,the

formulation contains a suspension containing 0.0005% to 2% (weight/weightof the formulation)of

azelastine or a pharmaceutically acceptable salt of azelastine, and from 0.0357% (weight/weight of

the formulation), alternatively from 0.5%, to 1.5% (weight/weight of the formulation) of said

steroid. In an embodiment, the formulation contains a suspension containing from 0.001% to 1% 

(weight/weight of the formulation) azelastine, or salt thereof, and from 0.0357% (weight/weight of

the formulation), alternatively from 0.5%, to 1.5% (weight/weight of the formulation) steroid.

(2) Please replace paragraph [0023] of the US Patent Application Publication No. US

2006/0025391 A1in its entirety with the following paragraph:

[0023] In the event of the use of Avicel RC 591 or [[CL11]]CL 611, microcrystalline

cellulose_and carboxymethyl cellulose sodium commercially available from FMC BioPolymer,

0.65-3.0% by weight of the formulation, for example, is used for the purpose.

113683 v3/4137.04700 -2-
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Atty. Docket: PAC/20632 US (4137-04700) Patent

(3) Please replace paragraph [0036] of the US Patent Application Publication No. US

2006/0025391 A1inits entirety with the following paragraph:

[0036] A pharmaceutical aerosol formulation according to the present invention may

further comprise one or more surfactants. Such surfactants can be included to stabilise the

formulations and for lubrication of a valve system. Someof the most commonly used surfactants in

aerosol formulations are oils derived from natural sources, such as corn oil, olive oil, cottonseedoil

and sunflowerseed oil, and also phospholipids. Suitable surfactants can includelecithin, oleic acid

or sorbitan oleate. In an embodiment, the formulation contains from about 50 microgramsto about

1 milligram of surfactant per ml of the formulation.

113683 v3/4137.04700 -3-
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Atty. Docket: PAC/20632 US (4137-04700) Patent

AMENDMENTSTO THE CLAIMS

Listing ofclaims:

1. (Currently Amended) A pharmaceutical formulation which-cemprisescomprising:

azelastine, or a pharmaceutically acceptable salt, solvate or physiologically functional

derivative thereof, and

fluticasene-or-a pharmaceutically acceptable ester thereefof fluticasone,

wherein said pharmaceutical formulation is in a dosage form suitable for nasal

 

2. (Currently Amended) [[A]]The pharmaceutical formulation aecerding—to—ofclaim 1,

wherein said pharmaceutically acceptablesalt of azelastine is present-as-azelastine hydrochloride.

3. (Canceled)

4. (Currently Amended) [[A]]The_ pharmaceutical formulation aecerding—te—ofclaim 1,

wherein [[the ]]said pharmaceutically acceptable ester of fluticasone is fluticasone propionate or

fluticasone valerate.

5. (Canceled)

6. (Currently Amended) [[A]]The pharmaceutical formulation aecerding—to—ofclaim 1,

wherein [[the ]]said formulationhasa particle size of less than 10 um.

113683 v3/4137.04700 -4.
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Atty. Docket: PAC/20632 US (4137-04700) Patent

7. (Currently Amended) [[A]]The pharmaceutical formulation aceording+te-ofclaim 1 ,-which

 
 

pharmaceutically—acceptable—salt—of-azelastine—and_from—0.5 te—1.5% tweight/weight-of_the

wherein said formulation

is an aqueous suspension comprising from 0.0005% (weight/weight) to 2% (weight/weight) of said

azelastine, or said pharmaceutically acceptable salt, solvate or physiologically functional derivative

thereof, and from 0.0357% (weight/weight) to 1.5% (weight/weight) of said_pharmaceutically

 

acceptable ester of fluticasone.

8. (Currently Amended) [[A]]The pharmaceutical formulation according to claim 7, which

contains-comprising from 0.001% (weight/weight) to 1% (weight/weight-efthefermulaties) of

said _azelastine, or said pharmaceutically acceptable salt, solvate or physiologically functional

derivative thereof, and from [[0.5]]0.0357%_(weight/weight) to 1.5% (weight/weight-ef+the

formulation) fluticasone-or-aof said pharmaceutically acceptable ester thereefof fluticasone.

9. (Canceled)

10. (Currently Amended) [[A]]The pharmaceutical formulation-aceording-te-claim-9 of claim

14, wherein [[the ]]said surfactant comprises a polysorbate, [[or ]]poloxamer—surfaetant_or

combinations thereof.

11-12. (Canceled)

113683 v3/4137.04700 -5-
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Atty. Docket: PAC/20632 US (4137-04700) Patent

13. (Currently Amended) [[A]]The pharmaceutical formulation-accerdingte-claim—t2 of claim

14, wherein [[the ]]said isotonic agent comprises sodium chloride, saccharose, glucose, glycerine,

sorbitol, [[or ]]1,2-propylene glycol_or combinationsthereof.

14. (Currently Amended) [[A]]The pharmaceutical formulation accordingte-ofclaim 1, whieh

alse—centains—further comprising at least one additive selected from the group consisting of a

buffer, a preservative, a suspending agent, [[and ]]a thickening agent,_a_ surfactant, an isotonic 

agent and combinationsthereof.

15. (Currently Amended) [[A]]The pharmaceutical formulation aeeerding—+te—of_claim 14,

wherein said preservative is-seleeted—fent-comprises edetic acid [[and ]]orits alkali salts, lower

alkyl p-hydroxybenzoates, chlorhexidine, phenyl mercury borate, or benzoic acid or a salt_thereof,

a quaternary ammonium compound,[[or ]]sorbic acid or a salt thereof, or combinations thereof.

16. (Currently Amended ) [[A]]The pharmaceutical formulation aeeerding—te—ofclaim 14,

wherein [[the ]]saidsuspending agentorsaidthickening agent is-seleeted-f-ons-comprisescellulose

derivatives, gelatin, polyvinylpyrrolidone, tragacanth, ethoxose (water soluble binding and

thickening agents on the basis of ethyl cellulose), alginic acid, polyvinyl alcohol, polyacrylic acid,

[[or ]]pectin, or combinations thereof. 

17-18. (Canceled)

113683 v3/4137.04700 -6-
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Atty. Docket: PAC/20632 US (4137-04700) Patent

19. (Currently Amended) [[A]]The pharmaceutical formulation aceerdingte-ofclaim 1, which

is an aqueous suspension-or-sehitien.

20. (Currently Amended) [[A]]The pharmaceutical formulation aecerding+e-ofclaim 1, whieh

 
suitable for nasal administration comprises nasal drops or a nasal spray.

21. (Currently Amended) [[A]]The pharmaceutical formulationaccording+e-elaim20of claim

1, whichis-in-theform-ef-wherein said dosage form suitable for nasal administration comprises

nasal drops-er-nasal-spray.

22. (Currently Amended) [[A]|The pharmaceutical formulation aceerdingte-claim200f claim

1, which-is-_in-the-form-ofan-aerosel wherein said dosage form suitable for nasal administration

comprises a nasal spray.

23-29. (Canceled)

30. (Currently Amended) [[A]]The pharmaceutical produet—eomprising—the—formulation

accordingto-ofclaim 1, wherein @-azelastineor-e-pharmaceutically_acceptablesaltthereof_and

4 fluti ' ieally-acceptabl Casa bined . sth said
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azelastine-feruse-said formulation is used in the treatment of conditions for which administration

of one or more anti-histamine and/or one or moresteroid is indicated.

31-34. (Canceled)

35. (Currently Amended) [[A]]Thepharmaceutical_preduet—comprising—the—pharmaceutical

formulation of claim 1, wherein said pharmaceutically acceptable salt of azelastine is azelastine

hydrochloride and said pharmaceutically acceptable ester of fluticasone is fluticasone propionate,

use—and wherein said 

formulation is used in the treatment of conditions for which administration of one or more anti-

histamine and/or one or moresteroid is indicated.

36. (Currently Amended) [[A]]The pharmaceutical formulation aecerding—to—ofclaim 1,

wherein said pharmaceutically acceptable salt of azelastine is azelastine hydrochloride and said

pharmaceutically acceptable ester of fluticasone is fluticasone propionate, tegether—with—and

wherein said formulation further comprises_a pharmaceutically acceptable carrier or excipient

therefor.

37. (Currently Amended) [[A]]The pharmaceutical_product—comprisingthe—pharmaceutical

formulation of claim 1, wherein said pharmaceutically acceptable salt of azelastine is azelastine

hydrochloride and said pharmaceutically acceptable ester of fluticasone is fluticasone valerate, as-a

use-and wherein said formulation is 
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used in the treatment of conditions for which administration of one or more anti-histamine and/or

one or moresteroid is indicated.

38. (Currently Amended) [[A]]The pharmaceutical formulation aceording—to—ofclaim 1,

wherein said pharmaceutically acceptable salt of azelastine is azelastine hydrochloride and said

pharmaceutically acceptable ester of fluticasone is fluticasone valerate, tegether-with-and wherein

said formulation further comprises a pharmaceutically acceptable carrier or excipient therefor.

39-44, (Canceled)

45. (Currently Amended) A process ofpreparing a pharmaceutical formulation accerding-+te-of

claim 1, which process comprises admixing a pharmaceutically acceptable carrier or excipient with

azelastine, or a pharmaceutically acceptable salt, solvate or physiologically functional derivative

thereof, and fluticasene-or-a pharmaceutically acceptable ester thereofoffluticasone.

46-52. (Canceled)

53. (Currently Amended) [[A]|The pharmaceutical formulation accerding—to—ofclaim 1,

wherein [[the ]]said pharmaceutically acceptableester of fluticasoneis fluticasone propionate.

54. (Currently Amended) [[A]]The pharmaceutical formulation aceerding—te—ofclaim 1,

wherein [[the ]]said pharmaceutically acceptable ester of fluticasoneis fluticasone valerate.

113683 v3/4137.04700 -9-
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55. (Currently Amended) A pharmaceutical preduet-formulation comprising [[(i) ]]

azelastine hydrochloride; and,

fluticasone propionate,

wherein said formulation is in the dosage form of era—pharmaceuticallsacceptable-salt,

 a nasal spray, and Gd

 

preparationfor-simultaneous,separate-or-sequentialuse-wherein said formulation is used_in the

treatment of conditions for which administration of one or more anti-histamine and/or one or more

steroid is indicated.

56. (Currently Amended) A nasal spray formulation comprising (i) azelastine, or a

pharmaceutically acceptable salt, solvate or physiologically functional derivative thereof, [[and]]

(ii) fhaticasone-or-a pharmaceutically acceptable ester thereefof fluticasone, tegether-with-and (iii)

a pharmaceutically acceptable carrier or excipient therefor.

57. (New) The pharmaceutical formulation of claim 8, comprising 0.1% (weight/weight) of

azelastine hydrochloride, and from 0.0357% to 1.5% (weight/weight) of fluticasone propionate.

58. (New) The pharmaceutical formulation of claim 8, comprising 0.1% (weight/weight) of

azelastine hydrochloride, and from 0.0357% to 1.5% (weight/weight) of fluticasonevalerate.

59. (New) The pharmaceutical formulation of claim 8, wherein said dosage form suitable for

nasal administration comprises a nasal spray.
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60.|(New) The pharmaceutical formulation of claim 57, wherein said dosage form suitable for

nasal administration comprises a nasal spray.

61. (New) The pharmaceutical formulation of claim 58, wherein said dosage form suitable for

nasal administration comprises a nasal spray.

62. (New) The pharmaceutical formulation of claim 59, wherein said pharmaceutically

acceptable salt of azelastine is azelastine hydrochloride and wherein said pharmaceutically

acceptableesterof fluticasone is fluticasone propionate.

63. (New) The pharmaceutical formulation of claim 59, wherein said pharmaceutically

acceptable salt of azelastine is azelastine hydrochloride and wherein said pharmaceutically

acceptable ester of fluticasoneis fluticasone valerate.

64. (New) The pharmaceutical formulation of claim 60, wherein said pharmaceutically

acceptable salt of azelastine is azelastine hydrochloride and wherein said pharmaceutically

acceptable ester of fluticasone is fluticasone propionate.

65. (New) The pharmaceutical formulation of claim 61, wherein said pharmaceutically

acceptable salt of azelastine is azelastine hydrochloride and wherein said pharmaceutically

acceptable ester of fluticasone is fluticasone valerate.
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66. (New) The pharmaceutical formulation of claim 7, wherein said pharmaceutically

acceptablesalt of azelastine is azelastine hydrochloride.

67. (New) The pharmaceutical formulation of claim 8, wherein said pharmaceutically

acceptable salt of azelastine is azelastine hydrochloride.

68. (New) The pharmaceutical formulation of claim 59, wherein said pharmaceutically

acceptable salt of azelastine is azelastine hydrochloride.

69. (New) The pharmaceutical formulation of claim 10, wherein said surfactant comprises a

polysorbate.

70. (New) The pharmaceutical formulation of claim 13, wherein said isotonic agent comprises

glycerine.

71. (New) The pharmaceutical formulation of claim 15, wherein said preservative comprises

edetate disodium and benzalkonium chloride.

72. (New) The pharmaceutical formulation of claim 16, wherein said suspending agent or said

thickening agent comprises cellulose derivatives.
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73. (New) The pharmaceutical formulation of claim 1, further comprising edetate disodium,

glycerine, a thickening agent comprising microcrystalline cellulose and sodium carboxy methyl

cellulose, polysorbate 80, benzalkonium chloride, phenyl ethyl alcohol, and purified water.

74. (New) The pharmaceutical formulation of claim 55, further comprising edetate disodium,

glycerine, a thickening agent comprising microcrystalline cellulose and sodium carboxy methyl

cellulose, polysorbate 80, benzalkonium chloride, phenyl ethyl alcohol, and purified water.

75. (New) The pharmaceutical formulation of claim 56, further comprising edetate disodium,

glycerine, a thickening agent comprising microcrystalline cellulose and sodium carboxy methyl

cellulose, polysorbate 80, benzalkonium chloride, pheny! ethyl alcohol, and purified water.

76. (New) The pharmaceutical formulation of claim 1, wherein said formulation comprises a

pH from 3 to 7.

77. (New) The pharmaceutical formulation of claim 1, wherein said formulation comprises a

pH from 4.5 to 6.5.

78. (New) A pharmaceutical formulation comprising from 0.001% (weight/weight) to 1%

(weight/weight) of azelastine hydrochloride, and from 0.0357% (weight/weight) to 1.5%

(weight/weight) of fluticasone propionate, wherein said pharmaceutical formulation is an aqueous

suspension suitable for nasal administration.
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79.|(New) A pharmaceutical formulation comprising 1% (weight/weight) of azelastine

hydrochloride, and from 0.0357% (weight/weight) to 1.5% (weight/weight) of fluticasone

propionate, wherein said pharmaceutical formulation is an aqueous suspension suitable for nasal

administration.
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REMARKS/ARGUMENTS

Status ofClaims

Claims 1-2, 4, 6-8, 10, 13-16, 19-22, 30, 35-38, 45, and 53-56 have been amended.

Claims3, 5, 9, 11-12, 17-18, 23-29, 31-34, 39-44, and 46-52 have been canceled.

Claims 57-79 are new.

Thus, claims 1-2, 4, 6-8, 10, 13-16, 19-22, 30, 35-38, 45, and 53-79 are currently pending

in this application.

Applicants hereby request further examination and reconsideration of the presently

amendedapplication.

Amendments to Specification

Applicants have amended paragraph [0007] of the US Patent Application Publication No.

US 2006/002539 Al. Support for the amendment is found in claims 5, 7 and 8 of the priority

International Application No. PCT/GB2003/02557 (International Publication No. WO

2003/105856). Also, support for the “0.0357” endpoint is provided in Examples 3 and 4 ofthe

specification.

Applicants have amended paragraph [0023] of the US Patent Application Publication No.

US 2006/002539 A1 to correct an obvious typographical error in the designation of Avicel CL

611 and to provide a generic description of the trademarked product. Support for the amendment

is provided in Example 7 of the specification and in the manufacturer’s product sheets for Avicel

RC 591 and CL 611 provided herewith as Exhibits I, II, and ITI.

Applicants have amended paragraph [0036] of the US Patent Application Publication No.

US 2006/002539 Al. Support for the amendment is found in claim 11 of the priority
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CIPLA LTD. EXHIBIT 2001 PAGE 269



CIPLA LTD. EXHIBIT 2001 PAGE 270

Atty. Docket: PAC/20632 US (4137-04700) Patent

International Application No. PCT/GB2003/02557 (International Publication No. WO

2003/105856).

Applicants respectfully submit each of the above amendments is supported by the

application as originally filed and that no new matter is introduced by way of these amendments.

Amendments to the Claims

The pending dependent claims have been amended to correspond in scope and

terminology to the substantive amendments to independent claims 1, 55, and 56, discussed in

more detail below. Additionally, claims 7 and 8 have been amendedto recite a lower endpoint

of “0.0357%” for the pharmaceutically acceptable ester of fluticasone, which is supported at

least by Examples 3 and 4.

Newclaims 57-79 recite novel and non-obvious aspects of the invention not disclosed by

the prior art of record. The new claims are supported by at least the following (referring to

paragraph numbers from the published U.S. Application): claims 57, 59, 60, 62, and 64 are

supported by Example 3; claims 58, 61, 63, and 65 are supported by Example 4; claims 66, 67,

and 68 are supported by paragraphs 0050 and 0051; claims 69-75 are supported by Examples1,

3, and 4; claims 76-77 are supported by paragraph 24; and claims 78-79 are supported by

Examples 1 and 3 andoriginal claim 8.

The new claims 57-77 each depend from an independent claim, and therefore are

allowable over the prior art of record for the reasons set forth below. New independent claims

78 and 79, having limitations similar to the other independent claims, are each allowable for the

same reasons discussed in detail below.

Applicants respectfully submit each of the above amendments is supported by the

applicationas originally filed and that no new matter is introduced by way of these amendments.
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Examiner Interview

Applicants thank the Examiner for the courtesy of a telephonic interview on August 1,

2011, the substance of which is accurately reflected in the Interview Summary mailed August 4,

2011.

Previous Submissions

In response to the remarks set forth on page 10, paragraph 2 of the February 16, 2011

Office Action regarding the second §1.132 Declaration of Geena Malhotra dated September 23,

2010 (the “Malhotra IT Declaration’) and submitted with the September 24, 2010 Response to

Office Action, and without conceding any deficiencies, Applicants respectfully submit that the

stability testing set forth in the Malhotra IT Declaration complies with the standards set forth in

the ICH guideline Q1A(R2), Stability Testing of New Drug Substances and Products, attached

hereto as Exhibit IV.

Furthermore, Applicants respectfully affirm, incorporate by reference herein, and reserve

for purposes of appeal the various arguments for patentability set forth in the previous Responses

to Office Action. Accordingly, the following remarks are focused on the new claim amendments

and supporting declaratory evidence provided herewith.

Claim Rejections — 35 U.S.C. § 102

Claims 1-2, 9-10, 12-21, 30, 45 and 55-56 stand rejected as anticipated by EP 0780127

(“Cramer”). Independent claims 1 and 56 have been amendedto recite “a pharmaceutically

acceptable ester of fluticasone,’ and claim 55 has been amended to recite “fluticasone

propionate.” New independent claims 78 and 79 likewise recite “fluticasone propionate.”

Cramerdoes not disclose the claimed pharmaceutically acceptable esters of fluticasone. Rather,

Cramerdiscloses on page 3, lines 15-18:
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Glucocorticoid agents most useful to the present invention include those selected
from the group consisting of beclomethasone, flunisolide, triamcinolone,
fluticasone, mometasone, budesonide, pharmaceutically acceptable salts thereof
and mixturesthereof.

Thus, at most Cramer discloses, among other glucocorticoid agents, fluticasone and

pharmaceutically acceptable salts thereof. Cramer does not disclose “a pharmaceutically

acceptable ester of fluticasone” as recited in the amended claims. Applicants respectfully submit

that the lack of teaching in Cramer regarding “a pharmaceutically acceptable ester of

fluticasone” is further evidenced by the rejection of dependent claim 4, reciting “fluticasone

propionate or fluticasone valerate,’ under 35 U.S.C. §103 obviousness rather than §102

anticipation. That is, the Office Action has acknowledged that the specific esters recited in

dependent claim 4 are not disclosed in Cramer, and thusare novel in view of Cramer. Thus,

claims 55, 78, and 79 reciting “fluticasone propionate,” as well as claims | and 56 reciting

“a pharmaceutically acceptable ester of fluticasone” are novel. Accordingly, Applicants

respectfully submit that amended independent claims 1, 55, 56, 78, and 79, as well as claims 2,

9-10, 12-21, 30, 45 (and all other claims) depending therefrom, are novel over Cramer and that

the §102 rejection has been overcome.

Further, claim 1 has been amended to recite “said pharmaceutical formulation is in a

dosage form suitable for nasal administration.” Likewise, independent claims 55 and 56 each

recite a “nasal spray,” and new independent claims 78 and 79 eachrecite an “aqueous suspension

suitable for nasal administration.” On page 5, the Office Action notes that:

“Cramerdiscloses the preparation of nasal sprays. See Examples.”
(emphasisin original)

As will be discussed in more detail below, Applicants have provided herewith a declaration

establishing that Example 3 of Cramer(identified by the April 28, 2010 Office Action, page 16,

as the closest example) is inoperable and unacceptable as a pharmaceutical formulation in a
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dosage form suitable for nasal administration. In order to be anticipating, a prior art reference

must be enabling so that the claimed subject matter may be made or used by oneskilled in theart.

Amgen Inc. v. Hoechst Marion Roussel, Inc., 314 F.3d 1313, 1354 (Fed. Cir. 2003) (“Long ago our

predecessor court recognized that a non-enabled disclosure cannotbe anticipatory (becauseit is not

truly prior art) if that disclosure fails to ‘enable one of skill in the art to reduce the disclosed

invention to practice.’” citing In re Borst, 52 C.C.P.A. 1398, 345 F.2d 851 (C.C.P.A. 1962)).

Accordingly, the inoperability of Cramer’s closest example as cited by the Office Action is a

further basis for the novelty of independent claims 1, 55, 56, 78, and 79 over Cramer, as well as

claims 2, 9-10, 12-21, 30, 45 (and all other claims) depending therefrom.

Lastly, claim 1 has been amended to remove the language of previous dependent claim

5 directed to "fluticasone or a pharmaceutically acceptable ester thereof in an amount from about

50 micrograms/ml to about 5 mg/ml of the formulation," which was added to overcome the

previous §102 anticipation rejection (subsequently reinstated by the present Examiner) and is

now mootin view of the amendmentsset forth above.

Claim Rejections — 35 U.S.C. § 103

Claims 4, 7, 8, 11, 35, 36, 37, 38, 53, and 54 stand rejected under 35 U.S.C. § 103(a) as

being unpatentable over Cramer.

Claims 22, 26-27, and 44 stand rejected under 35 U.S.C. § 103(a) as being unpatentable

over Cramer in view ofModi, U.S. Patent No. 6,294,153 (hereinafter “Modi’”’).

Claims 1-2 and 6 stand rejected under 35 U.S.C. § 103(a) as being unpatentable over

Cramerin view ofFassberg,et al., U.S. Patent No. 6,416,743 (hereinafter “Fassberg”’).
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Accordingly, the various §103 claim rejections are premised upon the application of the

primary reference, Cramer, alone or in combination one of the secondary references, Modi or

Fassberg.

A. Inoperability of Cramer Example 3 precludes a prima facie case of obviousness

In order to establish a prima facie case of obviousness, the Office Action must establish

that the prior art teaches each and every elementof the claimed invention, that the basis for any

modification and/or combination of the prior art be clearly articulated, and that such modification

and/or combination has a reasonable expectation of success. See Graham v. John Deere Co. of

Kansas City, 383 U.S. 1, 22 (U.S. 1966) (an obviousness determination begins with a finding that

“the prior art as a whole in one form or another containsall” of the elements of the claimed

invention); KSR Int'l Co. v. Teleflex, Inc., 127 S. Ct. 1727, 1741 (2007) (“‘[R]ejections on

obviousness cannot be sustained by mere conclusory statements; instead, there must be some

articulated reasoning with some rational underpinning to support the legal conclusion of

obviousness.” (quoting Jn re Kahn, 441 F.3d 977, 988 (Fed. Cir. 2006))); Life Technologies Inc.

v. Clontech Laboratories Inc., 224 F3d 1320, 56 USPQ2d 1186, 1190 (Fed.Cir. 2000) (“[flor

the [prior art] to render the claimed invention obvious, there must have been, at the time the

invention was made, a reasonable expectation of success in applying[thepriorart's] teachings.”).

Applicants respectfully submit the pending claims are patentable over the cited references

because the Office Action fails to establish aprimafacie case of obviousness in that Cramer, either

alone or in combination, does not contain all the elements of the pending claims and the

ordinarily skilled artisan would not have a reasonable expectation of success in modifying and/or

combining Cramer given the inoperability thereof.
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1. Cramerdoes not teach each and every elementof the claimed invention

As noted above, each of the §103 rejections is premised upon the Office Action’s

application of Cramer as the primary reference. Furthermore, the April 28, 2010 Office Action

at page 16 identified Example 3 of Cramer as the closest prior art example, and Applicants’

previous §1.132 declaration was alleged to be deficient for failure to test against Example 3 of

Cramer. While not admitting any previous deficiency, in an effort to substantively advance

prosecution Applicants provide herewith the §1.132 Declaration of Geena Malhotra (the

“Malhotra Ill Declaration”) regarding Example 3 of Cramer. As set forth in the Malhotra LIT

Declaration, Example 3 of Cramer was reproduced as described therein, and the formulation

described in Example 3 of Cramer was found to be inoperable and unacceptable as a

pharmaceutical formulation in a dosage form suitable for nasal administration. Specifically, as

set forth in paragraph 9 of the Malhotra III Declaration:

9. From the observations set forth in paragraph 8, it is conclusive that the
formulation described in Example 3 of Cramer is inoperable and unacceptable as a
pharmaceutical formulation in a dosage form suitable for nasal administration for at
least the following reasons:

(A) Unacceptablesettling and difficulty in resuspending — homogeneity
of the active material in product is not expected to be maintained due to
caking seen at the bottom ofvial of the formulation;
(B) Unacceptable jet rather than desired spray mist — after actuation of
the nasal pump, the product comesout as jet (a stream of liquid forcefully
shooting forth from the orifice) and not_a spray (a mist of fine liquid
particles), and due to which the drug is not expected to be suitably deposited
on nasal mucosa; and
(C) Unacceptable osmolality — It is widely known and accepted that
nasal sprays are preferably isotonic (as is acknowledged by Cramer at page
3, lines 8 and 49) rather than hypertonic. Accordingly, the undesirable
hyperosmotic (i.e., 554 mOsm/kg), hypertonic character of the product is
expected to giverise to irritation of the nasal mucosa.

These experimental findings clearly establish that Cramer ’s Example 3 simply does not work as

anasal spray. A reference that lacks an enabling disclosure “may qualify as a prior art reference

under §103, but only for whatis disclosed in it.” Reading & Bates Constr. Co. v. Baker Energy
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Resources Corp., 748 F.2d 645, 652, 223 USPQ 1168, 1173 (Fed.Cir. 1985) (emphasis added).

Thus, while Example 3 of Cramer maypersist as prior art for purposes of an obviousnessanalysis

despite the demonstrated inoperability thereof, Example 3 can be cited onlyfor whatis disclosed

in it — critically, a non-working, rather than working, example. Therefore, for at least the reasons

noted above, Cramer’s Example 3 does not disclose a pharmaceutical composition in a dosage

form suitable for nasal administration and, as such, cannot be cited as teaching the same.

Accordingly, because Cramer does not teach or suggest a pharmaceutical formulation in a

dosage form suitable for nasal administration as recited in the amended claims, Cramer does not

teach each and every element as required for a proper prima facie case of obviousness.

Accordingly, the Office Action hasfailed to establish a primafacie case of obviousnessasto the

pending claims.

2. The secondary references, Modi_and Fassberg, do not cure the deficiencies of the

primary reference, Cramer

In view of acknowledged shortcomings of Cramer, the Office Action relies upon Modi for

teaching aerosol sprays and metered dose inhalers (see February 16, 2011 Office Action, page 7)

and upon Fassberg for teachingaparticle size less than 10 um (see April 28, 2010 Office Action,

page 10). Thus, neither of the secondary references is relied upon to cure the major deficiencies

outlined above for the primary reference, Cramer. Accordingly (and without conceding the

propriety of such combinations), neither the combination of Cramer and Modi nor Cramer and

Fassberg establish a prima facie case of obviousness as to the pending claims because such

combinations do not teach each and every element ofthe pending claims. Accordingly, the Office

Actionhas failed to establish aprimafacie case of obviousnessas to the pending claims.
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3. The inoperability of Cramer precludes a reasonable expectation of success and

teaches away

Furthermore, the inoperability of Cramer’s Example 3 (which was deemed to be the

closest prior art example) would discourage a person skilled in the art from further

experimentation, and therefore would teach away from any further modifications to Cramer or

from combining Cramer with a secondary reference. “A reference may be said to teach away

whena person ofordinary skill, upon reading the reference, would be discouraged from following

the path set out in the reference, or would be led in a direction divergent from the path that was

taken by the applicant... [or] if it suggests that the line of development flowing from the

reference's disclosure is unlikely to be productive of the result sought by the applicant.” /n re

Gurley, 27 F.3d 551, 553 (Fed. Cir. 1994) (emphasis added). “References that teach away cannot

serve to create a prima facie case of obviousness.” See McGinley v. Franklin Sports, 262 F.3d

1339, 1354 (Fed. Cir. 2001). Given that the pending claims are directed to formulations suitable

for nasal administration and Cramer ’s Example 3 is demonstrably unsuitable for such use, a person

skilled in the art would be discouraged from following the path set forth in Cramer’s Example 3 as

such is unlikely to be productive of the result sought by Applicants. Accordingly, a prima facie

case of obviousness cannotbe established on the basis of the prior art of record as the inoperability

of Cramer precludes any reasonable expectation of success and teaches away from any further

modifications and/or combinations with Cramer. Accordingly, the Office Action has failed to

establish aprimafacie case of obviousnessas to the pending claims.
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B. Secondary considerations indicate that the combination of azelastine and fluticasone

is nonobvious

Even assuming arguendo the Office Action established a prima facie case of

obviousness, which as demonstrated above it clearly has not, the following evidence of

secondary considerations submitted herewith establishes that the pending claimsare not obvious

in view ofthe prior art of record. Under Graham, objective evidence of nonobviousness includes

“commercial success, long-felt but unresolved needs, failure of others, copying, and unexpected

results.” Ruiz v. AB Chance Co., 234 F. 3d 654, 663 (Fed. Cir. 2000). As evidence of such

secondary considerations, Applicants provide the following declarations under 37 C.F.R. §1.132:

(1) Declaration of Dr. Sujeet Rajan (the “Rajan Declaration’) directed to the long felt need for

the claimed pharmaceutical formulation; (2) Declaration of Dr. Joachim Maus (the “Maus

Declaration’’) directed to the unexpected, beneficial results from clinical studies of the claimed

pharmaceutical formulation; and (3) Declaration of Mr. Nikhil Chopra (the “Chopra

Declaration’) directed to the commercial success of the claimed pharmaceutical formulation. As

described in detail below, the declarations establish the presence of a long-felt need stemming

from shortcomings oftraditional therapies, which is addressed with surprising clinical benefits

and enviable commercial success by the claimed pharmaceutical formulation. These secondary

considerations, in total, require a finding that the pending claims are not obvious, and therefore

patentable, in view ofthe prior art of record.
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1, The present invention addresses a long-felt need in the art

As set forth in Graham, the satisfaction of a long-felt need in the art is evidence of

nonobviousness. As explained in detail in the Rajan Declaration, the claimed composition

represents the fulfillment of a long-felt, but previously unmet, need by patients and healthcare

practitioners for management of symptoms ofallergic rhinitis (AR) and non-allergic vasomotor

rhinitis. The Rajan Declaration describes in detail in paragraphs 10, 11, and 12 the long standing

problems associated with traditional therapies such as nasal steroids alone, oral antihistamines

alone, or combinations of nasal steroids and oral antihistamines. Furthermore, the Rajan

Declaration explains in paragraphs 13 and 14 how the claimed composition solves many of these

long standing problems via its superior efficacy, improved compliance and adherence with

treatment, faster response time, and reduced side effects. Accordingly, the Rajan Declartion

supports a conclusion that the claimed composition represents the fulfillment of a long-felt, but

previously unmet, need by patients and healthcare practitioners for management of symptoms of

AR and non-allergic vasomotor rhinitis. Accordingly, the invention embodied in the pending

claimsis not obviousgiventhat it meets the long-felt need outlined above.

2. The present invention solves the long-felt need with surprising clinical results

A showing of unexpected results may rebut a prima facie case of obviousness, and is

particularly applicable in the inherently unpredictable chemical arts where minor changes may

yield substantially different results. See e.g., In re Soni, 34 USPQ2d 1684, 1687 (Fed. Cir. 1995).

The same is equally true in the pharmaceutical arts, which the Federal Circuit has noted are

similarly unpredicatable. See Pfizer Inc. v. Apotex Inc., 488 F3d 1377, 82 USPQ2d 1852, 1857

(Fed.Cir. 2007) (Rader, J., dissenting from the denial of rehearing en banc) (referencing the

“unpredictable pharmaceutical inventions .. .”). As explained in detail in the Maus Declaration, at

113683 v3/4137.04700 ~ 25 -
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the time of the filing of the instant ‘016 application, the clinically significant effect obtained from

administering fluticasone propionate and azelastine hydrochloride in an intranasal pharmaceutical

composition would not have been predictable. The Maus Declaration describes in paragraphs 7-16

the protocol and results of two clinical studies of the claimed composition. The study results

showed that the presently claimed intranasal combination therapy provided five unexpected

benefits: (1) an improvementin nasal symptoms as measured by rTNSS,(2) an increase in the

numberof patients who respondedto treatment,(3) a faster response time, (4) improved quality of

life, and (5) an improvementin ocular symptoms. These beneficial and superior results associated

with the presently claimed intranasal combination therapy were especially surprising in view of

extensive studies involving combining a nasal steroid with an oral antihistamine where either no or

minimal additional clinical benefit was obtained. The Maus Declaration explains in detail in

paragraphs 18-22 the disappointing results obtained from studies involving combining a nasal

steroid with an oral antihistamine. Moreover, the disappointing results from studies dating back to

1989 further demonstrate the failure of others and the long-felt need described above, and how the

unexpected benefits of the claimed composition meet the long-felt need. Accordingly, the Maus

Declartion supports a conclusion that the superior results obtained for the fluticasone propionate

and azelastine hydrochloride combination intranasal formulation, namely, (1) reduced rTNSS, (2)

an increase in the numberofpatients who responded to treatment, (3) a faster response time, (4)

improved quality of life, and (5) an improvement in ocular symptoms, would clearly have been

unexpected atthe time offiling the instant ‘016 application. Accordingly, the invention embodied

in the pending claimsis not obvious given that it demonstrates unexpected,beneficial results.

113683 v3/4137.04700 ~26-
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3. The_ present invention has been commercially successful, leading to copying by

others

Commercial success is a strong factor favoring nonobviousness. See e.g., Akzo N.V. v.

United States Int’l Trade Comm’n, 1 USPQ2d 1241, 1246 (Fed. Cir. 1986). As explained in detail

in the Chopra Declaration, the sales of Duonase® nasal spray (a commercial embodiment of the

claimed composition sold in India), relative to the sales of other subsequent and closely copied

brand products in India, indicate a level of commercial success for Duonase® nasal spray that

supports the non-obviousness of the claimed composition. The Chopra Declaration describes in

paragraphs 6 and 8 that Cipla created the market for the claimed composition by launching

Duonase® nasal spray in 2004 in India, which sold 167,826 units within the first year thereafter.

Paragraphs 9-11 of the Chopra Declaration establish that the claimed composition has been widely

copied by other companies in India. “Copying is additional evidence of nonobviousness.” Avia

Group International Inc. v. L.A. Gear California Inc., 853 F2d 1557, 7 USPQ2d 1548, 1554

(Fed.Cir. 1988). The Chopra Declaration showsin paragraphs 12 and 13 that the overall market

for the claimed formulation has grown at about 21% annually since inception, and that Duonase®

nasal spray has maintained a leading role since inception despite the flood of copycat formulations

entering the market. Accordingly, the Chopra Declaration establishes the commercial success for

Duonase®nasal spray as demonstrated by the growth ofthe overall marketsince creation by Cipla,

the continued growth of sales for Duonase® nasal spray, and the rapid, wide-spread, and on-going

copying by competitors supports the non-obviousness of the claimed composition. Accordingly,

the invention embodied in the pending claims is not obvious given that it is commercially

successful.
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4. The secondary considerations require a finding of nonobviousness

Asestablished above, the claimed pharmaceutical formulation fills a long-felt need in the

art while displaying unexpected, beneficial results and is commercially successful and copied by

others. Accordingly, the totality of the secondary considerations requires a finding that the

pending claimsare not obvious, and therefore patentable, in view ofthe priorart of record.
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CONCLUSION

Consideration of the foregoing amendments and remarks, reconsideration of the

application, and withdrawal of the rejections are respectfully requested by Applicants. No new

matter is introduced by way of the amendment. It is believed that each ground of rejection raised

in the Office Action dated February 16, 2011 has been fully addressed. If any fee is due as a result

of the filing of this paper, please appropriately charge such fee to Deposit Account Number 50-

1515 of Conley Rose, P.C., Texas. Ifa petition for extension of time is necessary in order for this

paper to be deemed timely filed, please considerthis a petition therefore.

If a telephone conference would facilitate the resolution of any issue or expedite the

prosecution of the application, the Examiner is invited to telephone the undersigned at the

telephone numbergiven below.

Respectfully submitted,
CONLEY ROSE,P.C.

 
 

 Date:  Carrollpe

Reg. No.°39,624

5601 Granite Parkway, Suite 750 ATTORNEY FOR APPLICANTS
Plano, Texas 75024
(972) 731-2288 (Telephone)
(972) 731-2289 (Facsimile)
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Compendial Standards Specifications
Identification Passes

Viscosity, 1.2% solids, 120 sec, cps 39.- 91
pH 6.0 - 8.0

Loss on drying; % NMT 6.07

Residue on ignition, % NMT 9.0
Heavy metals, % NMT 0.001

Assay for sodium carboxymethycellulose, % 8.3 - 13.8
Clarity of solution Soluble

Additional FMC Specifications

Particle size (Air Jet):

wt. % + 60 mesh (250 microns) NMT 0.4
wt. % + 325 mesh (45 microns) NMT 45

Microbial limits:

Total aerobic microbial count, cfu/g NMT 100
Total yeast and mold count, cfu/g NMT 20
Pseudomonas aeruginosa Absent ina 10g sample

Eschenchia coli Absent in a 10g sample
Staphylococcus aureus Absent in a 10g sample

Salmonella species Absent ina 10g sample

This product meets the requirements for Residual Solventsin the United States Pharmacopela <467> and complies
with the ICH Guide Q3C for Residual Solvents.

Storage conditions: Store at ambient conditions. Keep containers sealed; materialis very hygroscopic.

Re-evaluation date: Three (3) years from date of manufacture, if storage conditions stated above are observed.

Re-evaluation requirements: FMC recommendsthat after the above re-evaluation date, the customer perform the
loss on drying and viscosity tests.

*Morerestrictive than compendium
NMT = Not More Than
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FMC Corporation

FMC BioPolymer
United States:
Philadelphia, Pennsylvania
Sales/Technical

Assistance:
Fax:
Customer Service:
Fax:

Europe:
Brussels, BelgiumSales/Technical

Assistance:
Fax:
CustomerService:
Fax:

Asia-Pacific:
Hong KongTel:
Fax:

kyo, Japan

Fax:

Shanghai, China
Tel:
Fax:

Latin America:
Montevideo, Uruguay
Tel/Fax:
Tel/Fax:

Middle East:
Amman,Jordan
Tel:
Fax:

  
Visit our website at

1 215 299 6534
1 215 299 6669
1 800 526 3649
1215 299 6475

+ 32 2 775 8311
+ 32 2 775 8300
+ 353 21 4354 133
+ 353 21 4353 057

+ 852 2839 6600
+ 852 2576 3770

+ 81 3 3402 3739
+ 813 3402 3700

+ 8621 5427 1177
+ 8621 5427 0193

+ 5982 6043030
+ 5982 6043104

+ 962 6 4618150
+ 962 6 4618156

www.imcbiopolymer.com
e-Mail: pharm_info@fmc.com

Patents
FMC Corporation does not warrant against infringement of patents
of third parties by reason of any uses made of the product in
combination with other material or in the operation of any process,
and purchasers assumeall risks of patent infringement by reason of
any such use, combination or operation. The products, processes and
uses thereof described herein are covered by one or more patent
applications or patents.

Warranty
Because of the numerousfactors affecting results, FMC ingredients
are sold on the understanding that purchasers will make their own
tests to determine the suitability of these products for their particular
purpose. The several uses suggested by FMC BioPolymer are pre-
sented only to assist our customers in exploring possible applications.
All information and data presented are believed to be accurate and
reliable, but are presented without the assumption of any liability by
FMC BioPolymer.

Technical Service
The information contained in this bulletin is intended to be general
in nature. Techniques and data pertaining to specific uses for FMC
ingredients and new developments will be published periodically in
the form of supplemental application bulletins. Our technical staff is
readyto offer assistancein the use of Avicel® microcrystalline cellulose
products.

Regulatory Status
Avicel® RC/CL colloid-forming, attrited mixtures of microcrystalline
cellulose and carboxymethylcellulose sodium meet the standards
set forth in the United States Pharmacopeia/National Formulary for
microcrystalline cellulose and carboxymethylcellulose sodium and
in the European Pharmacopoeia for microcrystalline cellulose and
carmellose sodium.

Microcrystalline cellulose is generally recognized as safe (GRAS) by
qualified experts. FMC maintains a Type IV Drug Master File at the
U.S. Food and Drug Administration.

The following are trademarksor service marks of FMC Corporation or
its subsidiaries, which may be Registered U.S. Patent & Trademark
Office and in other countries: FMC Logo, Avicel, The Science of
Formulation.

© 2003 FMC Corporation. All rights reserved. 02/23/09.RS 
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Compendial Standards Specifications

Identification Passes

Viscosity, 2.6% Solids; 120 sec, cos 50 - 118

pH 6.0-8.0

Loss on drying, % NMT 6.0"

Residue on ignition, % NMT 8.0
Heavy metals, % NMT 0.001

Assay for sodium carboxymethycellulose, % 11.8 - 18.8

Clarity of solution soluble

Additional FMC Specifications

Particle size (Air Jet):
wt. % +. 60. mesh 50 microns) NMT 0.4

wt. % + 325 mesh (65 microns) NMT 50
Microbial limits:

Total aerobic microbial count, cfu/a NMT 100

Total yeast and mold count, cfu/g NMT 20

Pseudomonas aeruginosa Absent in a 10g sample
Escherichia col Absent in a 10g sample

Staphylococcus aureus Absent in a 10g sample
Salmonella species Absent ina 10g sample

This product meets the requirements for Residual Solventsin the United States Pharmacopela <467> and complies
with the ICH Guide Q3C for Residual Solvents.

Storage conditions: Store at ambient conditions. Keep containers sealed; materialis very hygroscopic.

Re-evaluation date: Three(3) years from date of manufacture, if storage conditions stated above are observed.

Re-evaluation requirements: FMC recommendsthat after the above re-evaluation date, the customer perform the
loss on drying and viscosity tests.

*Morerestrictive than compendium
NMT = Not More Than
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FMC Corporation

FMC BioPolymer
United States:
Philadelphia, PennsylvaniaSales/Technical

Assistance:
Fax:
CustomerService:
Fax:

Europe:
Brussels, BelgiumSales/Technical

Assistance:
Fax:
Customer Service:
Fax:

Asia-Pacific:
Hong Kong
Tel:
Fax:

kyo, Japan

Fax:

Shanghai, China

tin America:
lontevideo, UruguayTel/Fax:

Tel/Fax:

Middle East:
Amman, Jordanel:
Fax:

  
Visit our website at

1 215 299 6534
1 215 299 6669
1 800 526 3649
1 215 299 6475

+ 32 2 775 8311
+ 32 2 775 8300
+ 353 21 4354 133
+ 353 21 4353 057

+ 852 2839 6600
+ 852 2576 3770

+ 81 3 3402 3739
+ 81 3 3402 3700

+ 8621 5427 1177
+ 8621 5427 0193

+ 5982 6043030
+ 5982 6043104

+ 962 6 4618150
+ 962 6 4618156

www.imebiopolymer.com
e-Mail: pharm_info@fmc.com

Patents
FMC Corporation does not warrant against infringement of patents
of third parties by reason of any uses made of the product in
combination with other material or in the operation of any process,
and purchasers assumeall risks of patent infringement by reason of
any such use, combination or operation. The products, processes and
uses thereof described herein are covered by one or more patent
applications or patents.

Warranty
Because of the numerous factors affecting results, FMC ingredients
are sold on the understanding that purchasers will make their own
tests to determine the suitability of these products for their particular
purpose. The several uses suggested by FMC BioPolymer are pre-
sented only to assist our customers in exploring possible applications.
All information and data presented are believed to be accurate and
reliable, but are presented without the assumption of any liability by
FMC BioPolymer.

Technical Service
The information contained in this bulletin is intended to be general
in nature. Techniques and data pertaining to specific uses for FMC
ingredients and new developments will be published periodically in
the form of supplemental application bulletins. Our technical staff is
ready to offer assistancein the use of Avicel® microcrystalline cellulose
products.

Regulatory Status
Avicel® RC/CL colloid-forming, attrited mixtures of microcrystalline
cellulose and carboxymethylcellulose sodium meet the standards
set forth in the United States Pharmacopeia/National Formulary for
microcrystalline cellulose and carboxymethylcellulose sodium and
in the European Pharmacopoeia for microcrystalline cellulose and
carmellose sodium.

Microcrystalline cellulose is generally recognized as sate (GRAS) by
qualified experts. FMC maintains a Type IV Drug MasterFile at the
U.S. Food and Drug Administration.

The following are trademarks or service marks of FMC Corporation or
its subsidiaries, which may be Registered U.S. Patent & Trademark
Office and in other countries: FMC Logo, Avicel, The Science of
Formulation.

© 2003 FMC Corporation. All rights reserved. 02/22/09.RS 
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Follow the procedure outlined in the USPYNF <Sti>.
Absolute viscosity readings in centipoises cannot

be measured on Aviog!’ AC or CL disnersions, Because
Avice! RCVCL is a dispersion af microcrysialine cellu.
lose colloidal maniicies, only an apparent viscosity can
be measured. Therefore, the following method must be
performed exacily as stated in orcer fo obtain compara-
bie rasulls. Because apparent viscosity is measured,
spindle/speed conversions cannot be made.

The test procedure for Avicel RC/CL is based on
viscosity readings taken with a Brookfield’ viscometer
using the Ne, 1 spindle at 20 rom. A dispersion’ is
prepared with a Waring Blendor’ mixer, using 4 1,000
mL bow! ata speed of greater than 18,000 ror with
no toad, The Waring Blendor speed is controlled by a
Powerstat” transformer 4 Powerstat setting that pro-
vides a ine vailage of 115 volts should be used. The
Fowerstat permis increasing the Waring Blendor
speed gradually to avaid splashing.

 
1 Determine the moisture camtent of Avicel RC/AGL

oowder by drying to a constant weight af 15°C.

2, Add 582i mi of distted ar deionized water to

the Waring Blender Bowl,

oo Determine the amount of powder, in grarns, to be
used in preparing the dispersion as follows:

a) RC-581 and RO-5971 use 12% dispersion:
weight af powder = (694 x 1.94% solids of
powder.

b} CL-GT1 uses 2.656 dispersion: weight of
powder = (603 x 2.6%solids of powder,

4. Weigh the spacified amount of powder te + O.0%g
on weighing paper.

Start the Waring Blendor at a Powerstat setting
of 30 volts and acid the powderto the disillled
water, The powder should be added carefully te
prevent i from sticking ta the sides af the bow!
or dropping directly onto the mixing blades.
Dover the blencler.

& After the powder has been added and 15 seconds
have elapsed sincefirst introducing the powder at
a Powerstat setting of 38, adjusi the Powerstat
setting to 115 volis and mix for two minutes.

7. When the mixing is complsted, place the blender
bow! under the Brackleid viscometer and lower

the Ne, 1 spineiie Into the dispersion to the mark
onthe spindie. Check that viscarneteris level anc
tap ine bow! for air bubbles.

on

  

8. After 90 seconds have elansed since the cassation
of mixing, start the viscometer spinciie rotating at
20 pr.

3, After the viscometer rotates far 30 seconds,

depress clutch, stop the viscameter, and read the
value on the 0-100 scale. This value is converted

io centipoise by multiplying the reading by a
factor af &.

Follow the oroceciure outlined in the LISR/NF
<791>: between 8.0 and 8.0 determined on the dis-
persion prepared in the test for viscosity.

 
Follow the orocedure outlined in the USPYNE

<281 >: not more thar 5.0%,

 
Store in cool, dry place and avoid exposure to

axcessive heat.

This product is hygrascogic and should not bs
axposed fa moisture. It should maintain functional
cropertias for al feast two years. Product release
specifications are guaranteed at the time of purchase.

 
The sodium contribution from the car-

boxymethyiceliulose is tyok
cally as follows:

Lot Numbering Systern
Lot numbers of prociucts

are assigned so that praciuct .
tyne and time of manufacture may ba identified. The
characters of a iot number ragresent as follows:

First character: The orocuct type

Second character: The year af production
Third & fourth characters: The week of production

Fifth character: Site of manufacture

The following provides the inferrnation necessary
to distinguish between RC ACL types and the manu-
facturing sites of Avicel microcrystalline cellulose and
carboxymethyloeiiuiose sodium, NF

Fifth Gharacter

 

First Gharacter

B= AC-534 N= Newark, DE
D = RO-594 ranutacturing site
E = CL-81 C= Cork, ireland

manufacturing site
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vical’ RCCL gels are highly ihixotropie
and have a finite yield value at low concentrations.
Please refer to the Avicel’ RO-591 apnilcations
brochure for acicitional infarmation on rheological
properties and applications.

 
Anaiytical results, as well as applications of Avicel

RC/GL types, depend on the develonment of maxiraun
coligidal dispersions. Dispersions should be prepared
with USP ourifled water Recommended mixers
include: Cowles” dissalver, Waring Blendar* mixer,
and colloid rill for RAC-S84: and Lightnin’? mixer for
RC-591 and GL-611. Additional dispersion information
is Included in the RC-597 anolications brachure.

 
Description

Avice! RGAGL types are colloidal forms of micro-
crystalline cellulose which have been blended with
sodium carboxymethyicellutoss and coprmcessed.
They are white, odorless, hygroscopic powders. Thay
are readily cisnersed in water with moderate to high
shear mixing to form white, opaque, colloidal
thixotranic gels. Avicel RC/CL types are insolunie in
organic solvents and dilute acids, and partially solu-
bis in both dilute alkali ancl water (CMC fraction}.

®

identification

Follow the procedure in the US. Phannaconeia/
National Formusary.

4. Add 6 grams of powder to 300 mL of distHied
water cartained in @ 1,000 mL Waring Blender
bow! and stir at line voltage of 115 volts (18,000
romfor & minules: a white, opaque, bubble-free
dispersion forms that does not sediment on
standing.

2. Add several craps of the dispersion prepared
above te a 10% aluminum chloride solution; each
drop coagulates into a white, opaque clot thal
does not disperse on standing,

3. The dispersion is not colored purplish blue to blue
by iodine test solution.

Loss on Drying
Fallow the procedure oullined in the USPINE

Pato,

Dry Avicel AGACL to a constant weight at 105°C.

Heavy Metals
Follow the proceciure outlined In the USP/NF

using Method 1 <23t>; 0.001%,

Rabie PT — Particle Size
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FMCG Gorporation
FMCG BloPolymer
United States
Philadeinnia, Pennaylvania

EWOpS
Brussels, Belair: Hong Kong

Tek
Fax:

Sales/Technical Assistance:
Teh +322 775 8314
Fax: +92 2 775 8300

Sales/Technical Assistance:
Te: 1 215 289 8834
Fax: 1 215 299 68ae

Tekyo, Japan
Customer ServiceCustomer Services: :

+383 21 4384 133

Asie-Pactic

+852 2899 6600
+852 2578 S77G

Middie East
Amman, Jordan

Latin America
Montevideo, Uruguay

Tel +962 6 4618180
Fax: 4962 6 4670156

Tel/Fax: +8962 8049030
Tel/Fax: +8962 8043104

Ter 1 800 526 3849 Tet: Tek +8193 2402 3738
Fax: 1 215 290 8475 ax: +83 27 4353 057 Fax: +81 3 2402 3700

wewfimcbiopolymercam
charm_info@ime.com

Patents

FMO Gomeration does not warrant against infringement of patents of third parties by
reason of afly uses mace of [he product in sembination with other material or in the
oGeration of any pracess, and purchasers assume all risks of patent infringernent by
reason of any sucn use, combination or operation,

The products, processes ari uses thereof described herein are covered by one ar
mare patent applications or paterts.

Warranty

Because of the nurnerous factors affecting results, FMC ingraciants are scid on the
undersianding that purchasers will make their cwntest to determine the suitability of
these products for their particular purpose, The severat uses suggested by FMC
Corporation are oresented only to assist our customers in exploring possible apptiica-
Horne. All inferrsation and data nvesentad are believed te be accurate and retlahie taut
a73 presented without the assumption of any Hablity by FMO Corpors
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Exhibit IV

INTERNATIONAL CONFERENCE ON HARMONISATION OF TECHNICAL

REQUIREMENTS FOR REGISTRATION OF PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED TRIPARTITE GUIDELINE

STABILITY TESTING OF

NEW DRUG SUBSTANCES AND PRODUCTS

Q1A(R2)

Recommended for Adoption

at Step 4 of the ICH Process

on 6 February 2003

by the ICH Steering Committee

This Guideline has been developed by the appropriate ICH Expert Working Group and has been
subject to consultation by the regulatory parties, in accordance with the ICH Process. At Step 4 of
the Processthe final draft is recommended for adoption to the regulatory bodiesofthe European
Union, Japan and USA.
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COVER NOTEFOR REVISION OF Q1A(R)

STABILITY TESTING OF

NEw DRUG SUBSTANCES AND PRODUCTS

The purpose of this note is to outline the changes made in Q1A(R)that result from adoption of ICH
QIF “Stability Data Package for Registration Applications in Climatic Zones LI and 1V”. These
changesare:

1. The intermediate storage condition has been changed from 30°C + 2°C/60% RH + 5% RH
to 30°C + 2°C/65% RH + 5% RH in the following sections:

  

  

° 2.1.7.1. Drug Substance - Storage Conditions - General Case

° 2.2.7.1 Drug Product - Storage Conditions - General Case

° 2.2.7.3. Drug products packaged in semi-permeable containers

° 3 Glossary - “Intermediate testing”

2. 30°C + 2°C/65% RH + 5% RH can be a suitable alternative long-term storage condition to
25°C + 2°C/60% RH + 5% in the following sections:  
° 2.1.7.1 Drug Substance - Storage Conditions - General Case

° 2.2.7.1 Drug Product - Storage Conditions - General Case

  
3. 30°C + 2°C/35% RH + 5% RH has been added as a suitable alternative long-term storage

condition to 25°C + 2°C/40% RH + 5% and the corresponding example for the ratio of
water-loss rates has been included in the following section:

  

e 2.2.7.3. Drug products packaged in semi-permeable containers

Mid-stream switch of the intermediate storage condition from 30°C + 2°C/60% RH + 5% RHto
30°C + 2°C/65% RH + 5% RH can be appropriate provided that the respective storage conditions
and the date of the switch are clearly documented andstated in the registration application.

  

  

It is recommended that registration applications contain data from complete studies at the
intermediate storage condition 30°C + 2°C/65% RH + 5% RH,if applicable, by three years after
the date of publication of this revised guideline in the respective ICHtripartite region.
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STABILITY TESTING OF

STABILITY TESTING OF NEW DRUG SUBSTANCES AND PRODUCTS

ICH Harmonised Tripartite Guideline

First Recommended for Adoption at Step 4 of the ICH Process on 27 October 1993.

Revised under Step 2 of the ICH Process on 7 October 1999 and Recommended for Adoption at
Step 4 of the ICH Process on 8 November 2000.

This guideline has been Revised a second time and has reached Step 4 of the ICH Processat the
ICH Steering Committee meeting on 6 February 2003. It is recommended for adoption to the three

regulatory partics to ICH

TABLE OF CONTENTS

LT.  TNTRODUCTION ounceecccccececcccnesncsccccccnnsnsseeccacansesececccaccnsceceacccacanseseccecansnssseceacanseseeeceaees 1

1.1. Objectives of the Guideline ........ i.e cccccccccceeccececececececececececececececeeseseueeeeeeeseneeeegesssssessaeseseseseseseees 1

1.2. Scope of the Guideline oc. .ccccccecccccccccecseecessesenseceeeceeeeeceseeseaseaeeacesesseseessaeeaaeesesecuseesesseesseataeees 1

1.3. General Principles oo. ccccseseessnsecececeecceceesessaeeeeeseeeescesesaaeeaaeeeesesseesessaeeseaeeeeeseseseeeeseaaaeees 1

2. GUIDELINES erieececcesscccececeeesssccscncececessessceccecessssscsecesssssssesecessssssseseceseessssessseeeess 1

ZL. Drug Substance —ooeeceecceccesssssscececececececececececececececececeanananaeaeaeaesesssssseceseseseseeeeeeeeeeeeeeseeeeeeseeanaes 1

QLD. Goreral ieieecceccsccccccsssneecsennecececsenaeeecseaecececseaaeeeceesaaaececeeaaeeeceeaesaeseseaaeeeseeeequeeeeneeees 1

2.1.2. Stress Testing..........cececcecccccccececeseeneeeeececeeeesesseeceaaececeeeseeeseseeeaaaceceeeeeeeseseeaaaeaeaeaeeeeeeenees 1

2.1.3. Selection of Batches weeeeeeeeeecsececececeseeeceesecaeceececeeesesseaecaaeeceeaceeeceeseauaaaeeceeeeeeeseeees 2

2.1.4. Container Closure System ..........cccccccscscccccessesseesenseceeececnsecssessaseeeeeeeseessesesaaaeseceseseenseeges 2

2.1.5. Specification 2.2...cecescene cece ceeeeeseseeseaaeaaaeaeeeeeseseeaaeeaaaaeeeeeceseeeeeseeaaeeeeetneeetseeeeeeees 2

2.1.6. Testing Frequency .0.......cccccececeseseeecccececccccececeneecececececececessusuueusuauanauaeaassssssssseseesesesesenenes 2

2.1.7. Storage Conditions .0.....cccccccccccsessnecscecececseeeseeesenseceeeeeceesceseeseasaeeeceecesseseesnaeeeeseeeeeensesees 3

2.1.8. Stability CoMMItMENt.......... cece eeessteccceceseesseessneeeeeeeceeeceseessaeeeeeeeeseeeseesesaaeeseseseseeneeeges 4

ZAG. Evaluation oe... cece cece ccccccccccceceeeececceecaeeeceeesescaeecacaececeeeseeeseseeeaaaceceeeeeeesesnsaaeeeeeeeeeeneeenees 5

2.1.10. Statements/Labeling ..........cccccccccssesccececececececececeececececececessaaanaaananaeauaaassssseseesesesesesesenenenes 5

1

CIPLA LTD. EXHIBIT 2001 PAGE 296



CIPLA LTD. EXHIBIT 2001 PAGE 297

Statistical Principles for Clinical Trials

2.2. Drug Product (——vaceseciceccccccccecsssesesessnceceeccneeceseeseaneeeeeeeeeecseeeseeseeeeeaeeeesseseesaasaaeeseesceseeeaaaaesgegs 5

QQ. Gomerad  cecccccceceesecseececeeeceeeseecaeeaaececeeesesesaaueaaaaeceeeeesneeceseeqeaeaeeeeeeceseesesaneeeeeeeeeees 5

2.2.2. Photostability Testing oo... ccccccccccecsesesennsnsnsnsnseseseseseseseseeccececeeeeeeeeeeececececeneceqeceaeeneaes 6

2.2.3. Selection of Batches... cccccccccccssscecccesenceceeseecececeesenceceesensaeeceseesseceeseeuaseceesenaeceeeseaeaes 6

2.2.4. Container Closure System ...............cccceececee cece ee eeen cess ec eeee seen eae sa aaacaeaeeeeeeaeesesaeeaaaaeeeaeeeeees 6

Z25. SPecifiCation 0. ccccccccccccccececeecececececuensususueususnsesssesesesesesesececececececececececeeeeeeeeeeeeeneesenes 6

2.2.6. Testimg Frequency .......cccccccscssccccceceseeseeessnsecescsseeseeesenseaeeeeeceeeceseeeeaeaeeeceseeeseseesaaseaesaaeeees 6

2.2.7. Storage COnditions.........cccccccccccccsssesesseenscecececeseeseeesenseaeeeeeceeeceseesseeesecseccsseesesaaaeseseseeeees 7

2.2.8. Stability Commitment... cceeecececce cece ce ceseceseesacceceeeeeeeeesesseaaaaeaeeeeeeeeeseseeseaeanaees 10

2.2.9, Evaluation oo... eeeeeessccscecececeeeceesesneeaceecececessssecausaaececeeeeeeseeeeeecaaeececececeseseaeeeeeeeseeeees 11

2.2.10. Statements/Labeling........c ccc cccccccscssesssecscecececesessnesseceeesecsseesseesesaaeeeeecececeseessaaaeseaeeess 11

3. GLOSSARY ean neeeccsseccecsssscsccecsscsccesssssceccesescsceesecssssceessssccesesssecesssseceeesssscecerseseseceees 12

4. REFERENCES_euicccccccccccsssscsccecssssccessssssssceesssscesecssssccesssssssesesssessecssssssesscsssesssesseesessees 15

ii

CIPLA LTD. EXHIBIT 2001 PAGE 297



CIPLA LTD. EXHIBIT 2001 PAGE 298

STABILITY TESTING OF NEW DRUG SUBSTANCES AND PRODUCTS

1. INTRODUCTION

1.1. Objectives of the Guideline

The following guideline is a revised version of the ICH QIA guideline and defines the stability
data package for a new drug substance or drug product that is sufficient for a registration
application within the three regions of the EC, Japan, and the United States. It does not seek
necessarily to cover the testing for registration in or export to other areas of the world.

The guideline seeks to exemplify the core stability data package for new drug substances and
products, but leaves sufficient flexibility to encompassthe variety of different practical situations
that may be encountered due to specific scientific considerations and characteristics of the materials
being evaluated. Alternative approaches can be used when there are scientifically justifiable
reasons.

1.2. Scope of the Guidcline

The guideline addresses the information to be submitted in registration applications for new
molecular entities and associated drug products. This guideline does not currently seek to cover the
information to be submitted for abbreviated or abridged applications, variations, clinical trial
applications, etc.

Specific details of the sampling and testing for particular dosage forms in their proposed container
closures are not covered in this guideline.

Further guidance on new dosage forms and on biotechnological/biological products can be found in
ICH guidelines Q1IC and QSC,respectively.

1.3. General Principles

The purpose of stability testing is to provide evidence on how the quality of a drug substance or
drug product varics with time under the influcnce of a varicty of cnvironmental factors such as
temperature, humidity, and light, and to establish a re-test period for the drug substance or a shelf
life for the drug product and recommended storage conditions.

The choice of test conditions defined in this guideline is based on an analysis of the effects of
climatic conditions in the three regions of the EC, Japan and the United States. The mean kinetic
temperature in any part of the world can be derived from climatic data, and the world can be
divided into four climatic zones, I-IV. This guideline addresses climatic zones I and IJ. The
principle has been established that stability information generated in any one of the three regions of
the EC, Japan and the United States would be mutually acceptable to the other two regions,
provided the information is consistent with this guideline and the labeling is in accord with
national/regional requirements.

2. GUIDELINES

2.1. Drug Substance

2.1.1. General

Information on the stability of the drug substance is an integral part of the systematic approach to
stability evaluation.

2.1.2. Stress Testing

Stress testing of the drug substance can help identify the likcly degradation products, which can in
turn help establish the degradation pathwaysand the intrinsic stability of the molecule and validate
the stability indicating powerof the analytical procedures used. The nature of the stress testing will
depend on the individual drug substance and the type of drug product involved.

1
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Stability Testing of New Drug Substances and Products

Stress testing is likely to be carried out on a single batch of the drug substance. It should include
the effect of temperatures (in 10°C increments (e.g., 50°C, 60°C, etc.) above that for accelerated
testing), humidity (e.g., 75% RH or greater) where appropriate, oxidation, and photolysis on the
drug substance. The testing should also evaluate the susceptibility of the drug substance to
hydrolysis across a wide range of pH valucs whenin solution or suspension. Photostability testing
should be an integral part of stress testing. The standard conditions for photostability testing are
described in ICH QIB.

Examining degradation products under stress conditions is useful in establishing degradation
pathways and developing and validating suitable analytical procedures. However, it may not be
necessary to examine specifically for certain degradation products if it has been demonstrated that
they are not formed under accelerated or long term storage conditions.

Results from these studics will form an intcgral part of the information provided to regulatory
authorities.

2.1.3. Selection ofBatches

Data from formal stability studies should be provided on at least three primary batches of the drug
substance. The batches should be manufactured to a minimum ofpilot scale by the same synthetic
route as, and using a method of manufacture and procedure that simulates the final process to be
used for, production batches. The overall quality of the batches of drug substance placed on formal
stability studies should be representative of the quality of the material to be made on a production
scale.

Other supporting data can be provided.

2.1.4. Container Closure System

The stability studies should be conducted on the drug substance packaged in a container closure
system that is the same as or simulates the packaging proposed for storage and distribution.

2.1.5. Specification

Specification, which is a list of tests, reference to analytical procedures, and proposed acceptance
criteria, is addressed in ICH Q6A and Q6B. In addition, specification for degradation products in a
drug substance is discussed in Q3A.

Stability studies should include testing of those attributes of the drug substance that are susceptible
to change during storage and are likely to influence quality, safety, and/or efficacy. The testing
should cover, as appropriate, the physical, chemical, biological, and microbiological attributes.
Validated stability-indicating analytical procedures should be applied. Whether and to what extent
replication should be performed will depend on the results from validation studies.

2.1.6. Testing Frequency

For long term studies, frequency of testing should be sufficient to establish the stability profile of
the drug substance. For drug substances with a proposed re-test period of at least 12 months, the
frequency of testing at the long term storage condition should normally be every 3 months over the
first year, every 6 months over the second year, and annually thereafter through the proposed re-
test period.

At the accelerated storage condition, a minimum ofthree time points, including the initial and final
time points (e.g., 0, 3, and 6 months), from a 6-month study is recommended. Where an
expectation (based on development experience) exists that results from accelerated studies are
likely to approach significant change criteria, increased testing should be conducted either by
adding samples at the final time point or by including a fourth time point in the study design.
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Stability Testing of New Drug Substances and Products

When testing at the intermediate storage condition is called for as a result of significant change at
the accelerated storage condition, a minimum of four time points, including the initial and final:
time points (e.g.,-0, 6,9, 12 months), from a 12-month study is recommended.

2.1.7. Storage Conditions

In gencral, a drug substance should be cvaluated undcr storage conditions (with appropriate
tolerances) that test its thermal stability and, if applicable, its sensitivity to moisture. The storage
conditions and the lengths of studies chosen should be sufficient to cover storage, shipment, and
subsequent use.

The long term testing should cover a minimum of 12 months’ duration on at least three primary
batches at the time of submission and should be continued for a period of time sufficient to cover
the proposed re-test period. Additional data accumulated during the assessment period of the
registration application should be submitted to the authoritics if requested. Data from the
accelerated storage condition and, if appropriate, from the intermediate storage condition can be
used to evaluate the effect of short term excursions outside the label storage conditions (such as
might occur during shipping).

Long term, accelerated, and, where appropriate, intermediate storage conditions for drug substances
are detailed in the sections below. The general case applies if the drug substance is not specifically
covered by a subsequent section. Alternative storage conditions can be usedifjustified.

2.1.7.1. General case 

Study Storage condition Minimum time period covered by data
at submission

25°C + 2°C/60% RH + 5% RH or|19 months

Tntermediate** 30°C + 2°C/65% RH + 5% RH 6 months

  

   
Accelerated 40°C + 2°C/75% RH + 5% RH 6 months

   
*It is up to the applicant to decide whether long term stability studies are performed at 25 +
2°C/60% RH + 5% RH or 30°C + 2°C/65% RH + 5% RH.

**T£ 30°C + 2°C/65% RH + 5% RHis the long-term condition, there is no intermediate condition.

 
If long-term studies are conducted at 25°C + 2°C/60% RH + 5% RH and “significant change”
occurs at any time during 6 months’ testing at the accelerated storage condition, additional testing
at the intermediate storage condition should be conducted and evaluated against significant change
criteria. Testing at the intermediate storage condition should include all tests, unless otherwise
justified. The initial application should include a minimum of 6 months’ data from a 12-month
study at the intermediate storage condition.

 

“Significant change” for a drug substanceis defined as failure to meet its specification.

2.1.7.2, Drug substances intendedfor storage in a refrigerator

Storage condition Minimum time period covered by data
at submission

 
Long term §°C+3°C 12 months 

Accelerated 25°C + 2°C/60% RH 4 6 months   
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Data from refrigerated storage should be assessed according to the evaluation section of this
guideline, except where explicitly noted below.

If significant change occurs between 3 and 6 months’ testing at the accelerated storage condition,
the proposed re-test period should be based on the real time data available at the long term storage
condition.

If significant change occurs within the first 3 months’ testing at the accelerated storage condition, a
discussion should be provided to address the effect of short term excursions outside the label
storage condition, e.g., during shipping or handling. This discussion can be supported, if
appropriate, by further testing on a single batch of the drug substance for a period shorter than 3
months but with more frequent testing than usual. It is considered unnecessary to continue to test a
drug substance through 6 months when a significant change has occurred within the first 3 months.

2.1.7.3. Drug substances intended for storage in a freezer

Study Storage condition Minimum time period covered by data
at submission 

Long term - 20°C + 5°C 12 months
  

For drug substances intended for storage in a freezer, the re-test period should be based on the real
time data obtained at the long term storage condition. In the absence of an accelerated storage
condition for drug substances intended to be stored in a freezer, testing on a single batch at an
elevated temperature (e.g., 5°C + 3°C or 25°C + 2°C) for an appropriate time period should be
conducted to address the effect of short term excursions outside the proposed label storage
condition, e.g., during shipping or handling.

  

2.1.7.4. Drug substancesintendedfor storage below -20°C

Drug substances intended for storage below -20°C should betreated on a case-by-case basis.

2.1.8. Stability Commitment

Whenavailable long term stability data on primary batches do not cover the proposed re-test period
granted at the time of approval, a commitment should be made to continuethe stability studies post
approval in order to firmly establish the re-test period.

Where the submission includes long term stability data on three production batches covering the
proposed re-test period, a post approval commitmentis considered unnecessary. Otherwise, one of
the following commitments should be made:

1. If the submission includes data from stability studies on at least three production batches, a
commitment should be madeto continue these studies through the proposed re-test period.

2. Ifthe submission includes data from stability studics on fewer than three production batches, a
commitment should be made to continue these studies through the proposed re-test period and
to place additional production batches, to a total of at least three, on long term stability studies
through the proposed re-test period.

3. If the submission does not include stability data on production batches, a commitment should
be madeto place the first three production batches on long term stability studies through the
proposed re-test period.

The stability protocol uscd for long term studics for the stability commitment should be the same as
that for the primary batches, unless otherwise scientifically justified.
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Stability Testing of New Drug Substances and Products

2.1.9. Evaluation

The purpose of the stability study is to establish, based on testing a minimum of three batches of
the drug substance and evaluating the stability information (including, as appropriate, results of the
physical, chemical, biological, and microbiological tests), a re-test period applicable to all future
batches of the drug substance manufactured under similar circumstances. The degree of variability
of individual batches affects the confidence that a future production batch will remain within
specification throughout the assigned re-test period.

The data may show so little degradation and so little variability that it is apparent from looking at
the data that the requested re-test period will be granted. Under these circumstances,it is normally
unnecessary to go through the formal statistical analysis; providing a justification for the omission
should be sufficient.

An approach for analyzing the data on a quantitative attribute that is expected to change with time
is to determine the time at which the 95% one-sided confidence limit for the mean curve intersects

the acceptance criterion. If analysis shows that the batch-to-batch variability is small, it is
advantageous to combine the data into one overall estimate. This can be done by first applying
appropriate statistical tests (e.g., p values for level of significance of rejection of more than 0.25) to
the slopes of the regression lines and zero time intercepts for the individual batches. If it is
inappropriate to combine data from several batches, the overall re-test period should be based on
the minimum timea batch can be expected to remain within acceptancecriteria.

The nature of any degradation relationship will determine whether the data should be transformed
for linear regression analysis. Usually the relationship can be represented by a linear, quadratic, or
cubic function on an arithmetic or logarithmic scale. Statistical methods should be employedto test
the goodness of fit of the data on all batches and combined batches (where appropriatc) to the
assumed degradation line or curve.

Limited extrapolation of the real time data from the long term storage condition beyond the
observed range to extend the re-test period can be undertaken at approval time, if justified. This
justification should be based on what is known about the mechanism of degradation, the results of
testing under accelerated conditions, the goodness offit of any mathematical model, batch size,
existence of supporting stability data, etc. However, this extrapolation assumes that the same
degradation relationship will continue to apply beyond the observed data.

Any evaluation should cover not only the assay, but also the levels of degradation products and
other appropriate attributes.

2.1.10. Statements/Labeling

A storage statement should be established for the labeling in accordance with relevant
national/regional requirements. The statement should be based on the stability evaluation of the
drug substance. Where applicable, specific instructions should be provided, particularly for drug
substances that cannot tolerate freezing. Terms such as “ambicnt conditions” or “room
temperature” should be avoided.

A re-test period should be derived from the stability information, and a retest date should be
displayed on the containerlabel if appropriate.

2.2. Drug Product

2.2.1. General

The design of the formal stability studies for the drug product should be based on knowledge of the
behavior and properties of the drug substance and from stability studies on the drug substance and
on experience gained from clinical formulation studies. The likely changes on storage and the
rationale for the selection of attributes to be tested in the formal stability studies should be stated.
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2.2.2. Photostability Testing

Photostability testing should be conducted on at least one primary batch of the drug product if
appropriate. The standard conditions for photostability testing are described in ICH QIB.

2.2.3. Selection ofBatches

Data from stability studies should be provided on at least three primary batches of the drug product.
The primary batches should be ofthe same formulation and packaged in the same container closure
system as proposed for marketing. The manufacturing process used for primary batches should
simulate that to be applied to production batches and should provide product of the same quality
and meeting the same specification as that intended for marketing. Two of the three batches should
be at least pilot scale batches and the third one can be smaller, if justified. Where possible, batches
of the drug product should be manufactured by using different batches of the drug substance.

Stability studics should be performed on cach individual strength and containcr size of the drug
product unless bracketing or matrixing is applied.

Other supporting data can be provided.

2.2.4. Container Closure System

Stability testing should be conducted on the dosage form packaged in the container closure system
proposed for marketing (including, as appropriate, any secondary packaging and container label).
Any available studies carried out on the drug product outside its immediate container or in other
packaging matcrials can form a uscful part of the stress testing of the dosage form or can be
considered as supporting information, respectively.

2.2.5. Specification

Specification, which is a list of tests, reference to analytical procedures, and proposed acceptance
criteria, including the concept of different acceptance criteria for release and shelf life
specifications, is addressed in ICH Q6A and Q6B. In addition, specification for degradation
products in a drug productis addressed in Q3B.

Stability studics should include testing of those attributes of the drug product that arc susceptible to
change during storage andare likely to influence quality, safety, and/or efficacy. The testing should
cover, aS appropriate, the physical, chemical, biological, and microbiological attributes,
preservative content (e.g., antioxidant, antimicrobial preservative), and functionality tests (e.g., for
a dose delivery system). Analytical procedures should be fully validated and stability indicating.
Whether and to what extent replication should be performed will depend on the results of
validation studies.

Shelf life acceptance criteria should be derived from consideration of all available stability
information. It may be appropriate to have justifiable differences between the shelf life and release
acceptance criteria based on the stability evaluation and the changes observed on storage. Any
differences between the release and shelf life acceptance criteria for antimicrobial preservative
content should be supported by a validated corrclation of chemical content and preservative
effectiveness demonstrated during drug development onthe product in its final formulation (except
for preservative concentration) intended for marketing. A single primary stability batch of the drug
product should be tested for antimicrobial preservative effectiveness (in addition to preservative
content) at the proposed shelf life for verification purposes, regardless of whether there is a
difference between the release and shelf life acceptance criteria for preservative content.

2.2.6. Testing Frequency

For long term studies, frequency of testing should be sufficicnt to establish the stability profile of
the drug product. For products with a proposed shelf life of at least 12 months, the frequency of
testing at the long term storage condition should normally be every 3 months over the first year,
every 6 months over the second year, and annually thereafter through the proposedshelf life.

6
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At the accelerated storage condition, a minimum ofthree time points, including the initial and final
time points (e.g., 0, 3, and 6 months), from a 6-month study is recommended. Where an
expectation (based on development experience) exists that results from accelerated testing are
likely to approach significant change criteria, increased testing should be conducted either by
adding samples at the final time point or by including a fourth time point in the study design.

Whentesting at the intermediate storage condition is called for as a result of significant change at
the accelerated storage condition, a minimum of four time points, including the initial and final
time points (e.g., 0, 6, 9, 12 months), from a 12-month study is recommended.

Reduced designs, i.c., matrixing or bracketing, where the testing frequency is reduced or certain
factor combinationsare not tested at all, can be applied, ifjustified.

2.2.7. Storage Conditions

In general, a drug product should be cvaluated under storage conditions (with appropriate
tolerances) that test its thermal stability and, if applicable, its sensitivity to moisture or potential for
solvent loss. The storage conditions and the lengths of studies chosen should be sufficient to cover
storage, shipment, and subsequent use.

Stability testing of the drug product after constitution or dilution, if applicable, should be
conducted to provide information for the labeling on the preparation, storage condition, and in-use
period of the constituted or diluted product. This testing should be performed on the constituted or
diluted product through the proposed in-use period on primary batches as part of the formal
stability studies at initial and final time points and, if full shelf life long term data will not be
available before submission, at 12 months or the last time point for which data will be available. In
general, this testing need not be repeated on commitment batches.

The long term testing should cover a minimum of 12 months’ duration on at least three primary
batches at the time of submission and should be continued for a period of time sufficient to cover
the proposed shelf life. Additional data accumulated during the assessment period of the
registration application should be submitted to the authorities if requested. Data from the
accelerated storage condition and, if appropriate, from the intermediate storage condition can be
used to evaluate the effect of short term excursions outside the label storage conditions (such as
might occur during shipping).

Long term, accelerated, and, where appropriate, intermediate storage conditions for drug products
are detailed in the sections below. The general case applies if the drug product is not specifically
covered by a subsequent section. Alternative storage conditions can be used,ifjustified.

2.2.7.1. General case

  

  
Study Storage condition Minimumtime period covered by

data at submission

Long term* 25°C + 2°C/60% RH + 5% RH|12 months

30°C + 2°C/65% RH + 5% RH

Intermediate** 30°C + 2°C/65% RH + 5% RH 6 months

Accelerated 40°C + 2°C/75% RH + 5% RH 6 months
     

*It is up to the applicant to decide whether long term stability studies are performed at 25 +
2°C/60% RH + 5% RH or 30°C + 2°C/65% RH + 5% RH.

**If 30°C + 2°C/65% RH + 5% RHis the long-term condition, there is no intermediate condition.
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If long-term studies are conducted at 25°C + 2°C/60% RH + 5% RH and “significant change”
occurs at any time during 6 months’ testing at the accelerated storage condition, additional testing
at the intermediate storage condition should be conducted and evaluated against significant change
criteria. The initial application should include a minimum of 6 months’ data from a 12-month study
at the intermediate storage condition.

 

In general, “significant change” for a drug product is defined as:

1. A 5% change in assay from its initial value; or failure to meet the acceptance criteria for
potency whenusing biological or immunological procedures;

2. Any degradation product’s exceeding its acceptancecriterion;

3. Failure to meet the acceptance criteria for appearance, physical attributes, and functionality
test (e.g., color, phase separation, resuspendibility, caking, hardness, dose delivery per
actuation); however, some changes in physical attributcs (c.g., softening of suppositorics,
melting of creams) may be expected under accelerated conditions;

and, as appropriate for the dosage form:

4. Failure to meet the acceptance criterion for pH; or

5. Failure to meet the acceptance criteria for dissolution for 12 dosage units.

2.2.7.2. Drugproducts packaged in impermeable containers

Sensitivity to moisture or potential for solvent loss is not a concern for drug products packaged in
impermeable containers that provide a permanent barrier to passage of moisture or solvent. Thus,
stability studies for products stored in impermeable containers can be conducted under any
controlled or ambient humidity condition.

2.2.7.3. Drugproducts packaged in semi-permeable containers

Aqueous-based products packaged in semi-permeable containers should be evaluated for potential
water loss in addition to physical, chemical, biological, and microbiological stability. This
evaluation can be carried out under conditions of low relative humidity, as discussed below.
Ultimately, it should be demonstrated that aqueous-based drug products stored in semi-permeable
containers can withstand low relative humidity environments.

Other comparable approaches can be developed and reported for non-aqueous, solvent-based
products.

 

 
Study Storage condition Minimum time period covered

by data at submission

Long term* 25°C + 2°C/40% RH + 5% RH 12 months
or

30°C + 2°C/35% RH + 5% RH 
Intermediate** 30°C + 2°C/65% RH + 5% RH 6 months

  
Accelerated 40°C + 2°C/not more than (NMT) 25% 6 months

RH

  
 

*It is up to the applicant to decide whether long term stability studies are performed at 25 +
2°C/40% RH + 5% RH or 30°C + 2°C/35% RH + 5% RH.

**TF 30°C + 2°C/35% RH + 5% RHis the long-term condition, there is no intermediate condition.
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For long-term studies conducted at 25°C + 2°C/40% RH + 5% RH, additional testing at the
intermediate storage condition should be performed as described under the general case to evaluate
the temperature effect at 30°C if significant change other than water loss occurs during the 6
months’ testing at the accelerated storage condition. A significant change in water loss alone at the
accelerated storage condition docs not necessitate testing at the intermediate storage condition.
However, data should be provided to demonstrate that the drug product will not have significant
water loss throughout the proposed shelf life if stored at 25°C and the reference relative humidity
of 40% RH.

A 5% loss in water from its initial value is considered a significant change for a product packaged
in a semi-permeable container after an equivalent of 3 months’ storage at 40°C/NMT 25% RH.
However, for small containers (1 mL or less) or unit-dose products, a water loss of 5% or more
after an cquivalent of 3 months’ storage at 40°C/NMT 25% RH maybe appropriate, ifjustificd.

An alternative approach to studying at the reference relative humidity as recommendedin the table
above (for either long term or accelerated testing) is performing the stability studies under higher
relative humidity and deriving the water loss at the reference relative humidity through calculation.
This can be achieved by experimentally determining the permeation coefficient for the container
closure system or, as shown in the example below, using the calculated ratio of water loss rates
between the two humidity conditions at the same temperature. The permeation coefficient for a
container closure system can be experimentally determined by using the worst case scenario(e.g.,
the most diluted of a series of concentrations) for the proposed drug product.

Example ofan approachfor determining water loss:

For a product in a given container closure system, container size, and fill, an appropriate approach
for deriving the water loss rate at the reference relative humidity is to multiply the water loss rate
measured at an alternative relative humidity at the same temperature by a water loss rate ratio
shown in the table below. A linear water loss rate at the alternative relative humidity over the
storage period should be demonstrated.

For example, at a given temperature, e.g., 40°C, the calculated water loss rate during storage at
NMT 25% RH is the water loss rate measured at 75% RH multiplied by 3.0, the corresponding
water loss rate ratio.

Alternative relative Referencerelative Ratio of water loss rates at a

humidity humidity given temperature

RH HsRValid watcr loss rate ratios at relative humidity conditions othcr than those shown in the table
above can also be used.

 
2.2.7.4. Drugproducts intendedfor storage in a refrigerator

Storage condition Minimum time period covered by
data at submission

 
Long term 5°C + 3°C 12 months 

Accelerated 25°C + 2°C/60% RH 4 6 months   
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If the drug product is packaged in a semi-permeable container, appropriate information should be
providedto assess the extent of water loss.

Data from refrigerated storage should be assessed according to the evaluation section of this
guideline, except where explicitly noted below.

If significant change occurs between 3 and 6 months’ testing at the accelerated storage condition,
the proposed shelf life should be based on the real time data available from the long term storage
condition.

If significant change occurs within the first 3 months’ testing at the accelerated storage condition, a
discussion should be provided to address the effect of short term excursions outside the label
storage condition, e.g., during shipment and handling. This discussion can be supported, if
appropriate, by furthcr testing on a single batch of the drug product for a period shorter than 3
months but with more frequent testing than usual. It is considered unnecessary to continue to test a
product through 6 months when a significant change has occurred within the first 3 months.

2.2.7.5. Drugproducts intendedfor storage in afreezer

Storage condition Minimum time period covered by
data at submission 

Long term - 20°C + °C 12 months
 
 

For drug products intended for storage in a freezer, the shelf life should be based on the real time
data obtained at the long term storage condition. In the absence of an accelerated storage condition
for drug products intended to be stored in a freezer, testing on a single batch at an elevated
temperature (e.g., 5°C + 3°C or 25°C + 2°C) for an appropriate time period should be conducted to
address the effect of short term excursions outside the proposed label storage condition.

  

2.2.7.6. Drugproducts intendedfor storage below -20°C

Drug products intended for storage below -20°C should be treated on a case-by-case basis.

2.2.8. Stability Commitment

When available long term stability data on primary batches do not cover the proposed shelf life
granted at the time of approval, a commitment should be made to continue the stability studies post
approval in order to firmly establish the shelflife.

Where the submission includes long term stability data from three production batches covering the
proposed shelf life, a post approval commitment is considered unnecessary. Otherwise, one of the
following commitments should be made:

1. Ifthe submission includes data from stability studies on at least three production batches, a
commitment should be made to continuc the long term studics through the proposed shelf life
and the accelerated studies for 6 months.

2. Ifthe submission includes data from stability studies on fewer than three production batches, a
commitment should be made to continue the long term studies through the proposed shelf life
and the accelerated studies for 6 months, and to place additional production batches, to a total
of at least three, on long term stability studies through the proposed shelf life and on
accelerated studies for 6 months.

3. If the submission docs not include stability data on production batches, a commitment should
be madeto place the first three production batches on long term stability studies through the
proposed shelf life and on accelerated studies for 6 months.

10
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The stability protocol used for studies on commitment batches should be the same asthat for the
primary batches, unless otherwise scientifically justified.

Where intermediate testing is called for by a significant change at the accelerated storage condition
for the primary batches, testing on the commitment batches can be conducted at either the
intermediate or the accclcrated storage condition. However, if significant change occurs at the
accelerated storage condition on the commitment batches, testing at the intermediate storage
condition should also be conducted.

2.2.9. Evaluation

A systematic approach should be adopted in the presentation and evaluation of the stability
information, which should include, as appropriate, results from the physical, chemical, biological,
and microbiological tests, including particular attributes of the dosage form (for example,
dissolution rate for solid oral dosage forms).

The purpose of the stability study is to establish, based on testing a minimum of three batches of
the drug product, a shelf life and label storage instructions applicable to all future batches of the
drug product manufactured and packaged under similar circumstances. The degree of variability of
individual batches affects the confidence that a future production batch will remain within
specification throughout its shelflife.

Where the data show solittle degradation and so little variability that it is apparent from looking at
the data that the requested shelf life will be granted, it is normally unnecessary to go through the
formalstatistical analysis; providing a justification for the omission should be sufficient.

An approach for analyzing data of a quantitative attribute that is expected to change with timeis to
determine the time at which the 95 one-sided confidence limit for the mean curve intersects the

acceptance criterion. If analysis shows that the batch-to-batch variability is small, it is
advantageous to combine the data into one overall estimate. This can be done byfirst applying
appropriate statistical tests (e.g., p values for level of significance of rejection of more than 0.25) to
the slopes of the regression lines and zero time intercepts for the individual batches. If it is
inappropriate to combine data from several batches, the overall shelf life should be based on the
minimum time a batch can be expected to remain within acceptancecriteria.

The nature of the degradation relationship will determine whether the data should be transformed
for lincar regression analysis. Usually the relationship can be represented by a lincar, quadratic, or
cubic function on an arithmetic or logarithmic scale. Statistical methods should be employed to test
the goodness of fit on all batches and combined batches (where appropriate) to the assumed
degradation line or curve.

Limited extrapolation of the real time data from the long term storage condition beyond the
observed range to extend the shelf life can be undertaken at approval time, if justified. This
justification should be based on what is known about the mechanisms of degradation, the results of
testing under accelerated conditions, the goodness of fit of any mathematical model, batch size,
existence of supporting stability data, etc. However, this extrapolation assumes that the same
degradation relationship will continue to apply beyond the observed data.

Any evaluation should consider not only the assay but also the degradation products and other
appropriate attributes. Where appropriate, attention should be paid to reviewing the adequacy of the
massbalance and different stability and degradation performance.

2.2.10. Statements/Labeling

A storage statement should be cstablished for the labcling in accordance with relevant
national/regional requirements. The statement should be based on the stability evaluation of the
drug product. Where applicable, specific instruction should be provided, particularly for drug
products that cannot tolerate freezing. Terms such as “ambient conditions” or “room temperature”
should be avoided.

11
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There should be a direct link between the label storage statement and the demonstrated stability of
the drug product. An expiration date should be displayed on the container label.

3. GLOSSARY

The following definitions are provided to facilitate interpretation of the guideline.

Accelerated testing

Studies designed to increase the rate of chemical degradation or physical change of a drug
substance or drug product by using cxaggcrated storage conditions as part of the formal stability
studies. Data from these studies, in addition to long term stability studies, can be used to assess
longer term chemical effects at non-accelerated conditions and to evaluate the effect of short term
excursions outside the label storage conditions such as might occur during shipping. Results from
accelerated testing studies are not always predictive of physical changes.

Bracketing

The design of a stability schedule such that only samples on the extremes of certain design factors,
e.g., strength, package size, are tested at all time points as in a full design. The design assumes that
the stability of any intermediate levels is represented by the stability of the extremes tested. Where
a range of strengths is to be tested, bracketing is applicable if the strengths are identical or very
closely related in composition (e.g., for a tablet range made with different compression weights of a
similar basic granulation, or a capsule range made byfilling different plug fill weights of the same
basic composition into different size capsule shells). Bracketing can be applied to different
container sizes or different fills in the same container closure system.

Climatic zones

The four zones in the world that are distinguished by their characteristic prevalent annual climatic
conditions. This is based on the concept described by W. Grimm (Drugs Made in Germany,
28:196-202, 1985 and 29:39-47, 1986).

Commitmentbatches

Production batches of a drug substance or drug product for which the stability studies are initiated
or completed post approval through a commitment madein the registration application.

Container closure system

The sum of packaging components that together contain and protect the dosage form. This includes
primary packaging components and secondary packaging components, if the latter are intended to
provide additional protection to the drug product. A packaging system is equivalent to a container
closure system.

Dosage form

A pharmaccutical product type (c.g., tablet, capsule, solution, cream) that contains a drug substance
generally, but not necessarily, in association with excipients.

Drug product

The dosage form in the final immediate packaging intended for marketing.

Drug substance

The unformulated drug substance that may subsequently be formulated with excipients to produce
the dosage form.

12
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Excipient

Anything other than the drug substance in the dosage form.

Expiration date

The date placed on the container label of a drug product designating the time prior to which a batch
of the product is expected to remain within the approved shelf life specification if stored under
defined conditions, and after which it must not be used.

Formalstability studics

Long term and accelerated (and intermediate) studies undertaken on primary and/or commitment
batches according to a prescribed stability protocol to establish or confirm the re-test period of a
drug substanceor the shelf life of a drug product.

Impermeable containers

Containers that provide a permanent barrier to the passage of gases or solvents, e.g., sealed
aluminum tubesfor semi-solids, sealed glass ampoules for solutions.

Intermediate testing

Studies conducted at 30°C/65% RH and designed to moderately increase the rate of chemical
degradation or physical changes for a drug substance or drug product intended to be stored long
term at 25°C.

Longterm testing

Stability studies under the recommended storage condition for the re-test period or shelf life
proposed (or approved) for labeling.

Mass balance

The process of adding together the assay value and levels of degradation products to see how
closely these add up to 100% of the initial value, with due consideration of the margin of analytical
error.

Matrixing

The design of a stability schedule such that a selected subset of the total number of possible
samples for all factor combinations is tested at a specified time point. At a subsequent time point,
another subset of samples for all factor combinations is tested. The design assumesthat the stability
of each subset of samples tested represents the stability of all samples at a given time point. The
differences in the samples for the same drug product should be identified as, for example, covering
different batches, different strengths, different sizcs of the same containcr closure system, and,
possibly in some cases, different container closure systems.

Mean kinetic temperature

A single derived temperature that, if maintained over a defined period of time, affords the same
thermal challenge to a drug substance or drug product as would be experienced over a range of
both higher and lower temperatures for an equivalent defined period. The mean kinetic temperature
is higher than the arithmetic mean temperature and takes into account the Arrhenius equation.

When establishing the mean kinctic temperature for a defined period, the formula of J. D. Haynes
(J. Pharm, Sci., 60:927-929, 1971) can be used.

New molecular entity

An active pharmaceutical substance not previously contained in any drug product registered with
the national or regional authority concerned. A new salt, ester, or non-covalent-bond derivative of
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an approved drug substance is considered a new molecular entity for the purpose of stability testing
underthis guidance.

Pilot scale batch

A batch of a drug substance or drug product manufactured by a procedure fully representative of
and simulating that to be applied to a full production scale batch. For solid oral dosage forms, a
pilot scale is generally, at a minimum, one-tenth that of a full production scale or 100,000 tablets or
capsules, whicheveris the larger.

Primary batch

A batch of a drug substance or drug product used in a formal stability study, from whichstability
data are submitted in a registration application for the purpose of establishing a re-test period or
shelf life, respectively. A primary batch of a drug substance should be at least a pilot scale batch.
For a drug product, two of the three batches should be at least pilot scale batch, and the third batch
can be smaller if it is representative with regard to the critical manufacturing steps. However, a
primary batch may be a production batch.

Production batch

A batch of a drug substance or drug product manufactured at production scale by using production
equipment in a production facility as specified in the application.

Re-test date

The date after which samples of the drug substance should be examined to ensure that the material
is still in compliance with the specification and thus suitable for use in the manufacture of a given
drug product.

Re-test period

The period of time during which the drug substance is expected to remain within its specification
and, therefore, can be used in the manufacture of a given drug product, provided that the drug
substance has been stored under the defined conditions. After this period, a batch of drug substance
destined for use in the manufacture of a drug product should be re-tested for compliance with the
specification and then used immediately. A batch of drug substance can be re-tested multiple times
and a different portion of the batch used after each re-test, as long as it continues to comply with
the specification. For most biotechnological/biological substances known to be labile, it is more
appropriate to establish a shelf life than a re-test period. The same may be true for certain
antibiotics.

Semi-permeable containers

Containers that allow the passage of solvent, usually water, while preventing solute loss. The
mechanism for solvent transport occurs by absorption into one container surface, diffusion through
the bulk of the container material, and desorption from the other surface. Transport is driven by a
partial-pressure gradient. Examples of semi-permeable containers include plastic bags and semi-
rigid, low-density polyethylene (LDPE) pouches for large volume parenterals (LVPs), and LDPE
ampoules, bottles, and vials.

Shelf life (also referred to as expiration dating period)

The time period during which a drug product is expected to remain within the approved shelflife
specification, provided that it is stored under the conditions defined on the containerlabel.

Specification

See Q6A and Q6B.
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Specification — Release

The combination of physical, chemical, biological, and microbiological tests and acceptance
criteria that determine the suitability of a drug product at the timeofits release.

Specification - Shelf life

The combination of physical, chemical, biological, and microbiological tests and acceptance
criteria that determine the suitability of a drug substance throughoutits re-test period, or that a drug
product should meet throughoutits shelflife.

Storage condition tolerances

The acceptable variations in temperature and relative humidity of storage facilities for formal
stability studies. The equipment should be capable of controlling the storage condition within the
ranges defined in this guidcline. The actual temperature and humidity (when controlled) should be
monitored during stability storage. Short term spikes due to opening of doors of the storage facility
are accepted as unavoidable. The effect of excursions due to equipment failure should be
addressed, and reported if judged to affect stability results. Excursions that exceed the defined
tolerances for more than 24 hours should be described in the study report and their effect assessed.

Stress testing (drug substance)

Studies undertaken to elucidate the intrinsic stability of the drug substance. Suchtesting is part of
the development strategy and is normally carricd out under more severe conditions than those used
for accelerated testing.

Stress testing (drug product)

Studies undertaken to assess the effect of severe conditions on the drug product. Such studies
include photostability testing (see ICH Q1B)andspecific testing on certain products, (e.g., metered
dose inhalers, creams, emulsions, refrigerated aqueous liquid products).

Supporting data

Data, other than those from formal stability studies, that support the analytical procedures, the
proposed re-test period or shelf life, and the label storage statements. Such data include (1)
stability data on early synthetic route batches of drug substance, small scale batches of materials,
investigational formulations not proposed for marketing, related formulations, and product
presented in containers and closures other than those proposed for marketing; (2) information
regarding test results on containers; and (3) other scientific rationales.

4, REFERENCES

ICH QIB: “Photostability Testing ofNew Drug Substances and Products”

ICH OIC: “Stability Testing ofNew Dosage Forms”

ICH Q3A: “Impurities in New Drug Substances”

ICH Q3B: “Impurities in New Drug Products”

ICH OSC: “Stability Testing ofBiotechnological/Biological Products”

ICH QOG6A: “Specifications: Test Procedures and Acceptance Criteria for New Drug Substances”

and New Drug Products: Chemical Substances

ICH QOB: “Specifications: Test Procedures and Acceptance Criteria for New Drug Substances
and New Drug Products: Biotechnological/Biological Products”
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Wadala (East), Mumbai : 400 037.

Date ofbirth : 01 October, 1973

Telephone : 9820702192 (M)

Email : nikhil73@gmail.com

Educational Qualification : M.Sc. from University School of Science,

Ahmedabad(1996)

B.Sc. from Bhavans College, Anmedabad,

(1994)

H.Sc. from Amrut High School, Anmedabad,

(1991)

S.S.C. from Rachana High School, Ahmedabad (1989)

Advance Diploma in Computer Application (ADCA)

Accolades : Awarded three gold medals at Third B.Sc. (Chem)
Gujarat University Exam 1994

Work Experience : 15 years of experience at Cipla Ltd (YOJ : 1996)

Current position : Head Maketing andSales, Cipla Ltd, Mumbai, India
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Atty Docket: PAC/20632 US (4137-04700) Patent

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants: Amar Lulla,et al. Confirmation No.: 4912

Serial No.:—10/518,016 Group Art Unit: 1616

Filed: July 6, 2005 Examiner: Nielsen, Thor B.

For: COMBINATION OF AZELASTINE AND

STEROIDS
Attorney Docket: PAC/20632 US
(4137-04700)

COP?SOP00DCODLODLODLODLOD
DECLARATION OF GEENA MALHOTRA UNDER37 CFR § 1.132

Commissioner for Patents

P.O. Box. 1450

Alexandria, VA 22313-1450

Sir:

1. I, Geena Malhotra, hereby declare and state as follows:

2. I am currently employed by Cipla Limited (“Cipla”), the assignee of the above-

referenced U.S. Pat. App. No. 10/518,016 (the ‘016 application), as Head of Research and

Development.

3, I hold the degree of B. Pharm. from SNDT University. A copy of my Curriculum Vitae,

accurately listing my scientific credentials and work experience, is attached herewith as Exhibit

A.

4. I am a co-inventor of the invention claimed in the ‘016 application.

5. I have been informedthat the U.S. Patent Office has cited published European Pat. App.

Publication No. 0780127A1 by Ronald Cramer (“Cramer”) as prior art against the ‘016

application, and specifically that the U.S. Patent Office considers Example 3 of Cramer to be the

closest prior art example.

131429 v1/4137.04700
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6. I have reviewed and am familiar with Cramer, and Example 3 of Cramer has been

reproduced experimentally under my supervision. For at least the reasons discussed in detail

below, the formulation described in Example 3 of Crameris inoperable and unacceptable as a

pharmaceutical formulation in a dosage form suitable for nasal administration.

7. Example 3 of Cramer was reproduced accordingto the following table of ingredients and

process of preparation:

 

 
 
  

 
 

 
 

   

   
 
 

 
   

 
 

Ingredients Quantity (% w/v)

Drugs 98 meg (0.07%) +
(Azelastine hydrochloride + 70 mcg (0.05%)
Triamcinoloneacetonide)
Hydroxy propyl methyl cellulose 1.0
[HPMC (E4M)]
Glycerin 2.0
Polysorbate 80 0.05
Benzalkonium Chloride NF 0.02

Disodium EDTA 0.05

Sodium Chloride 0.9

Purified water q.s. to vol. 

Process of preparation:

1) Part quantity of purified water was taken in a vessel.

2)

3)

4)

5)

6)

7)

8)

9)

  

Sodium chloride and Disodium EDTA was added and dissolved under stirring

followed by heating the bulk.

Hydroxy propyl methyl cellulose (HPMC) was added and dispersed understirring.

Stirring was done and bulk washeld at 2-8°C overnight.

Glycerin was added and mixed in above bulk understirring.

Part quantity of purified water was taken and Azelastine hydrochloride was dissolved

in it to form drug slurry.

Drug slurry of step # 6 was added in main bulk of step #5 understirring.

Polysorbate 80 was added and dissolved in part quantity of purified water.

Triamcinolone acetonide was addedto this solution understirring.

Drugslurry of step # 8 was added in above bulk of step # 7 understirring.

131429 y1/4137.04700
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10) Benzalkonium chloride was added in part quantity of purified water and this solution

was addedin above bulk understirring.

11) Volume was made-up with purified water.

12) Stirring was done and pH was checked.

8. Upon completion of the process of preparation, the following observations were noted:
 
Stability test: Azelastine hydrochloride + Triamcinolone

acetonide Nasal Spray
 
 
 
 

INITIAL OBSERVATIONS

White, translucent, viscous suspension.
On keeping, the active ingredient settled in bottle and
was very difficult to re-disperse. This is expected to
lead to variation in content per spray. A lot of foam
was generated on shaking which was difficult to
dissipate owing to high viscosity; this is expected to
lead to inconsistent delivery.

 
 
  

 
 

 
 
 
 
 

  Product description

Osmolality  
 

554 mOsm/kg (Hyperosmotic/hypertonic) 
 

Product performance with
40 mel nasal pump and
suitable actuator

After actuation of nasal pump, bulk was discharged
as a Jet (a stream ofliquidforcefully shootingforth
from theorifice) and not as a Spray.

 
 
 

 
9, From the observations set forth in paragraph 8, it is conclusive that the formulation

described in Example 3 of Cramer is inoperable and unacceptable as a pharmaceutical

formulation in a dosage form suitable for nasal administration for at least the following reasons:

(A) Unacceptable settling and difficulty in resuspending — homogeneity of the active

material in product is not expected to be maintained due to caking seen at the bottom of

vial of the formulation;

(B) Unacceptable jet rather than desired spray mist — after actuation of the nasal

pump, the product comesoutas jet (a stream ofliquid forcefully shooting forth from the

orifice) and not a spray (a mist of fine liquid particles), and due to which the drugis not

expected to be suitably deposited on nasal mucosa; and

131429 v1/4137.04700
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(C) Unacceptable osmolality — It is widely known and accepted that nasal sprays are

preferably isotonic (as is acknowledged by Cramerat page 3, lines 8 and 49)rather than

hypertonic.! Accordingly, the undesirable hyperosmotic (i.e., 554 mOsm/kg), hypertonic

character of the product is expected to giverise to irritation of the nasal mucosa.

10..Insofar as the azelastine hydrochloride + triamcinolone acetonide formulation of Example

3 of Cramer was found to be inoperable and unacceptable as a pharmaceutical formulation in a

form suitable for nasal administration, no appropriate comparison can be made between

Cramer's Example 3 formulation and the formulation of the claimed invention. In addition, any

further proposed chemical analysis or stability studies would yield no data relevant to any such

comparison.

11. ‘I, Geena Malhotra, further declarethat all statements made herein of my own knowledge

are true and that all statements made on information and belief are believed to be true; and

further that these statements are made with the knowledge that willful false statements and the

like so made are punishable by fine, imprisonment, or both under section 1001 of Title 18 of the

United States Code and that such willful false statements may jeopardize the validity of this

application or any patent issuing thereon.

—Date: !12™ ‘ aon Lu
Geena Malhotra

 

' “f]sotonic conditions are required for ophthalmic, nasal, most electrolyte and other
preparations.” A hypertonic solution will cause water to leave the intracellular compartment with
consequent cell shrinkage while a hypotonic solution will cause the cell to imbibe water which
produces swelling, distention and finally rupture of the cells. (See Inorganic Medicinal and
Pharmaceutical Chemistry, Block, Roche et al; 1986, pg-100, attached hereto as Exhibit B).
Further specifically with reference to nasal formulations, shrinkage of epithelial cells has been
observed in the presence of hypertonic solutions. Hypertonic saline solutions also inhibit or cease
ciliary activity (See Development ofNasal Delivery Systems: A Review, Drug Development and
Delivery, Vol. 2 No. 7, October 2002, attached hereto as Exhibit C),

131429 v1/4137.04700
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Name

Date of Birth

Residential address

Educational Qualification

Work experience

1986 -199]1

1991 — 1995

1995 onwards and

Current position
International Seminars

132244 v1/4137.04700

 
Exhibit A

CURRICULUM VITAE

Mrs. Geena Malhotra

April 20, 1964

4, Anderson House
Opposite Mazgaon DockPost Office,
Mazgaon, Mumbai-10
India

Tel: 91 22 23720714

B. Pharm.(1985)
SNDT University

R&D Scientist at Cipla Ltd., Mumbai Central

Group leader formulation development, Cipla Ltd., Mumbai
Central

Head — Research & Development

Nov. 1995: Attended International seminar on

IPEC, France

Apr. 1997 : Attended Eudragit workshop by ‘Rohm
Pharma’ Germany

June 1998 : Attended Annual Conference on Dry
PowderInhalers, U.K

June 2000 : Attended Annual Conference on Dry
PowderInhalers, U.K

June 2001 : Attended Annual Conference on Dry
PowderInhalers, U.K

Aug. 2001 : Attended Alginate and coating training,
Belgium

Nov. 2001 : Attended International seminar on Nutrition

labeling and health claim, Mumbai

June 2002 : Attended Annual Conference on Dry
PowderInhalers, U.K
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May 2005 : Attended RDD Conference, Paris, France

May 2006 : Attended RDD Conference, Florida, USA &
presented a Poster Presentation on Zerostat V—A
Non-Electrostatic Valved Holding Chamber

Mar2007 : Attended 1“ International Symposium on Hot Melt
Extrusion, Frankfurt, Germany

June 2008 : Attended Leistritz Pharmaceutical Extrusion

Seminar, USA

March 2010: Attended Lipid Symposium, Singapore

April 2010 : Attended RDD Conference, Florida, USA

June 2010 : Attended Gerteis Seminar, Switzerland

October 2010: Attended CPhi Conference, Paris, France

May 2011 : Attended Interpack 2011, Germany

Inventor of following patents and applications

1. Cyclosporine Formulations (AU706995).

2. Benzimidazole pharmaceutical composition and process of preparation (WO09852564);

Granted in GB (GB2343117).

3. Topical sprays (WO00/45795).

4. A pharmaceutical composition containing Bisphosphonic acid(s) or salt(s) thereof and a

process for preparing thereof (WO01/32185).

Spacer device for Inhaler (WO0033902); Granted in Europe, US & Canada.

Anti-wrinkle cream composition (IN182970).

Herbal antiseptic cream composition (ZA98/03753).PNDw
Topical Medicinal spray composition and their preparation which compositions can be

used to treat a variety of disorders (IN188096).

9. Process for the manufacture of metered dose topical aerosol topical aerosol dispenser as

spray (93/BOM/99),

10. A spacer device for administering orally a volatile liquid composition by inhalation

(IN190657).

11. Oil-in water micro emulsion (EP0760237A1).

132244 v1/4137.04700 2
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20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

. Pharmaceutical formulation including a suspension of Cefadroxil

(ZA2000/7740).

. An improved device for administering orally or nasally the powdered or volatile

composition by inhalation (IN188288); Granted in South Africa & Sri Lanka.

. Bilayered tablet containing Lamivudine, Stavudine & Nevirapine (ZA2001/10499)

. Tablet containing Lamivudine, Zidovudine & Nevirapine (ZA2001/10500).

. Tablet containing Lamivudine and Stavudine (ZA2001/10501).

. Tablet containing Lamivudine, Stavudine and Nevirapine (ZA2001/10502).

. Anti malarial Compositions and Process Thereof (WO2005/023304); Granted in

Seychelles & South Africa.

. A Pharmaceutical Composition Containing Bisphosphonic Acid(S) Or Salt(S) Thereof

and a Process of Preparing Thereof (WO2005/030177); Granted in South Africa.

A Process For Preparing A Topical Medicinal Spray Composition (IN188096).

Anti-Histaminic Composition (W02006/008512); Granted in Morocco, Iran, Bangladesh,

OAPI and South Africa.

Enteric Coated Formulation For Bisphosphonic Acids And Salts Thereof (US6676965).

Inhalation Formulations (W02005/087192); Granted in Morocco & OAPI.

Inhaler (W02006/05 1300); Granted in Morocco & Singapore.

Medicament Inhaler Device (W02005/113043); Granted in Burundi, Lebanon, Malta,

Myanmar & Iran.

Medicated Stick Composition (WO00044347).

Multi-dose inhaler (WO2005004962); Granted in Lebanon, Malta, Morocco, Syria,

Singapore, Eurasia, South Africa & US.

Oral formulations for 5-HT- Receptor agonists, uses and methods of treatment

employing the same (WO 2005/044222); Granted in Morocco, South Africa & UK.

Pharmaceutical Combinations and Formulations With Improved_stability

(W02005/011737).

Pharmaceutical Combinations Comprising Lamivudine, Stavudine And Efavirenz For

Treating viral Infections (WO2004089383 / WO2004089382).

Pharmaceutical Composition (WO2004/071398).

Pharmaceutical Composition Comprising A Betaminetic Agent And A Mucolytic Agent

(W02006/030221).

Pharmaceutical Composition Comprising An Isomer Of A Betamimetic Agent And An

Anti- Cholinergic Agent (W02006/027595).

132244 v1/4137.04700 3
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34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45,

46.

47.

48.

49.

50.

S51.

52.

53.

54.

55.

56.

Pharmaceutical Composition Comprising Azelastine And Steroid (WO2003/105856);

Granted in Europe, Morocco, GB, Algeria, Singapore, South Africa & New Zealand.

Pharmaceutical Composition Comprising Immunosuppressants for the Treatment Of

Dermatophytosis (WO2004/071510).

Pharmaceutical Composition Comprising Tibolone And Process for Producing The Same

(WO2005/117899).

Pharmaceutical Composition for the Administration of Water-Insoluble pharmaceutically

active substances and a process for preparation thereof (WO0132143).

Pharmaceutical Compounds & Composition (WO2006/064283).

Pharmaceutical dispensing aid (WO2005/00071 2).

Pharmaceutical Formulation Comprising Anti-Obesity Agent and Acidulant

(WO2004096202).

Pharmaceutical formulation with improved stability (EP1680092 A2).

Pharmaceutical Formulations Comprising A Proton Pump Inhibitor (WO2005/000269).

Pharmaceutical Formulations Comprising Beta-2 Adrenoreceptor Agonists and Xanthines

(W02004/050067).

Pharmaceutical Inclusion Complexes Containing a Steroid and Optionally an

Antibacterial Agent (WO2004/069280).

Pharmaceutical Preparation Comprising Calcitonin (GB2417202 A).

Pharmaceutical Product Comprising a Beta-2 Adrenergic Agonist And An H 1-Receptor

Antagonist (WO2005/041969).

Pharmaceutical Product Comprising a Beta-2  Adrenoceptor Agonist and an

Antihistamine (WO2005/007145).

Pharmaceutical Products and Composition Comprising Specific Anticholinergic Agents,

Beta-2 Agonists and Corticosteroids (ZA200501703).

Proton Pump Inhibitor Composition In Paste Form (GB2394895 A).

Sterilization Process (US2005201888).

Topical immunotherapy and compositions for use therein (US2006204446).

Topical Spray Compositions (US6962691, EP1150661).

Transdermal pharmaceutical formulation (WO 2005/041943); Granted in Bangladesh,

Burundi, Haiti, Malta, Morocco, Panama, Peru, South Africa & Singapore.

Venlafaxine Hydrochloride extendedrelease pellets (KR20060065319)

Omeprazole (WO98/52564).

Medicated stick composition (WO00044347).

132244 v1/4137.04700 4
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57. Pharmaceutical compositions containing new polymorphic forms of Olanzapine & uses

thereof (US7022698, EP1246827).

58. Inhalation device (ZA98/11257).

59. Anti-wrinkle cream composition (IN182970).

60. Improved Dry Powder Inhaler (WO2007/144659).

61. Antiretroviral Solid Oral Composition (PCT/GB2007/003061).

62. A pharmaceutical composition (WO2007/026156).

63. Anti-malarial composition (PCT/GB2006/002919).

64. Pharmaceutical Formulation(WO2008/102128).

65. Multidose Inhaler (WO2008/114034).

66. Pharmaceutical combinations (WO 2007/068934).

67. Pharmaceutical composition (WO 2007/072060).

68. Stable formulations for Inhalations (PCT/GB08/002029).

69. Pharmaceutical Compositions (PCT/GB2008/002567).

70. Solid Pharmaceutical Composition (PCT/GB2008/003 155).
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Inorganic
Medicinal and Pharmaceutical

Chemistry
JOHN H. BLOCK, Px.D. ~
Associate Professor of
Pharmaceutical Chemistry
Oregon State University
School of Pharmacy
Corvallis, Oregon

EDWARD B. ROCHE, Pu.D.
Associate Professor of
Medicinal Chemistry
University of Nebraska Medical Center
College of Pharmacy
Omaha, Nebraska

TAITO O. SOINE, Pu.D.
Professor of Medicinal Chemistry and
Chairman, Departmentof Medicinal Chemistry
University of Minnesota
Minneapolis, Minnesota

CHARLES ‘O.. WILSON,-Px.D.
Professor Emeritus of Pharmaceutical Chemistry
Oregon State Unaversity
School of Pharmacy
Corvallis, Oregon

INDIAN EDITION

VARGHESE PUBLISHING HOUSE
Hind Rajasthan Building
Dadar Bombay 400 014
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 Preface

‘Inorganic Medicinal-and Pharmaceutical Chemistry has been designed as
a classroom textbook written with two purposes in mind. The first is to
presenta review of those principles of inorganic chemistry that’apply te
medicinal and/or pharmaceutical chemistry. In that regard, the first two
chapters are devoted to explanations of atomic structure as it relates to
bondingforces and complexation, and a summaryof the important physical
properties of each element group from the periodic table. The second
purpose is to present detailed discussions of those inorganic agents: used
as pharmaceutical aids and necessities or as therapeutic and diagnostic
agents. Those products used as pharmaceuticalaids and necessities include
acids and bases, buffers, antioxidants, water, and selected tableting aids.
Inorganic compounds used therapeutically include products containing
fluid’ electrolytes, biochemically important ions, und therapeutically im-
portant ions. Other inorganic products described are antacids, cathartics,
topical agents, dental products, inhalants, antidotes, etc. Radiopharma-
ceuticals are discussed both as diagnostic and as therapeutic agents. The
toxicity problems associated with someof the inorganic cations are reviewed.

The general format is to define the class of products under discussion,
to describe the rationale for their use, and then to discuss the specific
agents. ‘ The latter usually includes theofficial description of the product,
contraindications, therapeutic and pharmaceutical incompatibilities where
appropriate, the official use, and, in manyeases, alternate uses. Pertinent
references have been provided, :

Those who have taught inorganic pharmaceutical chemistry will note
the oceasional use of an illustration and some-of the text from the eighth
edition of Rogers’ Inorganic Pharmaceutical Chemistry. - However, ' the
clinical emphasis in pharmacy education requires that topics be regrouped
away from a chemicalclassification and classified according to their use.
Selected chapters can. be used as needed depending on where material is
presented in a school’s curricilum.- Those schools using courses in intro-

Vv
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106 Solutions and Solubility

Such solutions are termed tsotonic, indicating that their effect on cellular
tone, tonicity, is the same as that of normal physiological fluids, In other
words, isotonic sulutions have osmotic pressures equal to the osmotic
pressureof intracellular fluid’ (rein = Tee). These solutions can be applied
to tissues or injected without causing damage to cells through osmoticeffects.

Theeffect on cells of nonisotonic solutions follows the physical descrip- 4tion of osmotic pressure imbalance mentioned above. If the osmotic
pressure of the applied solution is greater than that of the intracellular
fluid, the solution is termed hypertonic (tain > Test). This type of solution
will cause water to leave the intracellular compartment with consequent
cell shrinkage, a phenomenon known as plasmolysis (the term crenation
is applied to this occurrence in red bloodcells).

The opposite situation, in which the osmotic pressure of the solution is
less than that of the intracellular fluid, results in a hypotonic solution
(teotn < Teor). When a solution of this type comes into eontact with tissue
cells, the cell will imbibe water, which produces swelling, distention, and
finally rupture. This course of events is referred to as plasmoptysis, orhemolysis in the case of red blood cells.

Hypotonic or hypertonic solutions are sometimes used to advantage in }electrolyte therapy (sec Chapter 5), and the production of hypertonic
conditions in kidney tubules and the intestinal tract is responsible for the
action of osmotic diuretics and saline cathartics, respectively (see Chapter
8). However, isotonic conditions are required for ophthalmic, nasal, mostelectrolyte, and other preparations,

Experimental evidence (e.g., freezing point data) shows that a 0.9%, iw/¥ aqueous solution of sodiumchloride is isotonic with all body fluids
(including lachrymal fluid). Since sodium chloride is normally found in
extracellular fluid, it follows that this salt can be used as the compound of
choice for the adjustment of tonicity. Comparisons of the freezing point
depression of various drugs with that of sodium chloride haveresulted in
the development of sodium. chloride equivalents..These are factors which,
when multiplied by the weight of a corresponding compound, provide a
numberequivalent to the weight of sodium chloride necessary to produce a
solution having the. same tonicity, provided that the weight of the com-
pound andthe calculated weight of sodium chloride are dissolved in equal
volumes of water. This procedure allows the quantity of sodiumchloride
being replaced in a particular solution by another compoundto be deter-
mined as well as the amountof sodium chloride to be addedto the prepara-
tion to makeit isotonic on the basis of a 0.9% solution. Of course, hypo- 1
tonic and hypertonic Solutions having a particular tonicity relative to

-sodium chloride can be prepared using the same factors, A table of sodium
chloride equivalents for some commonly used drugs and sample calcula-
tions are given in Appendix B, ;
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Print Article

Exhibit C 
Issue Date: Vol. 2 No. 7 October 2002, Posted On: 3/28/2008

Developmentof Nasal Delivery Systems: A Review

In recent years, the nasal mucosa has been
considered as an administration route to

achievefaster and higher level of drug
absorption. Therichly supplied vascular
nature of the nasal mucosa coupled with its
high drug permeation makesthe nasal route

of administration attractive for many drugs, including proteins and peptides. In addition, absorption of drug at the olfactory region
of the nose providesa potential for a pharmaceutical compoundto be available to the central nervous system. The nasal delivery
of vaccinesis anothervery attractive application in termsof efficacy and patient acceptance.2

 

The purpose ofthis review is to provide an overviewof the factors thatwill affect formulation development and design of nasal
products. The anatomical and physiological considerations of the nose, mechanism of nasal drug absorption and physicochemical
factors affecting the formulation design will be presented. Therole of absorption enhancers and target nasal drug delivery will also
be discussed.

awe gs
ae iwily Do

da
wlWY & SNYSIOLOGY QF THE NOSE

=

The noseis a complex organ fromakinetic point of view becausethreedifferent processes: deposition, clearanceor translocation
and absorption of drugs take placeinside the nose. For effective administration of therapeutic drugs through the nasalroute, its
anatomy and related physiological features must be taken into consideration.

The nasal septum divides the nasalcavity into two unequalcavities. The septum consists mostly of cartilage and skin, and
therefore, the penetration of drugs is low. The mostefficient area for drug absorption is the highly vascularized lateral wall of the
nasalcavity: the mucosa lined over the turbinates or conchae (Figure 1).

hitp://www.drugdelivery tech.com/ME2/Segments/Publicat...ications::Article&id=9EB 19EB2F29F462089CE081473F5F3CA (1 of 8)8/9/2011 5:43:12 PM
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Print Article

Anatomy of the Nose

 
Effect of Deposition on Absorption
Deposition of the formulation in the anterior portion of the nose provides a longer nasalresidence time. However, the anterior
portion of the noseis an area of low permeability. On the other hand, depositing a drugin the posteriorportion of the nose, where
the drug permeability is generally higher, provides shorter residence time. The method of administration and properties of the
formulation determine the depositionsite.

Harris? compared the deposition and removal of metered dose sprays with nasal drops. Nasal sprays were deposited anteriorly,
after which small portions were cleared slowly into nasal pharynx by mucociliary clearance. In contrast, drops were deposited
mostly posteriorly and were removed rapidly in large portions into the nasal pharynx.

Effect of Mucociliary Clearance
It is important that the integrity of the nasal clearance mechanismis maintained to perform normal physiologicalfunctions such as
the removalof dust, allergens and bacteria. Theciliary activity is the driving force of the secretory transportin the nose to
constantly remove particles that are trapped on the mucusblanketduring inhalation (Figure 2).

hitp://www.drugdelivery tech.com/ME2/Segments/Publicat...ications::Article&id=9EB 19EB2F29F462089CE081473F5F3CA (2 of 8)8/9/2011 5:43:12 PM
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