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Re: Docket No. OIP- 428; Comments in Opposition to Professional 
Detailing, Inc.% Citizen Petition Contesting FDA Approval of 
ANDAs for Cefuroxime Axetil Tablets 

Dear Sir or Madam: 

ehalf of our client, Ranbaxy Laboratories, Ltd. (““Ranbaxy’), we submit these co~ents in 
sition to Professional Detailing, Inc.‘s (“PDI”) September 20,2001 Citizen Petition, 

26,2001 Petition for Stay of Action, and one related ent (dated October 16, 
ectively referred to hereafter as the “‘Petitions”). PDI the Food ad Drug 

Adminis~ation~ s (“FDA”) of any generic versions of cefuroxime axetil tablets that 
would compete with Glaxo ine’s (“GSK”) Cefiin@  and specifically names Ranbaxy’s 

ruduct in its protest. PDI is the sole U.S. distributor of Ceftin@ . 

In these comments, we will provide evidence that Ranbaxy’s abbreviate new drug application 
xime axetil tablets provides substantial scientific data establishing that 
g is safe, effective, and meets all of the statutory requirements fur FDA 

roval. We also will respond to PDI’ s unsuppo~able assertion that Ranbaxy” s dru 
ains both the amorphous and crystalline forms of cefuroxime axetil, will not pro 

same antibiotic thereapeutic benefit as CSK’s CeftinQ.9. 

At the outset, we note that PDI’s Petitions are near m irror images of the two petitions and five 
supplements submitted by GSK on this very s atter. &  FDA ocket No.OOP- 1550. PDI 
raises no new substantive issues and appears part of an orchestrated campaign to further stall 
the approval of less expensive generic c axetil products by requiring FDA to establish 

o separate dockets for the same issue. light of uniform  positions taken by PDI: and GSK, 
se Raabaxy Comments contain simil ive responses to the Comments that Ranbaxy 

submi~ed on October 3 1,2001, in opposition to the GSK petitions in FDA Docket No. OOP- 1550. 

in its Petitions that FDA lacks the authority to approve an ANDA for cetiruxime 
ts that include both the crystalline and amorphous forms of the active in 

PDI’s assertions is crystal clear. GSK holds a patent for the amorp 
cefuroxime axetil, essentially free of crystalline material (U.S. Patent No. 4,562,181, hereinafier 
“the ‘ 18 Ii patent”). Therefore, PDI and GSK are attacking all generic applications for drugs that 
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contain y amount of the c~stalli~e form because such products constitute non-infringing 
competition to GSK’s patented product. PDI attempts to shroud its arguments in terms of law 
and science, but the Petitions are really about expanding the sco atent beyond its 
legal limits so that GSK and PDI can make as much money as possible before affordable 
generics enter the market. To that end, PDI has made the following four general objections to 
the generic versions of the antibiotic. 

rts that the generic drug does not contain the 6‘samey5 ac 
the Federal Food, D Cosmetic Act (“FDC 

repeatedly stated that alternative po h forms of an active i 
purposes of meeting the applicable statutory requirements 
claims that the generic drug’s labeling differs from that of Ceftin@ in that the active ingredient 
will be described as including the crystalline form of the drug. As described be1 
asse~ion ignores the fact that FDA’s regulations and past approvals sp~~i~cally 
labeling differences that accurately describe the form of the generic drug. 

I contends that FDA shuuld initiate a rulemaking cre standards for all ANDAs 
a drug in an alternate crystalline form from the liste . Of course, the FDCA 
s established specific parameters by which an AND is proven safe and effective, 

which FDA implements through approval requirements in the form of rigorous scientific testing, 
strict product specifications and validated m~ufact~ing practices, among other things. Finally, 

alleges that Ranbaxy’s ANDA shuuld be subject to the 30 month stay of approval which is 
icable to certain ANDAs that include a Paragraph IV patent certification. PDI’s claim, 

however, is contrary to the law and regulations which explicitly state that cetioxime axetil 
antibiotic products are exempted from the Paragraph IV certification and the 3O-month stay 
provisions. ecause all of PDI’s arguments fail, FDA shouid deny its 

s licenser, GSK, holds a new drug application (“‘NDA’) for the i~ovator drug, 
allegedly includes only the amorphous form of cefuroxime axetil. CSK has p 

protection for cefuroxime axetil in ~o~hous form, essentially free crystalline material 
(the ’ 18 1 patent). Ranbaxy has developed cefuroxime axetil tablets ontain a specific 

ercentage of the amorphous and crystalline forms of the drug substance (in a propo~ion of 
o~hous:~~stalline of 85-90: 15-l 0). Ranbaxy submitted an ANDA for its c~~oxime axetil 

tablets to FDA on April 19, 1999. On August 20,200 1, the U.S. Court of Appeals far the 
Federal Circuit held that GSK is unlikely to prove that Ranbaxy “s drug product infringes CSK’ s 
patent, either literally or under the doctrine of equivalents.’ Following the Federal uit’s 
mandate, the District Court for the District of New Jersey vacated the injunction it 
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reviously improperly granted against Ranbaxy.2 As a result, 
eneric tablets once FDA approves Ranbaxy’s ANDA. 

axy is free to m 

With the patent infringement arguments gone, PDI may recognize that blocking FDA ap 
cefuroxime axetil ANDAs is its last line of defense against an eroded market share for Ceftin@. 
It is well-known that, once a generic drug reaches the market, it quickly captures 40 - 75% of the 
market due to the cost savings that generics offer. 
for GSK,3 PDI stands to lose millions of dollars 

W ith Ceftin@ making $280 million per year 
er year if Ranbaxy’s generic drug acquires even 

e market. Fearing this profit loss, PDI joins GSK in submitting eleventh-hog filings 
designed to delay FDA’s approval of generic cefuroxime axetil tablets. 

A. Ranbaxy’s Cefuroxime Axetil Tablets And Ceftin@ Contain 
The Same Active Ingredient Under The Law 

In its Petitions, PDI alleges that the active ingredient in Ranbaxy’s ce~oxime axetil tablets is 
not the “same” as the active ingredient in Ceftin@ because Ranbaxy’ s tablets contain a specified 

ercentage of the crystalline form of the drug substance. In making this argument, PDI is asking 
FDA to arbitrarily reverse an agency policy that has been in existence for over 25 years. The 
agency has long recognized that an active ingredient of a drug substance can be present in one of 
several physical forms - whether amorphuus or polymorphous (i.e., of crystalline form). 
Accordingly, the amorphous form fuund in CeftinQ, and the crystalline form found, in part, in 
Ranbaxy’s product are, from a statutory perspective, two physical forms of the same active 
ingredient. Ranbaxy has therefore met the applicable statutory requirement that a generic drug 
contain the “same” active ingredient as the listed drug. Furthermore, despite PDI’s 
mis~h~acterization of the pleadings in the patent litigation between Ranbaxy and GSK4 (Citizen 
Petition at 13- 1 “I), Ranbaxy has not, when describing the distinctive traits of its product, stated 
that the product contains a different active ingredient than Ceftin@? Ranbaxy could not make 
such a statement because it is false. 

2 Glaxo Croup Limited v. Ranbax-y Pharmaceuticals, Inc., No. 00-5 1‘72 (D. NJ. 200 1). 

According to GSK’s website, CSK’s U.S. sales of Cefiin exceeded $280 million in 2000. 

4 Glaxo Group Limited v. Ranbaxv Pharmaceuticals, Inc., 0. 00-5172 (D. NJ.); Ranbaxy 
Pha~aceuticals, Inc. v. Glaxo Croup Limited, No. 0 1- 1 I5 1 (Fed. Cir.). 

Ranbaxy also denies that it has taken scie~ti~cally inconsistent positions b the coutis. 
ience underlying its cefuroxime axetil, which contains amorpho ne forms, has 
same. The difference is the applicable legal framework. In the patent litigation, 

question was whether Ranbaxy’s product is so identical to C&K’s product that it infringes GSK’s patent 
under U.S. patent laws. In its ANDA submissions, the question is, instead, whether Ranbaxy’s product 
contains the same active ingredient as GSK’s product so that it meets the requirements of the FDCA. 
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1. In the context of ANBAs, FDA has long considered various p 
forms of an active moiety to be the “same” active ingredient. 

In the context of the statutory requirement that an ANDA product contain the ‘csa.me” active 
ingredient as the fisted drug, FDA’s longstanding policy has been that a product’s active 
ingredient is the same if it contains any physical furm of the identical salt or ester of the active 
moiety? As such, amorphous and polymorphous forms of the same saf or ester are merely 
different physical forms ofthe same active moiety and therefore are sta~tor~ly the “same.” FDA 
applied this sound reasoning to drug prod s with different crystalline forms as early as 1987. 
Specifically, the agency determined that, “ s]ome drug substances exist in several different 
crystalline forms (‘p~lyrn~~hs’)~ due to a different arrangement of mofecufes in the crystal 
latiice, which thus show distinet differences in their physical properties. The same drug 
substance may also exist in a nun~~stal~ine (~~~h~us) form. These various forms differ in 
their therm~dyn~ic energy content, but not in composition.” FDA’s “‘Guideline fur Submi~~ng 
Supposing Documentation in Drug Applications for the ~~ufa~t~e of Drug Substances” (Feb. 
198’7), at 33-34 (emphasis added). 

recently confirmed in a memo to the S. Pharmacopeia (‘TJSP”) that ““[ 
cal form, including various solvation es or specific p~lyrno~hs~ are 

g of ‘sameness’ under the Federal. Food, Drug, and Cosmetic Act.” Memo frpm Gary 
en) Acting Director, Office of Generic Drugs, FDA, to the Executive Committee of 

the Council of Experts, United States Pharrnacopeia, dated July 10, 
USP essentially agreed with FDA and determined that a revision to 
~e~~xirne ax&if was appropriate. In particular, the USP published a revised monograph for 
cefuroxime axteil on June 1 T 2001, which became official on September 30,200l .7 Previously, the 
USP msnograph was limited to the amorphous form of cetiroxime axetil since the y marketed 
product, Ceftin@, was labeled as containing eefuroxime axetil in the anrorphuus fo The 
monogr now recognizes both the amorphous and crystal1 monograph also 
describes the substance’s erystallinity as follows: “‘Particles w birefringence or 

Obviously, these two questions cannot be addressed in the same way, would not evaluate “sameness” in a 
consistent matter, and do not necessarily provide 

’ See 54 Fed. Reg. 28,881 (1989). 

Given this recent update, the lack of in&.&on of 
is not su~ris~~g. 

crystafline form in other nations’ pha~a~~~eia’s 
Pharmacopieaf monographs are created or revised based on the request of a 

manufac~rer or supplier of the drug substance. Hence, when other nationaf pha~acope~as are petitioned 
to include the crystalline form of cefuroxime axetil, the monographs wifl be updated accordingly. 
Likewise, the incf&on of only the amorphous form of the drug does not signify a “judgment”’ about 
whether the two physical forms are the same or not, and certainly does not represent a “consensus” that 
the crystalfine form is inappropriate for use in a drug product, as PDI claims. & supplement 1 at 2-3. 
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bit extinction positions are ~o~hous, and particles that show irefringe~ce and exhibit 
ction positions are crystalline.” None of the other identification p eters or testing 
fications in the monograph were changed when the crystalline designation was added. The 
of parameters include identification, assay, mobife phase, resolution soIutiun, standard 

preparation, and c~omatograp~c system, among others. Thus, the monograph now 
updated description of the solid state form of the drug substance, while ~eeog~zing t 
crystalline form already complies with the previous monograph specifications. Like FDA, the 
USP recognized that a solid state designation does not signi@ a new active ingredient but, rather, 
describes in more detail the physical form of the drug substance.’ 

As fixrt%ler evidence of the fact that ~o~hous and crystalline forms of the same drug are the 
‘(same active ingredients,” we note that such products can be “therape tally equivalent” under 
FDA3 therapeutic equivalence olicy. In its extensive discussion on therapeutic equivalence 
dete~inations, FDA explains: 

Different salts and esters of the same therapeutic moiety are regarded as 
pharrnaeeutical alternatives. , . . Anhydrous and hydrated entities, as well 
as different polymorphs, are considered pharmaceutical e 
must meet the same standards and, where necessary, as in the case of 
~PiciIli~~picillin trihydrate, their equivalence is supported by 
appropriate bioavailability~iuequivalence studies. 

A’s Approved Drug Products W ith Therapeutic Equivalence Evaluations (““t 
Book”), at Preface Section 1.7 (emphasis added). Ranbaxy’s cefuroxime axetil, tains 
both the amorphous and crystalline forms of the drug substance, is ph~a~euti~ally equivalent 

ioequivalent to GSK’s cefuroxime axetil in amorphous form. A~cordingly~ Ranbaxy’s drug 
product is eligible fur approval under Section SOS(j) of the FDCA. 

itionally, many of the documents cited y PDI in the Petitions actually support the position 
that ~e~oxime axetil (~o~hous) and cefuroxime axetil (amorphous plus crystalline) are the 
same active ingredient. For example, in the preamble to the ANDA Final Rule, referenced on 
page 12 of PM’s Citizen Petition, FDA specifically stated that the “stereochemistry 
characteristics and solid state forms” of a generic drug need not be identical to that oft 
drug. 57 Fed. Reg. 17,950, 17,959 (1992). This agency position clearly conflicts with 
asse~ions and confirms that varying solid state forms, such as the arno ous and crystalline 
forms of cefixroxime axetil, fall within the agency’s interpretation of the %ames’ active 

FIX’s licensor, GSK, raised many of the ‘“scientific” issues in PIN’s Petitions before the U 
Executive Committee, a@d the issues were carefully considered and debated at a July 30,200 1 hearing 
where GSK, Ranbaxy and FDA participated. Despite GSK’s claims in that forum, the LISP determined 
that the revised monograph, identifying a mere labeling designation, was appropriate and sho,rrld become 
official. 
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ingredient. The ANDA preamble cited by PDI further refutes the firm’s ~guments 
FDA’s historical position that the agency has discretion to determine what informat 

to support a c‘sameness” determination with respect to active ingredients. Id. Perhaps 
ubling aspect of PDI’s reference tu the ANDA Preamble is the misappli~~on of 

FDA’s ability to “prescribe additional standards that are material to the ingredient’s samen 
I& This language dues not mean that additional standards prohibit a finding of sameness. 
the contrary, it means that an active ingredient may meet the same standard for identity even 
when FDA determines that additional standards must be met for that chemical. 

Simil~ly~ PDI quotes Serono Laboratories, Inc. v. Shalala, a case ctually undercuts PDT’s 
arg~ent. In that case, the D.C. Circuit Court of Appeals upheld FDA approval of a generic 
drug that contained varying isoforms of the active ingredient. In so doing, the court ruled that 
the statutory term of “same active ingredient” is open to inte~retation by FDA and, thus, may be 
considered by the agency on a case-by-case basis as FDA reviews the particufar scientific data of 
a specific appIi~ation. Serono, 158 F.3d 13 13, I3 19 (DC. Cir. 1998). While PDI ndly 
describes this legal theory as a “close enough” standard (see Citizen Petition at 18 the courts 

ave called it 6Lproper deference to the expertise of the agency” -- a requirement under 
administrative law? Specifically, FDA is to be given deference when it is evaluating scientific 
data within its technical expertise, as in the case of ANDA data. i0 

~ltimately~ the Serono court determined that the ~h~acter~zation of an active ingredient does not 
include ouly chemical identity (as the Ranbaxy and GSK products have), but also may include 
clinical identity so long as the data posited to establish sameness is not “insuf~~ient to show that 
the active ingredients are the same.” Id. at f 3 19. In Ranbaxy’ s case, its ANDA data establish 
the chemical identity of cefuroxime agil via polymorphic form, as well as the clinical identity 
via a bioequ,ivalence study (described in more detail below). 

2. FDA has historically permitted ANDA appli~~ts to use varying physical 
forms of an active ingredient from that of the listed drug. 

PDI is asking FDA to radically depart fkom its current course. In th 
approved ANDAs for drugs with polymo~hi~ forms that are differe 

9 Citizens to Preserve Overton Park, Inc. v. Vofpe, 401 U.S. 402,416 (1971). 

@  Zeneca Inc, v. Shalala, 1999 U.S. Est. LEXIS 12327 (D. Md. 1999) (Aug. I 1, I. 991>, afl”d, 213 
F.3d 16X (& Cir. 2000) (upholding FDA’s approval of an ANDA for a drug contained a different 
prese~at~ve than the listed drug); Schering Corp. v. FDA, 5 1 F.3d 390 Cir. 1995) (FDA’s 
“judgments as to what is required to ascertain the safety and efficacy o s falls squarely within the 
ambit of the FDA’s expertise and merit deference from us.“), cert. denied, 516 U.S. 907 (1995); FPC v. 
Florida Puwer & Light Co., 404 U.S. 453 (1.972). 



November 2,2QUl 
Page 7 

rug. Signi~~ant examples include cefadroxil, ranitidine hydrochloride and prazosi 
hydrochloride. 

A decade ago, ristol-Myers Squi (““BMS”) submitted a eiti n that made many of 
same ~g~ents PI31 is currently advocating. BMS marketed ce monohydrate capsules, 
an antibiotic drug product. Zenith Laboratories (CYZenith”) filed an A for a generic version 
of the drug. A monograph for the bulk cefadroxil monohydrate mandated a moisture content for 
the drug substance of between 4.2 and 6.0 percent. Because Zenith’s active ingredient was a 
~‘hemihydrate” form of the drug substance, I3MS argued that Zenith’s drug did not conform to 
the monograph’s moisture content, which was drafted when BMS’s monohydrate version was 
the only available form of the drug. In its citizen petition, BMS asserted that FDA s Id deny 
approval of the abbreviated antibiotic drug application submitted by Zenith because drug was 
not ‘&the same” as the reference listed drug. BMS Citizen Petition, ated July 13, f 990 (F 
Docket No. 90P-0240). 

As in the present situation, Zenith developed the hemihydrate form in order to 
cefadroxil while simult~eously avoiding unhinging on a BMS patent that clai 
monohydrate. Because Zenith’s product did not infringe BMS’s patent, BMS 
the ~tibioti~ monograph to accomplish what its patent could not - generic competition. 
Simil~ly~ when faced with the reality that Ranbaxy’s product does inge GSK’s patent, 
PDI seeks to delay FDA’s approval of generic cefuroxime axetil tablets by opposing that 

proval in a citizen petition. 

FDA ultimately saw through BMS’s unfounded allegation and denied 
DA Docket No. 90P-0240 (Apr. 6, 1992). In reaching its decision, the Agency determined 

that the anhydrous form of an active ingredient constitutes the ‘“Same7 active ingredient as the 
hydrated form, but in a different physical form. In so doing, FDA explained that its 
respect to the therapeutic equivalence of ingredients with diRerent of hydrati 
long-st~di~g one, dating back at least to 1976 (citing 41 Fed. Reg 7 (1976) and 44 Fed. 
Reg. 2950 (1979)). 

A also stated that it had authority to approve an abbreviated application if e product met all of 
standards of the antibiotic monograph (except for moisture content speci 

product was bioequivalent to the listed drug (just as Ranbaxy’s product is bioequivalent to 
Ceftin@). FDA ultimately approved the generic cefadroxil product with labeling that replaced the 
listed drug’s references to “cefadroxil monohydrate” with referen 
The agency subsequently revised the antibiotic monograph to incl 
strength, quality and purity of cefadroxil hemihydrate, and the cefadroxil monohydrate and 
cefadroxil hemihydrate products remained equivalent to and substitutable for one another. 

PDI, due to its commercial association with GSK, should be well aware of the F 
position that an active ingredient can be the same even when it arises in istin&ve ~~stalline 
forms. In November 1994, FDA tentatively approved an A’NDA containing a Form 1 crystalline 
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of r~itidiue hydrochloride” In so etermined that the Form 1 crystalline was 
same active ingredient” as the list s ZantacQ which contained a Form 2 tryst 

ine hydru~hloride. After several its alleging patent ~~fringeme~~, ~ovopha~ and 
er ~ngelheim were permitted to s A-approved equivalent versions of ra~itidine 

hydrochloride containing the Form 1 crystalline. ’ ’ 

These historical examples clearly refute PEN’s assertion that Ranbaxy’s ~e~oxime a.xetil 
product with an amorphous to crystalline ratio that is different from Ceftin@ contains a different 

redient. In fact, the historical precedents are so closely on point that DA denial of 
s ANDA on ‘%ameness” grounds would be arbitrary and capricious. 

The FDCA Permits Ranbaxy’s Cefuroxime Ax&ill La 
To Reference The CrystaIline Form Of The Drug 

also argues -that the labeling of a generic drug containing the crystalline form of ~e~roxime 
il will not be the same as the labeling for Ceftin@, in contravention of the FDCA. In 

e statute requires an applicant to demonstrate that proposed labeling for the 
generic pr ct; is the same as the approved labeling for the fis product. 21 USC, 
9 3~5ti)(2)(A)(v). Statutory exceptions, however, allow for mi r labeling differences. One 
such exception provides that the ANDA may reflect difference e to the drug’s production or 
dis~ibution by a different m~ufacturer. Id. FDA interprets this phrase to include variations in 
~‘~x~ira~ion date’~~~~~u~~o~, bioavailabiEy, or ph~a~okine~~~s’ labeling revisions made to 
comply with current FDA labeling guidelines or other guidance I . . .Y’ 21 CF 9 3 14,94(a)(~)(iv) 
(emphasis added). One court in particular has upheld FDA’s in~e~retation on labeling 
differences, concluding that an ANDA approval was lawful for a generi 
differe reservative than the listed drug. See Zeneca, Inc. v. Shalala, 
12327 . Md. Aug. 11,199 13 F.3d 161 (4th Cir. 2000). As 
R~baxy ’ s ~e~rox~rne axetil stance including both ~o~bous and ~~sta~li~e forms 

sents the same active in Glaxo’s amorphous form. Consequently, any labeling 
es necessary to reflect the difference in physical form are permissible. 

ling for Ranbaxy’s Ce xime Axetil tablets will be th e as the labeling for 
except that the listing he active ingredient. will specl solid state form of 

drug (e.g., %efuroxime axetil (amorphous ~/~~s~alline o/o>‘“). This difference is 
permissible under the exceptions enumerated above. In fac?& the past, FDA has approved 
ANDAs that incorporated similar differences in the labeling with physical forms that varied from 
the listed drug. 

110 F.3d 1562 (Fed. Cir. 1997); 
S 16954 (Fed. Cir. June 4,f997 
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c. The Scientific Data In Ranbaxy’s ANDA Establishes That Its Cefuroxime 
AxetiE. Tablets Are Safe, Effective And Therapeutlically Equivalent To Ceftin@ 

1. anbaxy’s bioequivalence data establishes the s 
its generic tablets. 

and effkctiveness of 

lams that FDA approval of a c~stal~ine-containing cefuroxi axetif product woul 
approval of a fess absorbable, inferior, and in-equivalent pr t. it933 C%izen R&on 

at 4. ~as~~al~y, PDI is attacking the FDA approval process for generi s, which is mandated 
by law. Congress determined that generic drugs must contain the same active ingredient as 
the i~ovator drug; be identical in strength, dosage form, and route of administration; have the 
s e use indiGa~ons~ meet the same batch requirements for identity’ strength, purity, and quality; 
and be m~ufact~ed under the same strict standards of FDA’s good rn~ufa~t~~ng practice 
regulations required for innovator products. fn addition, generic drug sponsors must establish 
that the generic drug is bioequivafent to the innovator drug. 

A’s bioequivalen~e standard is the pro uct of more than 30 yeas of 
studies by hundreds of ph~aceuti6al se ntists and biostatisticians. T bi~equivalenee cd&a 
has been analyzed and debated many times within FDA and, yet’ the agency’s study 
have remained constam Nevertheless, the brand drug industry has continued to attac 
bioequiva~e~~e testing requirements - much like PDI’s complaint in th 
FDA to submit fetters to the medical establishment to educate them on 

ioequiva~e~ce testing. For example, FDA has stated that, “[i]n proving a generic dmg 
product’ the FDA requires many rigorous tests and procedures t WI-~ that the generic dmg is 
inter~h~geab~e with the brand-name drug under all approved indications and conditions of use.” 
January 28, 11998 Letter to Wealth Care Practitioners from Stuart L. nightingale’ M.D., Associate 
~o~issioner for ealth Affairs, FDA. Based on its regular assessment of the quality of 
generic drug pro s in the marketplace, FDA explained that there “are no doc~ented 
ex~p~es of a generic product m~ufactured to meet its approved edkations that could not 
used inter~h~geab~y with the corresponding brand-name drug.” I_r 

~he~ore, in correspondence to state pharmacy boards, FDA stated that therape~ti~a~~y 
valent generic drugs “can be substituted with the full expectation by the patient and 

ysician that they will have the same clinical effect and safety profile as the innovator drug.” 
il 16, 1997 Letter to the National Association of Boards of Pharmacy, from Roger L. 

Wallows, Deputy Center Director for Pharmaceutical Science, CDER, FDA. Thus, PDX’s claim 
that an FDA-approved generic drug could be inferior to its brand mounters is unfounded. 

n keeping with FDA’s bioequivalence requirements’ Ranbaxy conducted bioequ~valence testing 
on its cefuroxime axetil tablets and established that they are bioequivalent to Ceftin@. 21 U.S.C. 

); 21 C.F.R. part 320. B~oequivalence data establishes that there is no significant 
ce in the rate and extent of absorption between the generic drug and the listed drug. 



for ce-firroxime axetil contains data that meets FDA’s bioequiva~en~e 
oncerns about the crystalline form of the drug affecting the product’s 

valence are refuted. Ranbaxy submitted such bioequivalence data to the agent=y in its 
Ranbaxy also went a step further and conducted additional bioequivalence testing to 

confirm bioequ~valence t~oughout its drug product’s shelf life. Thus, the inclusion of a 
ercentage of crystalline drug substance did nut adversely affect the quality of the 

finished drug product, neither in terms of stability nor bioequivalence. 

2. An FDA rulemakin on generic drugs with varying pu~ymo~hs would 
merely duplicate the efforts undertaken during the ANDA review process. 

DI claims that FDA should initate a rulemaking proceeding to set standards for generic drugs 
that costars a po hat varies from the fisted drug. PDI cites quality cvncerns as the basis 
for this request. replies that such a rulemaking is uMe~ess~ because the statutory 

al process and FDA’s ANDA review already ensure that the particulars of a drug product 
affect negatively the safety and effectiveness of the drug. 21 USC. $35%j); 21 C.F.R. 

4 3 f 4.94, Both safety and e ctiveness must be proven by rigorous bioequ~valence data and 
exacting scientific methods. Product consistency is maintained via good m~ufac~ril~g practice 
requirements and batch requirements for identity, strength, purity and quality. 

In fact, FDA previously has explained that’ when approving an ANDA, the agency must assure 
that satisfacto~ st~d~ds of product quality are met. Specifically, FDA has stated that “[p]art of 
this assurance consists of drug substance and dru product controls and spec~~cations capable of 
maintaining these standards for product quality.” F ’ The agency evaluates each manufacturer’ s 

r solid state forms, material quality, m~ufaet~ing’ processing and product 
characteristics, as well as testing specifications and monitoring ca~bilit~es, “regardless of the 

solid state form used in a product.“13 We are confident that FDA’s review of Ranbaxy’s 
A and any other ANDA for cefuroxime ax&f will be thorough and exacting and wifl require 

whatever data is necessary to ensure a safe and effective cefuroxime axetil product in any solid 
state form, thereby ensuring that if Ranbaxy’s product were ““inferior” and ‘“damaged goods” as 
PDT so ~olor~l~y asserts, the product would never obtain approval or make it to the market. 

Moreover~ Ranbaxy has conducted numerous other testing to ensure the quality of various 
spects of its product. The company’s dissolution data’ derived from a two-tier dissolution test, 

establishes that the percentage of crystalline and amorphous forms in its drug product does not 
affect the identity, strength, purity, potency or in v&-o or in vo performance of the 
uct. In particular, there is no change in the quality of the pr et or in the ~~sta~linity 

12 emo from Gary J. B-txehler, (then) Acting Director, Office of Generic Drugs, 5 to the Executive 
Committee of the Council of Experts, United States Pharmacopeia, dated July f 0,200 I, at 2. 

l3 Id at 1. “-2 
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ratio after aging. Ranbaxy has monitored these parameters by infrared spectrosco 
powder diftiaction. The company also has developed specifications for soIub~lity, Butch-to~batch 
consistency, product release, and shelf-life. Of course, Ranbaxy is monitoring all steps of the 
m~ufacturing process to ensure that any potential for conversion of amo~hous to crystalline, 
however remote, is controlled. This broad range of testing and specification compIian~e is more 
than suf6cien-t to ensure that any product quality issues dreamed up by FIX never come to pass. 

Finally~ Ranbaxy also has dis IX’s claim that, within a combined ~o~hous and 
c~sta~line product, there m rconversion from the ~o~hous form to the ~~staIline 
form so that, over time, the ~o~hous/c~stalline ratios are not sufficient to assure 
bioavailabi~i~. No such interconversion has occurred, as evidenced by specific testing on 
Ranbaxy’s product. Althuugh several literature references are cited by PDI on this point & 
Citizen Petition at 17), none have any bearing on the Ranbaxy fo~ulat~on presently under FDA 
review. FDA’s scientists in the Office of Generic Drugs have evidence that no such variability 
exists with respect to Ranbaxy’s cefixroxime axetil tablets - not from its formulation properties, 
m~ufa~tur~ng processes, or storage conditions. 

In sum, FDA already requires extensive testing and specification setting for any generic 
ce~roxime axetil product, pursuant to the applicable statutory framework and FDA’s stringent 

ruval requirements. As a result, FIX’s calls for additional rulemaking standards are 

The 3Mkmth Stay Provisions Of The Hatch-Waxman Amendments 
Cannot Be Applied Lawfully To A Cefuroxime Antibiotic Pro-duc 

PIN’s assertions regarding the explicability of the 30-month stay provisions of21 USC 
3 55~)(5)(~) axe disingenuuus at best and absurd at worst. The F CA initially ~~tab~isb~d two 

statuto~ constructs for the lawful marketing of drugs - one for antibiotics in Section 507 and 
one for all other drugs in Section 505. The patent listing and patent certification requirements 
applied to drugs under Section 505, but not to antibiotics. This difference was m~nta~ed by the 
Food and Drug Adminis~ation Mode~ization Act of 1997, Pub. L. No. 105-X 15, Xl 1 Stat. 2321 
(“‘the Mode~ization Act”) when Section 507 was folded into Section 5 
legal authority to apply the 3O-month stay provision in Section 505~)(5)(~) to an antibiotic such 
as eefuroxime axetil, whether based on ‘“public policy concerns” or otherwise (see Citizen 
Fetition at 25-27). 

Even if FDA were to decide that ~lemaki~g is appropriate on this issue, its application most he 
prospective after a notice and comment period, pursuant to the Administrati 
retroactive app~icatiun of such a rulemaking - which is requested by PDI in rm of a stay of approval 
against all presently-filed ANDAs - is unlawful. 
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1. The FLEA’s 3O-month stay provisions historic ly have not applied 
to antibiotic drug products. 

) of the FIXA, codified at 21 USC. 8 355 ), a ph~ace~t~cal 
rn~nfac~~~~ may seek FDA 
submi~ing an ANDA. rs A p 

oval to market a generic vers n of a patented drug by 
aceutical rn~nfa~~~~r filing an ANDA under this section must 

make one of four certifications regarding patents on the drug th is the subject of the 
If the ANDA sponsor files a certification under 2f U.S.C. 5 355~)(2)(A)(vii)(IV) (c‘a paragraph 
IV ~e~~~~ation”), the patent owner may bring an action against the sponsor for patent 
infringement under 3 5 U.S.C. Ej 271 (e)(2)(A). l7 Absent this statutory provision, there is no 
impediment to ANDA approval based solely on the existence of pending patent litigation. If the 

atent owtler sues within 45 days, that action triggers a statutory 30-month stay during which 
FDA is prohibited from approving the ANDA. 21 USC 5 355(j)(5)@) (fo~erly ;ii 355~)(4)~) 
under the pre-1997 version of the FDCA). 

At the time these provisions were promulgated as part of the ~at~h-Wa~~ endments, 
m~~facturers seeking approval of a generic version of an antibiotic drug, SU& as eetioxime 
axetil, did not fife an ANDA under Section 505(j), 21 U.S.C. Q 355(j), but instead filed an 
abbreviated antibiotic drug application (“AADA”) under Section 507 of the FDCA, 21 USC. 
5 357.l” See 21 U.S.C. $ 357 (1997) (repealed) (Exhibit 2). Unlike an ANDA &led under 
Section 5?%&, an AADA filed under Section 507 did not require any patent certification. 
Moreover, an AADA fifed under Section 507 was not subject to 35 U.SC. 0 271(e)(2)(A), and 
the filing of an AADA did not constitute an act of patent infringement.‘~ Thus, in adopting the 
~at~h-Wa~~ Amendments, Congress chose not to subject applications seeking approval of 
~tibiotic drugs to the certification provisions of Section 505(j). These are the provisions under 

I5 See Bristol-Myers Squibb Co. v. Royce Labs., Inc., 69 F.36 1130, I 13 1 (Fed. Cir. 1995). __I_- 

w 21 USC. 5 355~)(2)(A)(vii)(r)-(TV); Bristol-Myers, 69 F.3d at 113 1. 

See Bristol-Myers, 69 F.3d at I 13 1. 

PDf’s targeting partner, GSK, is well aware of the historical distinction between antibiotic drugs and 
other drugs under Sections 505 and 507. In Glaxo, Inc. v. Heckler, 623 l?. Su c. 19851, 
the court rejected GSK’s attempt to apply Section 505 of the FDCA to antibi oing, the 
court noted that GSK bad lobbied Congress extensively to subject antibiotic drugs to Section 505, but lost 

e debate. The court also rejected GSK’s invitation to %ewrite legislation which Congress expressly 
considered.” Id. 

5~ Brian D. Coggio and Francis D. Cerrito, The Application of the Patent Laws to the Drug Approval 
(c‘ Prcaess, 52 Food & Drug L.J. 345,354 (1997) arr AADA is not subject to title 35 United States Code 

Section 27 1 (e)(2), and its filing is not ari act of infringement under this section.“) (Exhibit 3) 
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which GSK originally filed its antibiotic drug application for ce~oxime axetil (N 
approved December 28,1987). 

2. The Modernization Act preserved the distinction etween ~tibioti~ 
drugs and other drugs and, hence, no 30”month stay can be imposed 
on Ranbaxy’s ANDA by the FDA. 

The modernization Act rep ed Section 507 of the FDCA and consul ated this provision into 
Section 505. However, ‘rhe dernization Act included a “grandfathe provision md con~~n~~d 
to exempt pre-1997 antibiotic drugs &urn the patent ce~i~cation provisions of Section 505. As a 
resuft, the mere filing of an ANDA for a pre- 1997 antibiotic does not autumati~ally constitute an 
infringin er the patent i~ingem~nt provision of 35 U.S.C. 4 27 1 (e)(2)(A) and the 30- 
month st ion does nut apply. 

) of the ~ode~ization Act repealed Section 507 of the FFDCA. See Pub. L. 
105-l 15, 8 125(b). Therefore, an ANDA for an antibiotic drug is now undersection 
ufthe FDCA, 21 U.S.G. 9 355(j). However, Section 125(d) of the MO zation Act exempted 
ANDAs for certain pre- 1997 antibiotic drugs from th atent info~ation, patent ce~i~cation~ 

atent nu~i~~ation and delayed effective date (i.e., 3 onth stay) provisions of Section 505. 
See id. at 8 125(d)(2); Donald 0. Beers, Generic and Innovator Drugs A Guide to F~~oval -- 
~uir~ments~ $4.02[1] (5th ed. 1999) (Exhibit 4)? The FDA has recognized this exemption 
for certain pre- 1997 antibiotic drngs in its proposed amendments to its own rules to cu.t~Gorm to 
the statute: 

The ~ode~izatiun Act also exempts certain ~tibiotic~related 
applications from the marketing exclusivity and patent provisions found in 
section 505 of the act. Under former section 507 of the act, antibiotic dmg 
applications were not subject to the patent listing and exclusivity provisions in 
se&on 505 of the act. Section 125 of the Modernization Acf preserves this 
distinction with an expansive line. Section 125 exempts those applications 
that contain an antibiotic drug that was the subject of a marketing application 
received by FDA under former section 507 of the act before November 21, 
1997 (prerepeal antibiotic drugs) [now listed by the FDA in 2 f C.F.R. 
$ 314.109(b)]. 

. 3623,3624 (Jan. 24,2~Q~) (footnote omitted) (Exhibit 5). FDA explicitly states 
that pree- 1997 ~tibiotic drugs are not subject to the 30-month stay provision of Section 
5~5~)(5)(~). Id. at 3624. - 

- 
interestingly, this text is authored by GSK”s legal counsel who submitted the Citizen Petition filed by 

GSK against generic cefuroxime axetil products, FDA Docket No. OOP- 1550. 
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~e~roxim~ is one of the antibiotic drugs s ecifrcally exempted under the statute and 
proposed rule (to be codified at 21 C.F.R. 8 3 14. f 09(b)). See id. at 3626; FDA ~~~~id~~e for -- 
Industry and Reviewers: Repeal of 5 507 of the Federal Food, Drug, and Cosmetic Act (May 
1998) (declaring that “New applications (those received on or after November 2 f , 1997) under 
section 505(b) or 505(j) for drugs that contain ~‘old” antibiotics need not include patent 
info~ation . . . .“). Thus, as interpreted by the FDA, Congress did not intend for the 
~ode~zation Act to subject antibiotic drugs containing cefuroxime to the patent ce~i~cation 
provisions of Section 505. See 65 Fed. Reg. at 3625-26 (setting forth FDA’s administrative view 
of Congress’ intent with respect to the treatment of certain antibiotic drugs). 

PDI’ s statement that Congress did not include the 30-month sta rovision in its list of ~xern~t~d 
statatury pruvision is incorrect. In reading Section 125(d)(2), apparently does not realize 
that the statute’s citation to Section 5~5ti)(4)(~) is a reference to the 30-month stay provision. A 

eful reading of FDA’s proposed rule highlights PDf’s mistake. FDA explains that “[t]he 
de~ization Act added a new section 505@(3) to the act. This resulted in the ren~mbe~ng of 

sections 505(j)(3) through (j)(8) as sections 505(j)(4) through (i)(9), respectively.” Id. at 3624. 7 

Since the ~ode~zation Act exem ed antibiotic drugs containing cetiruxime 
related provisions found in Sectio 05, ANDAs for an antibiotic drug contain 
axetil can be filed without a patent certification paragraph. Thus, Ranbaxy did 
Paragraph IV certification in its ANDA and the 30”month stay provisio 
a result, under the law, FDA cannot impose a ?&month stay on the approval of Ranbaxy’s 

‘s Petitions represent nothing mure than an ~ticompetitive tactic to protect its ex~l~siv~ 
t to distribute the antibiotic drug, Ceftin@, in the U.S. We maintain that PDX’s allegations 

are unfounded on both the science and the law. We urge FDA to deny DI’s Petitions ;uld 
approve Ranbaxy’s ANDA for cetiuxime axetil tablets, thereby providing access to this safe, 
effective and affordable antiobiotic to the American public. 

cc: Daniel Troy, Chief Counsel 
Lynn Whipkey, Office of Chief Counsel 
Gary Buehler, Director, Office of Generic Drugs 
Cecelia Parise, Office of Generic Drugs 


