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Petition filed by Buc & Bearcisley On behalf of Ra:nbaxy Laboratories Ltd. (dated 

Pun TENG ZiNG siEw February 22, 2006; docketed February 28, 2QO6), Daa.ox Kim 
Nnnuv D. Whm 
a_- * 0. u .1_X& ~. Ranbaxv Disre2ar ¬is the lmpacet of FDA's . Mecnra 505(b){~~ ~,enofibrate Rulin~ RozEr~r.n 
H. SARAH PARK 
scarrA. cLoK Not surprisingly, Raaibaxy's comments disregard the mGiiiifesx impact on this ; -
BRIAN 7. MA1.~°N case of FDA's November 30, 2004 ruling regarding a Section 505(b)(2) NDA far 
7'om l.MouroA,PH.D . the.drug fenofibrate (Docket No. 2004P-03bb, 12uiing on A'obo1t Laboratories 
1ENNIFR GWXe Citizen Petition ; see Banner's original Citizen Petition 11ereiii, Exhibit I). In that JOHN S. GoE= 
cma n. Sum precedential ruling, FDA articutated the standards by ~Miich a Section 505(b)(2) 
'rHomm A, Nmw,u.ty NDA applicant must address Orange Book patents For the drug product for which it KIMBERLY d . McGAaw 
SAM E. BAuEASnurH* seeks regulatory approval . 
DEeoaaH L . LU,1Px.D . 

: F~tmm= L&zFrorA-nwa . The fenofibrate ruling devotes an entire section to the matter of what listed PAUL A. LEvY 
ArrromoPAPAGEORGIOU drug (or listed drugs) a 505(b)(2) applicant must :c;iy apo~i for purposes of patent 

- nNmoNy D. ritusm:LO certification . The section bears repeating in pertinent part; 
Devm HERMAN 
V10a FRANKS 
*Admitted to gsar «C. Choosing the Listed Drug 
other then New York , 

In contrast to Abbott's sweeping approach to identifving listed drugs for 
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patent certifications,, YD.A's approaciY is tailored n-lore narrowly to reflect 
the logic and language of the statute . Given that zd 50' 5(b)(2) applicant 
must certify ot,iy to patents on the listed drug relied on fur approval, each 
proposed 505(b)(2) application must identify the listed drug or drugs on 
which it seeks t4 rely . (ance a listed drug has been identified, the SOS(b)(2) 
applicant need only provide sufficient inl6orrrlation to support any change 
from the listed drug proposed (21 CFR 314.54(a)) . FDA'-, Draft Guidance ' 
for Industry, :=dppliccations Covered b-y Section S05(b)(-?) (Draft Guidance), 
makes clear, however, that `(i]f there is a listed drug that as the 
pharmaceutical equivalent" [of] the drug proposed in the SOS(b)(2) 
application, that drug should be identified as the listed drug9(Draft 
Guidance at 8) . It further provides that "if there is a listed drug that is 
the pharmaceutical equivalent of the drug proposed in the 50S(b)(2) 
application, the SOS(h)(-2) applicant should provide patent 
certifications for the patents listed for the pharmacenticaIly equivalent 
drug' 12 (Draft Guidance at 8) . These provisions ensure that the 505(b)(2) 
applicant does not use the S05(b)(Z) Process to end-ruja patent 
protections that would have applied had an ANDA been permittec l

.iaThey further ensure that the 505(b)(2) applicant (and FDA) can rely, to 

1~ "FDA's regulations at 21 CFR 320.i(c) define pharniaceutical equivalents as : 

drug products in identical dosage forms that contain identical announts of the 
identical active druL, ingredient, i-:e ., the same salt or ester of the saine therapeutic 
moiety, or, in the case of modified release dosape forms that require a reservoir or 
overage or such forms as prefilled sy~~ing;.s \,,~here residual e-olurne may vary, that 
deliver identical amounts of the active r3rir2 ingredient over the identical dosing 
period, do riot necessarily contain the same inactive iiabredierlts ; and meet the 
identical compendia or other applicable standard of identity, strength, quality and 
purity, including potency and, where applicable, content uniformity, disintegration 
times, and/or d:ssolLition rates (emphasis supplied)." 

12 A 505(b)(Z) application nzay be submitted for a p}lairr~ cctrticai ~,~qttivalent to a 
previously approved diUg product when, for examp]e, the SG5(h)(2) contains a 
novel excipietii that requires a saFety study and therefore cannOt be approved in an 
ANDA. FDA regulation, establish; however-, that FDA may i .~ :i .TSe to file a 
SOS(b)(2) application zli,gible for approval under section ~05(,j} (22 CFR 
314.101(d)(9))~ 

13 Similarly, if a tablet and a capsule are approved for the sarie n toiety with patents 
listed for the tablet and none listed for the capsule, an .l~NDA applicant seeking 
approval for a tablet should cite the app:~oved tablet as lnc refvrence listed drug. 
It should not circumvent the patents on the tablet by citing the capsule as the 
reference Fisted drug and filing a suitability petition nnar_r section 505(j}(2)(C) 
of the Act and 21 CFTt 314,93 seeking to change co a tablet do-sage form 
(emphasis supplied)." 
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the maximum extent possible, on what is aireacTy known about a drug 
without having to re-prove (or re-review) what has ait°eady been 

: demonstrated. See 505(b)(?) Petition Response at 3 ('FDA's 
lqngstanding interpretation of section SU5(b)(2) is intended to permit 
the pharmaceutical industry to rely to the greatest extent possible 
under the law on what is already known about a drug') . . . " 

(Fenobibrate Ruling, Nov . 30, 2004, pp. 8-9, empliasis supplied)', 

' Accordingly, FDA's Section SOS(b)(2) Guidance and fenofibrate ruling 
teach: 

- r There can be more than one listed drug upon which a S05(b)(2) 
applicant is required to rely . 

The 505(b)(2) applicant must rely on any listed drug that is the 
pharmaceutical equivalent of the drug for wNch the applicant is 
seeking approval . 

This is so even if there is another listed drug upoit which the 
SOS(b)(2) applicant seeks to rely far safety and cflieacy data . 

iI. Ranbaxy Was Compefled To Reply Upon Banners 
Pharmaceutically Eguivalent Drug Product - 

Under the above principles, IZanbaxy had no choice . ft ,was compelled to 
rely upon Banner's liquid filled gelatin capsules 200 mg containing ibuprofen in 
free acid form, because Banner's product is the only drug product listed in the 
Orange Book: (a) containing Ibuprofen in free acid base as the active ingredient, (b) 
in a liquid filled gelatin capsule dosage for3n, and (c) with a strength of 200mg.* As 
FDA stated in the i:enofibrate rLzljn,,, this principle allows the agency to apply to 
Banner's NDA, "to the ~-naxmiuIn extent possible, what is already known about a 
drug without having to re-prove (or re-revi~-,N) what has already been 
demonstrated." (See p . 2, supra ; Exhibit I to original Citizen Petition herein, p . 9) . 

Manifestly, Railbaxy seeks to bypass Banned-'s N-DA, contending that it need 
only refer FDA to the safety and efficacy d .ata in IA'yeth"s N DA (Ranbaxy 

` Wyeth's drug product contains ibuprofen in comb] nation with potassium salt as the 
active ingredient, so that ~Vye1li's product is nor pharmaceutically Cciuivalent to Ranbaxy's 
drug product . 
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comments, at 5) . Yet'bv . se; king approval of a drug produic" containing the very ' 
active ingredient in Banner's product, Ranbaxy of necessity is asking FDA to also 
consider what is already known by the agency about that active ingredient, in the 
same dosage form and strength, previously submitted in Banner's NDA, Mere 
reliance on Wyeth's data is not enough; Ranba.Ky selected a particular ibuprofen 
active ingredient that only BanIner's drug product includes . Reliance as well on ' 

_ Banner's NDA is mandatory io fill this gap .` 

Banner's claiin that Banner's NDA maybe ignored because Banner's 
product is indicated for pain, not migraine headache (Ranba.xy coninzentis, p. 5) is 
specious . The pain for which Banner's druZ product is indicaLeu explicitly includes 
headache pain . Moreover, a drag product's indication is not a criterion for patent 
certification in the statute, FDA's regulations, or theSection 505(b)(2) Guidance . 

III. Ranbaxy Clearly Attempted To Avoid Banner's Patent 

Nor does Ranbaxy credibly argue that the Section 505(;n )(?) Guidance and 
- the fenofibrate ruling are inapplicable because Rar.baxy "aid not choose from 

among several possible listed drugs or base its dFcisiou 0n patent-related 
considerations ." (Ranbaxy conicnel7ts, pp . !~-y). By its ou~n admission, Ranbaxy's 
original applicaxiori containea no patent certification; it did not c;crtify against 
Banner's ̀ 426 patent until forced to do so by FDA. (Raalbaxy comments, p. 2), ' 
Then Ranbaxy sought to withdraw that certification, but only after it was sued for 
patent infringement by Banner . Id. Ranbaxy even went ex prrr°te to FDA to try to get 
the agency's acquiescence in this unorthodox rnove. Id. Without question, Ranbaxy 
engaged in blatant gamesmanship to avoid certification aganist an Orange Book 
patent for the pharmaceutically equivalent listed dni- . 

IV. FDA's Interpretation of Section SO5(b)(Z .) 
Is Both Permissible and Reasonable 

Ranbaxy questions FDA's interpretation of Section 503(h)(2) articulated in 
the 505(b)(2) Guidance and the feiiotihrate ruling as not ref!°ctive of the statute. 
(Ranbaxy comments, pp. 4-s), 

Not so . The Federal Food, Drug; and Cosmetic Act, 2 : U.S.C, § 35S(b)(2), 
provides that a Section 5U5(b)(2) applicant must make a patent certification for 

"' Unlike Ranbaxy here, in the "enofrbrate situation the 505(b)(L) applicant did not seek -
approval, of the pharmaceutical equivalent of any listed drug, so there was no gap to fill . 

'0034&756 
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Orange Book patents claimil:lu a listed drug that is tile subject of studies relied upon 
by the applicant which it did not conduct nor obtain a right of reference: FDA's 
regulations provide the same thing. 21 C.F.R . § 3? 4.50(i )(1)(i)(A) . In its Section 
505(b)(2) Guidance and the fe.lofibrate ruling, FDA further interpreted the statute 
and regulations to require a S0S(b)(2) applicant to rely upon a pharmaceutically 
equivalent listed drug product (even if it also relies upon safety and efficacy data for 
another non-pharmaceutically equivalent listed clrcag), to allovx FDA to refer to 
previously-filed data on the pharmaceutically equivalent product whcn reviewing 
the 505(b)(2) applicant's NDA. FDA's interpretation is permissible, entirely 
reasonable, and entitled to deference . Che~~rvtz U.S.A, inc. r~ . I~Jataf-ai Resources 
Defense Council, Inc, ; 467 L.5.,837 (1984) ; United ,';rates v. AJead Corporation, 
533 U.S . 218 (2001),.**' 

Additionally, the jUdicial decisions cited by Ranbaxy (comments, p. 5) are 
inapposite, since none of the holdings involved the issue of patent certification by a 
Section 505(b(2) NUA applicant. 

V. Ranbaxy's Attempt to Discredit the 
Section S0-5(b)(2) Guidance Is Meritless 

The criticism that the Section 505(b)(2) Guidance was issued in draft form 
(Ranbaxy comments, p. 5) can be rejected out of hand_ FDA has issued many 
guidance documents applicable to drug products in draft f6m1. and has applied them < 
as so issued . (See attached excerpt from CDER's Guidance Documents webpage) . 
Industry has relied upon such draft guidances as the agency's i:ixerprEtation and 
policy regarding the statute and regulations, until pertinent final ;uiclances are 
subsequently issued . 

VI. The Guidance and Feiiafibrate Ruling Fulfill Hatch-Waxman 

Finally; contrary to Ranbaxy"s assertion (L.ommenis, pp . 5-6), the Section 
SOS(b)(2) Guidance and the fenofibz-ate ruling plainly fulfill -the Hatch-Waxman's 
carefully-crafted compromise requiring certificatson against applicable patents: ` 
The contention that Baimer can sue for patent infringement onco Ranbaxy's product 
is on the market (Ranbaxy comments, p. o') ignores Congt-ess' intent, expressly ' 

"" For FDA to retreat fi-oni this interp-e-fation (relied on bythe ilrur, industry since the 
Section 505(b)(2) Guidance issued in 1999), and na "x~ adopt Ranbaxy's diametrically-
opposed position ; would be a marked departure frona agency precedent that could not be 
reconciled by FDA witboutxealoiancing its prior statutory interpretation . 

0034875b 
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incorporated in Hatch-Waxn7an, that pertinent patent issues be litigated while the 
505(b)(2) applicant's product 3s being reviewed by FL3Abefnre regulatory approval; 
not after. (See 21 U.S .C . § 555(c)(3)(C)) . Furtherniore, Hatch-dUaxman balance is 
achieved by requiring a Section 505(b)(2) applicant to make a certification with 
respect to an Orange Book patent that the applicant would ha~-c been required to 

' certify to if the drug product involved had been applied for via an AND!A. (See p. 2, ' 
supra, and original Petition het eitia Exhibit I, p. 9) . 

VII. Conclusion, , 

For the reasons set forth in its arigiroal Citizen Petition and in this 
Supplement, Banizei's Petitioa should he granted in its emirety: 

Respectfuliy' subri-liYted, 

FROM MEF'~ 3rAWR E; NC -E & HAUG LLP 

. 
_ ~~_------ 

Charles J. Raublcheck 

cc(w/encl,) : Charles Gar11ey, M.D. 
Directory FDA Division of Over-the-Counter Drug Products 
(HFD-560) 

Elizabeth H . Dickinson, Esq. 
Kim E. De:tteibach, Esq. 
FDA Office oil' Chief Counsel (0-T-1) 

Leah A. Christ], FDA Division of 
Over-the-Counter Drug Products (H FD-560) 
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16 . Nosocom i-ul Pneumonia_- Develo)in<r Aittcmi-ctabiaI._Dru(~s_fot T-rcatrilent eFK, Issued - -

?/22/1998, Posted 7/22/1998) 
17, Role of HIV Drug Resistance Testing in Antiretroviral Drrzg Development [HT_\4L] or . 

[PpF,] or [W'O-ft_D] (Issued 11 /26/04, 1'osted 11/26/04) 
l$ . Secondarv Bacterial Infections of Acute Bronchitis ---- Deboloping ArYriiliicrc}bial Dru-, ibr 

Treatinent ~ (Issued 7/221/1998, Posted 7/22/1998) 
19 . Stre toc~ccai_P~lar~m itls arid Tor~s1-1 lltis --- I7et~eic~},~ing AntirTiicrubial T~1-~i -s for -l.c-eatineii~ - ~ - - - _-,,---~' _ _ _ ___--- ----------- .__ _ ~ __ __ - ---_ .___ __- -----~ 

'--(Issued 7/22/1998, Posted 7/22/1998) 
Z(}. Uiicompli,cateci_aud Coi~3Lt)lic~ated 51(ii} arlcl Skin _Sti~u~ct~~ie I~~, :ec;tic~i~s _I~e~~clo.p ii1y ~ . . r' . _ 

Antimicrobial._Driios s for Treatment ~~ (Issued 7/22/1998, Posif:-d 7/2.2/1998) 
21 . Uncoini)licated Gonorrhea --- Develo T~ilzUAntii~zicroY~ial DruU7s for'I'r~;,izment ~ (Issued . t _ . . . 1. _'~ . . \ . 

7!22/1998, Posted 7/22/1998) 
22. Uncomplicated-Urinary Tract, Infections --- Do_ ~ _:velz~I~ir.<l A~~tinaicrot~i~{! Drugs _for Treatment _ _ _ . 

)- (Issued 7/22/1998, Posted 7;2211998) 
23 . Vaccinia Virus -- Developing Drugs to Mitigate Complications fronr; Snlallpox 

, ' Vaccination [HTML] or [tifiord] or ~F~DF] (Posted 3/8)'2004} 
24. Vulvovap-inal Candidiasis ---- DcN-eio_ ir~~f .Ai~til~ricrobial Dr«Us for 7"~`eatnYent ~ (Issued ~ 

7/22/199$, Posted 7/22/1998) 

Clinical/Medical 

l' . Acceptance of Foreign Clinical Studies [HT:ML] or [i'I3F1 (Posted 3/] 2/21001) 
2 . Available Therapy [HT10(IL] or [AY-orci ] or [I'DF] (Posted 7/2-2/2004) 
3 . Calcium BTPA and Zinc DTPA Drug Products - Subrnitting a New Drug Application 

[HTML] or ["lord] or [PI.iF] (Posted 8/13%2004) ' 
4 . Cancer Drub and Biolo~ical Products - Clinical Data .in Marketing Applications [14T-1I~] or 

[PDF] (Posted 10/11/2001) 
5 . Clinical Development Piogranas for Drugs, Devices, and &-iological Products for the 

Treatment of Rheumatoid Arthritis (RA) (Issued 1%1999, Pasted -2/16111999) [HTN1L] or 

fi . Clinical Develot)tnent ProUrarns for I'vEnI_:~nci DPI I7ru- YrvEluct5 ;%'~ (Issued 9/19/1994 ------------ ----- -~--- ----- -._ ---_ -----~- -- -- - , 
Posted 3/2!1998) 

? . Clinical Evaluation of Analgesic Drugs (Withdrav,zr per August 5, 2003), Federal Register 
Notice) 



(Issued 9I77, Posted 3!2/1998' ) 
36 . Good Pharnlacovigilance Practices and Pharmacoepidesniologic Assessment [HI'ML] or 

[Word] or [PD_F] (Issued 3i24/20OS, Posted 3i24!?005) 
37. Guidance for the Dev.elooment ot'Va jin_al ~:gr~tt~aee[Itis~e DI-LI<}s (1~`D.~!.) ;-~°° (Posted 

3/2/1998) : 
- 38. Infonnation Sheet Guidance for Sponsors, Clinical Investigators, and IRBs : Waiver of IRB 

Requirements for Drug and Biological Product Studies jP~J~~] (Issued 1/2006) 
39 . IND Exemptions for Studies of Lawfully Marketed Drug or Biological Products for the 

Treatment of Cancer [`v~'ord] or [PpF] (Revised 1!15/2004, Posted lil5/2004) 
- 40 . Internal Radioactive Contamination --Development of DecorperatiOD Agents [HTML] or 

[PBF] (Issued 3/1/2006, Posted 3,11/2006) 
41, Integration of Dose-Counting Mechanisms into -MDI L)rucy I'roclzic¢s [\ti:arci] or [PDF] 

(Issued 3/2003, Posted 3/'12!20031 
42 . LevothyroYine Sodium Tablets - In Viao Phai-rnacokinctic and Bioavailability Studies and 

In Vitro Dissolution Testing [HTNtL] or ~I~llr] (Issued '/200 1, Posted 3/8/'~0a1) 
43 . On-cologic Drugs Advisory _Corr1r1ii :[Pee iliscussic3ri on FDA 1'c;1c uirenierts for Approval __ __ol 

New Dtugs fo~~_Treatrnc.n,t!~f 1~~~~~t-ia~~_C~:aneer ~ (Posted ~/2; 1~)~~) 
44. Qncologic_Druos Advisory Cotnn,it±ec; Discussion on FDA Roquirerrieaits or Approval of 

New Dru4s for_"T'reaimeri ; of Colon _-ind_Rectal _ Cancer/ '- (Posted 3i?/1'1998) 
45 . Premarketing Risk Assessment [IIT1V1L] or [Word] or [PDF j (Issued 3/2412005 ; Posted 

3/24/2005) 
46. Posttnarketin 7Ac1verse Ex nerle_z~ce Re- o1-ting -for HutnaiiDruL,- anti I :ic:.iised Biological -- ----- --- .~ __ ______-------~ 

Pro ciLtcts:__Clarit,icatioil_of Whai to_Re1io7-tor WordPerfect 6 .x yersiorl Issued 8/??/1997 
Posted 8/27/1997) 

47 . Postmarlceting R-e urtin,J of Adverse Drug Ex ~cncnccs P~ fIssucd 3/1992, Posted I ~ 
3/2/1998) 

48 . Preparation of Invest i,Uational tiTc~~ _I~a u ; Prc~d_Licts tlc~nna~~ and :~t~inial_r",:~ Iss~~~ : ~ ~_ _( .. __ __ ( ~~ed 
11/1992, Posted 3/2/1998} 

49. Providim4 Clinical Evidence ofF.Ffecti-venc,s5 for Ii ~~ a- ~~------- ------ ------_ __----- t?ii Drtw, arid Biolo~_)Fi cai Prod ucts 
(Issued 5/14/1998, Posted 5/14/1998) 

50 . Prussian Blue Drug Products -- Submitting a Nevv Drug Application [Word] [PDF] (Issued 
1/2003, Posted 2/4/2003) 

51 . Study ay~cl_Ev~iluatian of Cieclcicr Differcncesin the Cl irlical 1~;valu~~tic~i~ of Drugs ~~ _ _ (Issued . __ 
7/2211993, Posted 3/2/1998) 

5? . Stu-dv o1':Di~ul-IS _Likeiv ~ to be used i in the _Elde;rlv (Issued 11/1.1989, Posted 3!2;'1998) 
53 . Submission of Abbreviated Reports and Synopses in Support of Marketing Applications 

- R1TML] or [PDF] (Issued 8!1999, Posted 9/13/1999) 
54. The Use of Clinical Holds Following Clinical Investigator Misconduct [PDF] or [Won-1] 

Clinical/Medical (Draft) 

1 . Acile Vulgaris : Developing Drugs for Treat~lient [I-IT~IL] or [WQ3cb] or [PDF] (Issued 
9/16/2C05, Posted 9/16/2005) 

2 . Allergic Rhinitis : Clinical Development Programs for Drug Products [HTNIL] oz- [F'DF_] 
(Issued 6/2000, Posted 6/20/2040) 

3 . Chronic Cutaneous Ulcer and Burn Wounds -- Developing Products for Treatment 
[HT;M:L] or [PDF] (Issued 6/20C10, Posted 6/27/2000) 

4, Clinical Development Programs for Drugs, Devices, and Biological Products Intended for 
the Treatment of Osteoarthritis [ATord.l or [PDF] (issued 7/07/1999, Posted 7114/1959) 

5 . Clinical Evaluation of Lipid-Allerina Auents (Issued 10/1990, :Posted 2,118/1998) ~ . 



6. Clinical Evaluaiio» of ̀vVei,-,I-it-Confro_I Dr~~(;s (9/'~4/1996, Posted 2/18!i _998) 
7. Clinical Trial Endpoints ior the a~pruval oi Cancer Drugs and Biologics [H"1-?!!IL] or 

[Word] or [PDF] (Issued 4/1/2(305, Pasted 4/1/2005) 
S . Development of Parathyroid Hormone for the Prevention and Treatment of Osteoporosis 

[H;INTI.] or [PDF] (Issued. 5/2G00, Posted 6/i3/ZOflO) 
9 . Drugs, Biologics, and Medical Devices Derived from Bioengr7ieered Plants for Use in 

Humans and Animals [H'I ML]or [PD-FJ (Issued 9/6/2002) 
10 . Estrogen and Estrogen/1'rogestin Drug Products t~~ `I'3-eat Vasomotor S~~rzlptoms and Vulvar 

and Vaginal Atrophy Sylnptocns -- Recarnmenrla.tions for Clinical Evaluation [w'orcllj or 
[PDF] (Issued 1/2003, Pasted 1i30/2003) 

11 . Evaluation of the Effects of Orally Inhaled and Intranasal Corticosteroids on Growth in 
Children [HTVIL] or [PI>FI (Posted 11/6/2001) 

12 . Exercise-Induced BronchospasXn (EIE3) -- Development of Drugs to Prevent EIB [PDT] 
(Issued 2/2002, Posted 2/19/2002) 

13 . Exocrine Pancreatic Insufficiency Drug Products - Submitting NI3As [HT-.\/IL] or [Word] 
or [P9~~?] (Posted 4/27/20f14) 

14, Female Sexual Dysfunction: Clinical Development of Drug Products for Treatinent 
[HTML] or [PDF] (Issued 5/2000, Posted 5/1$/200()) 

15 . Gingivitis : Development and Evaluation of Drugs for TreatirienC or Prevention [f-I"I'MI_-j or 
[Word] or [PLllF] (Issued ,Tune ?4, 2005, Posted June 27, 2005) 

16 . Guidance for Clinical Trial Sponsors On the Establishment a-rid C)p;,ratioii of Clinical Trial 
Data Monitoring Committees [HTM-L] or [PDF] (issued 12/O1/2005y Posted 2/07/ZOOG) 

17. Guidance for Institutional Review Boards. Clinical Ill vest-; ~L~: ` ~~_ . . EYC, ~t~~.s, and ~sc~l~_. _r,ptivlt 
-from Informed Consent Pequirements for Emergency Research (3i33i/:Z00O) 

18 . Inhalation Drug Products Packaged in Seinipenneable Container Closure Systems [PDF] 
(Issued 7/2002, Posted 7/25i2002) 

19 ; OTC Treati-nent of Herpes Labialis with Antiviral Agents [FiT",'_U or P?1:)F] (Issued 
3/8/2000, Posted 3/8/2Q00) 

20 . Patient--Reported Outcome Measures : Use in Medical Product Development to Support 
Labeling Claims [liTIN1L] or [Wordj or [PDF] (Issued 2,'2,-'200b), Posted 2f?/200G) 

21 . Pediatric Oncology Studies In Response to a Written Request [fI;'INl Il] or [PDF] (Issued 
6/2000, Posted 6119,i2000) 

22. I're_clinicril and_C1ini~a-l_ Ev~;Iriatiorl of A<Jerts - ~,' - se~i in ¬13e Yz°eti~~, i~tic>» c ~r' 'r c~ -~~~tincnt ' __ _I of 
PostIn _zno0ausal Qsteooorasis (Issued 4,i1994, Posted 2%t8!1998) )":_ 

23 . Recommendations for Complying with the Pediatric Rule (21 CFR 31=~,5~(aj and 601 .27 
(a)) [HFrMLj or [PDF] (Posted 12ili20oo) 

24. Systemic Lupus Erythematosus --Developing Drugs for Treatment [r? T:^vtL] or [Word] or 
[PDF] (Issued 3/28/2005, Posted 3/28/2005)" 

Clinical Pharmacology 

1 . DruuMztabolisin"DruU Interaction Studies in the r)ru- Develo_)~tc ~nC Process : ~_ _ ~Studies in 
Vitro )

. 
(Issued 4/1997, Posted 4/23/199%) 

2. Exposure-Response Relationships --- Study Design, Data Analysis, and Regulatory 
Applications [Word] or [PDF] (Posted 5/512003) 

' 3 . Format an ,d Content of the Huma11 Y~~~irrrla~;ckinctics and F3ic~ai-aii<~i~ilitv Section of an 
Applicatio i-~* ~`° (_Issued 2/1987, Posted 3!2/1998) 

4. In Vivo Drug Metabolism/Drug Interaction Studies - Study Design, Data Analysis, and 
Recommendations for Dosing and Laneling [HTIvIL] or (PD-F] (Issued 11i24/1999, Posted 
11/24/1999) 

5 . Phannacokinetics in Patients with Impaired Hepatic Function : Study Design, Data 







.: 

Electronic Submissions Draft 

1 . Providing Regulatory Submissions in Electronic Format - Annual Reports for NDAs arid 
ANDAs [~Vorcl] or [PI3F] (Posted 8/27-2OU3) 

2. Providing Regulatory Submissions in Electronic Format - General Corisideratior~s ~A~'orci] 
or [PDF] (Issued 10/2003, Posted 1G/22/7003) 
Providing Regulatory Submissions in Electronic Fannat ~- Postrn<<rketing Expedited Safety 
Reports [HTML] or [PDF_' (Issued 5/2001, Posted 5/3/2001) 

4 . Providing Regulatory Submissions 111 Electronic Format - Pastlnarkatinb Periodic Adverse 
Drug Experience Reports [~i;I'N1L] or [Word] or [_Pl)F] (Posted 6/2' i ' ) {)U' )} 

5_. Providing Regulatory Submissions in Electronic Format -Prescription Drug Advertising 
and Promotional Labeling JI1=ML] or [PDF] (Issued 1/2001, Posted ?i30/2,001) 

Generics 

1 . 180-Day Exclusivity When Multiple ANDAs Are Submitted on the Same Day [Word] or 
[P,DF] (Issued 7/2003, Posted ?!31 /2003) 

2 . Alternate Source of the Active Pharmaceutical Ingredient 'in Pending !0NI3As [HTNZL] or 
[pUF] (posted 12/12/2000) 

3 . ANDA's : Impurities i71 Drug Substances [H 1'MI.] or [1' [7F ] (Issued ;1l 1999, Posted 
12/2/1999) 

4. Court Decisions, ANBA Approvals, and 180-Day Exclusivity Under the Hatch-Waxii-tan 
Amendments to the Fede-ral Food, Drug, and Cosxa3etic Act [EITNII .] or [.'C3F] (Posted 
3/27/2000) 

} S . Handling and Retention of BA and BE Testing Samples [Word] or [PDF] (5125/2004) 
6 . Letter announcing that the ()GD will now : accc; .t the :I,CI-{ lotlg_tenn c>torage c-onditioas . as ---- - _ ----- - ~ -- - __ __ . 

well as the_stabi]ity~stuclies conducted in the past . ~` (Posted 3 ;'?%l918) 
7 . Letter clzscribili~ . ,> effc~s b) ~ the C',T~LI~ arid the n~=1 to clarify ti~ti responsibilities of C:1aEI~ _i-~~ 

chemistry -~ review scientists arid C)Rr"~ iield itlvesti«ators r~~ the -new. and abbreviated ~i~~u<~ _ic,~ley 
approval rocess in order to r~eci~ic_de_ ..c~zi duplication a1- redundancy in the }~recess ~ (Pasted -~? -- - - ~ -- ~ 
3/2/1998) 
Letter on incotrr lete Abbreviated Aoo}licationsConv~ictiocls Under_ ( YDEA, NIultilc; - --- -- 
$u)le »ICntsT--Anriual Rle7c~cts for Bulk Antibiotics, .Bais.1~ Size for _~i rdns~;lercn~~L_Ul-uys, ----~-~ ------~---. -- 
Bioequiv~alence Protocols, Research, Deviations. from .OGD_Policy ~~ (Posted 3i2-'1998) 

9. Letter on the Provision at ̀ new information 1 ~ -r7atio~~ nej-taitlin« tot~e\a. ~~ic~~;cuiv~.ler~c-e guidelines and ~~ ~r ~i_ f~~ ~-- - --- -_ -~- _-- __~- _ 
reftise-to-fi-le letters (Posted 3/2"'1998) 

10: Letter on provision of~new p1~oced~3 X-es and ~? o?icies aC1ec-iiY~,~ t_l~e fte_nerfc c311i~ re-view th_~ - --------- 
process ~ (Posted 3/2/1998) 

11 . Letter on the rect~estlt~est for :ooi,-)eratieit of re- tdated industry i to improve the efficiency and 
eCfecti~~eness of the -eneric_d~~~Mb r review process, by assurin<. ;the comp9etentss_ar-id . . - . ._ . _~ - . 
accuracy of required information arid data submissions (Posted 3i?.i'1998) 

12 . Letter-on the rr;s-~oi~se_~se to 12 ;.'20/19$-+ letter from tihc P1.~~~ri~ia~;cuti;;al "vl~~tiuf:a,c;tt~l~el;~s --~ ._ _ 
Association al~out thc Drt~g Price_~t:~nr _etztion_~3ndf?~?tefit "1 errn [~.tstt~r~~i,ioi~, Act ~~ (Posted __ _. _ .___ _ 
3/2/1998) 

. Letter to all ANDA and AAI7.-1 applicants _ about tD1e Generic._Drut, f nCorcci¬1e_nt Act of 
i992(- CDEAarld the Office of Generic l)ru<=sinteilticij -to r~,fuse-tc3-tile in~oni~nlet~ - ~--- -- ~- -
submissiqns as-_Y_tquiz:ed :7y the r1ew law ~~- (Posted 3/2/1998) 

14 . Letter to regulated industry notifying interested ,_parties abouG important detailed 
. information regarding rar . ding labeling, scale-up, p---_ aclta(ibitz~,Il~izz~r;`Iiia1~c~r amendment criteria and information i,~ _ 



«. 

b-ioeciui~~aleYice re,lui_reineiitS ~~ (Posted 3/2!1998) 
15 . Major, Minor, and Telephone Arncndmezlts to Abbreviated New Drug Applications [PDF] 

(Issued 12/2001, Posted 12/2012001) 
16 . Potassium Chloride Modified-Release, Tablets and Capsules : In Vivo F3ioequivalence and 

In Vitro Dissolution T~stiTesting [H 71 ~~L]~L] or [I'DF] or ~ ~V~rcf] (Issued 10~25'2005 ; Posted 
10/25/2005) 

17 . Revising ANDA Labeling Following Revision of the RLD Labeling [[l"~~!IL] or [PUF] 
(Issued 4/2G/2a00, 4%26i200G) 

18 . Variations _>»_Di_u~ Producrs_tllut N_Ta~J Be Included in _a Single AN_t)~'~, (.Issued l2/1998, ~ . 
Posted 1%26/1999) 

Generics (Draft) 

l . A'VDAs : Impurities ii: Drug Products ~H'1;'I~~iL] or [Word] or [P1~F] (issued 8/76/2005, 
Posted 8/26/2005) 

2 . ANDAs : Impurities in Drug Substances [I-ITIvIL] or [Word,] or [PLFj (issued 1/2812005, 
Posted 1/28/2005) 

3 . ANDAs: Phannaceutical Solid Polylnorphisnl [l3 I ML] or [Word' oj- FP1>F] . (Issued 
12/17/?004, Posted 12/17/2004) 

4: Listed Drugs, 30-Month Stays, and Approval of ANDAS and 505(b)( 
' 
" ) Applications Under 

` Hatch-Waxmail, as Amended by the Medicare Prescription Drug, Improvement, and 
Modernization Act of 2003 7- Questions and Answers [H"I,VlLj or PA`ord] or [PDF] . (Issued 
10/2004, Posted 11/3/2004) 

Good Review Practices (GRPs) 

1 . Conducting a Clinical Safety Review of a New Product Application and Preparing a Report 
on the Review [Word] or [PDr] (Posted 2/18/2005) 

2. Pharmacology/Toxicology Review Format [PDF] (Posted 5i`>,/2001) `~ 

Good Review Practices (GRPs) (:Draft) 

Industry Letters 

l . Continuation of a series of letters co .raTlunicatiil7 int~rhn and inforinZl oeiieric_cJrLz~_Polic~y 
and auidance . Availability ofPolicy and Procedure Guides,_=~xYC:I :l1titil~N°_Operational 

c- drl~g t-r,view_Prt~_gz_anj .~"° (Posted 3i2%1998) c11ai1 ~_es to t~le 0', 
2. F. . ~ .^ . r viciin r inforrlaj notice abotr- ~ the Act, c~isc_z~~-sin~ z~~-sin~_~-sin~ the stattt_ot ~ ~fth o,I a s ~,n~s of letters - --~, _- 

m,chanisrl~b~ ~ ' A. ~;DAa ~ licants3iiziv nlake tn(~)cli t~catic~ris ir,-a a~~roL ~;d _clruys «~}~cre ~,-~«311c>> ~~ _ . . _---<- - ----_ ------- -- - -~- .. 
cl,in_ical data-is-required {Pasted 3l2l1g9F} 

3, Fourth of a series oFlettcrs providing itifarmal notice to all_a_ffeccc~l ~<~rties ~llgui 1~oiic -I 
- . and interpretations regarding the ,~~a;t.. _ Ch~-ec year c;:~.clusir~rtv »ro%'i5ic~r~s_c~f e~_elo~~rrte~1ts a- 1 d 

Title 1,k'- (Posted 3/2/1998) 
4. lm -lemeniation_of_the Drug -Price Competition-and Patent Term Restoration Act. - } -

Preliminary Gtiidarice )`' (Posted 3/? 1998) 
5 . Irnplernentation Plan U5Piniec,tion nomenclature d (Posted 3/22/1998) 
6. Seventh of a series - ' ~ of letters ~ about the Act providing <>Lricfaticc c1~ tl~r~~ "t'10-day cexclusivity" _ _ ~_ _.~, .~ _ . . _ r 

protiision,ofsectio~l505~!)(~l)(Q)(i~-_~c~ftl ;2c;FUc~,C_,~(Posted3i2i199s) 
7 . Sixth of , a series . of infor7-~ial notice letters about the c Act iiisciissir~~~ _3-ar~ct 5-Year exc(usivitv --_~ _ ._ _-- ---- ---.-- ----.. . ~ 



m 

1 . Q1A(R2) Stability Testing of New Drug Substances and Products ['Word] or [PDF] (Issued 
11/2003, Posted 11/20/2003) 

2; Q1B PhatostabiliCy Testing of New Drug Substances and Products [I1`l,N'!L] or [PDF] 
(Issued 11/1996, Reposted 7/7/199R) 

3 . Q1C Stabilitv Testing k l vL~ose _Fo~~»s ---(lssued 5i9i199?, Past-d3/19;'1998) 
. Q1D Bracketing and Matrixing Designs for Stability Testing, of Ne~u Drug Substances and 

Products [)Vord] or [PDF] (Issued 1!2003, Posted 1/15i2003) 
5 . QlE Evaluation of Stability Data [JI'i'Iv1T.] or [PD:F] or [W'o-rdll (Issued 6r`2004, Posted 

6/7/2004) 
6 . Q1F Stability Data Package for Registration Applications in Climatic Zones III and IV, 

revision 1 [H1-ML] or [Word] or [}'C)F] (7%l/2004) 
7. Q2A Text on Validation of-Analytical, Procedures ~~ 
8. Q2F3 Validation of Analytical Procedures:_Nlcthacic7logy).~ (Issued 5/19/1997, Posted 

3/19/1997) 
9, Q3A Impurities in New Drub Substances [`k'ord] or [PDF, (Issued 2/10/2003, Pasted 

2/10/2003) 
10. Q3B(R) Ilnpurities in Ne\v Drug Products [Wondl] or [PD,F1 (Issued 11/2003, Posted 

11/13/2003) 
11, 3C I~i~ urities: Residual _ Solvents or :!~c~c~l~e_-!~cirol~at_ti-uc_sior ; ~w~ (Issued 12i?4i1997, - --- - 

Posted 12/30/1997) 
Q3C Tables and List [Word] or [PDF] (Posted 111/12/2003) 
Appendix 4, Appendix 5, and Appendix 6 (Appendices were issued with the Q3 )C draft 
guidance documents} 
Maintenance Procedures for t)pciatir;s (;Posted 2/11 i2002 

12 . Q 
j 

5A Viral Safety Evaluation of 3ioteclmc>loy Products Derived From _Cell Lines of 
Humali ot-Anim,al__Qrigin (Posted 9!t ;'98) 

Quality ~ f Biotec}~nolaLricsi? Products- Analysis of the I:x prc~ssic~t~ __Coustr°~.ct in Cells 1.3 . C~SB Qua ~-- ~ _ _ 
Used for-Production o-f r-DN.AL)eris-c:dProteiriF'ro'duct :; 

14 . Q~ C Quality of Biotechnological- Products : Stability 7,t:,sting _of 
Biotcc1117ological/Biolo~4ical_prociuc ;ts 1~- 

15 . QSD Qii~lit of Bic~techt~c~lc~~ical/Bic.7to =ical Products : Derivation and t;"t~araclei-ization. of _ J'_-------- - - -- ..- _~_ 
Ce3l Substrates Used for Production of'Bioteclirlolojc~il/'Bici'io(ri_c,il P]-Ocduc.ts:_Aailabilit -_.__ ___ ----------- ---__ - -- - . _ ___ ____ _ -~ -b - 
A- (Issued 9/21/1998, Posted 9/2l/1998) 

16 . QSE Comparability of Biotechnological/Biological Products Subject to Changes in Their 
Manufacturing Process [l ITIVIL] or [PDIF] or [Word] (Issued b!2005, Posted 6129/2005) 

17 . QGA International Conference on Hannzonisatioil ; Guidance oil Q6A Spec] ficatians : Test 
Procedures and Acceptance Criteria for New Drug Substances and New Drug Products : 
Chemical Substances . [Text] or [l'IDF] (12/29/200U) 

1&: Q6B Specifications : Test Procedures and Acceptance Criteria for 
Biotechnological/Biological Products [PDF] (Issued 8/1999, Posted 11;14/2001) 

- 19 . Q7A Good Manufacturing Practice Guidance for Active Pharmaceutical Ingredients 
[HTN1L] or [PDF] (Issued &/20U1, Posted 9/24,'2001] 

International Conference on Harmonisation (Draft) 

Efficacy 

l . E2B(R) Clinical Safety Bata M anagPment : Data Elements for Tral-ismission of Individual 
Case Safety Reports [HTN-'1L] or [PDF] or [Word :~ (Issued 9i3012005, Posted 9!30l2005) 

2 . E2D Pastappro`7al Safety Data Management : Definitions and Standards for Expedited 





Vulvar and Vaginal Atrophy Symptoms-Recommended Prescribing Informtior for Health 
Care Providers and Patient Labeling ~}iT_,~IL] or [Word ] o~~ [I~I~FI{Issiie~ 11/15/2005, 
Posted 11/15/2005) 

5 . Referencing Discontinued Labeling for Listed Drugs in Abbreviated New Drug 
})} Applications [liTli2L] or :PllF.] (Issued 10/2000, Posted 10/~5/200t) 

6. Warnings and Precautions, Contraindications, and Boxed Waming Sections of Labeling for 
Human Prescription Drug and Biological Products - Content and Format [rITN[L] or 
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