


er 26, 200 I, PDT ~~~~itted a petition ( I.31 Petition for stays asking F 
approval of any .AJ+DA or section ~~~(~)(~) applic on, and/m decline to approve any such new 

n, for a drug p~~d~~t that inc s ~~~r~xi~~ axetill with a di~~r~~t 
ic mixture than that of C Ain until final r~~~l~ti~~ af the 

PI31 ~etitiun. PI31 so requests that, if FDA enies PIX’s ~jtize~ petition, the 
a ~~vi~wi~g cauti has ruled ~~~~~t~es~ if that d~~~§i~~ as loag as 
ew within two weeks of itg ret of the adverse de~i~i~~. 

etitions for several r~a$~~~. FDA wrill a prove a generic 
r tfrings, the active i~g~~di~~t in the generic drug p~~d~~t is the 

2 



0th ~etit~~~s for stay because the ~etit~~ners ave not d~~~~st~ated that t 
~~t~t~~ners have not demo 

oficy g~Q~~ds s~~~~~~~g a stay; ~etit~~ so have not sh~w~ &at 
stay is not outweighed by public health or other public interests. 



raducts (~~~i~ tablets and bedim for Oral 
s a d~astereuisQ~~r ratio mythic this range, 

R~baxy~ in its generic ~e~r~xi~e ax~t~~ tablets, us 
oisomer ratio within this range, and it uses, in part, ~~stalli~e c 

ax~t~l. In sum, GSK and Ra~baxy use diffident physical forms of the sake active 
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at this change in the f7sp mo 

ins (GSK Petition at 6) that 
meet the standards for 

stalline form and the arn~r~h~~s form af 
active i~~red~~nt is ~~~r~x~rn~ axetil that 
with the revised rn~~~~ra~~ (with respect 





active ~~gr~d~~~t in the reposed ger~ric drug ~r~d~~t is t e “same” as the active ~~gr~di~nt ia 
the r~f~r~~ce listed drug. 

t 
rate that the active ingredie osed generic drug ~~~d~~ is tlh;e same 

as the active ingredient in e reference fisted they d~s~r~~e the type ;of inf~rmatiQn 
FDA may rely in making its det~~i~a~~~~ as to ~~~t~er the ANDA a~~~i~a~t has met 

n to provide s~~~~~~t i~f~rrnat~~~ to show the active i~gr~di~~t in the p 
drug ~r~d~~t is ive ingredient in the re&rence listed drug. Th 

road grant ~fd~s~r~t~~~ with respect to the i~f~rrnat~~~ that the 
. Agency may consider in making a biding 032 ~~sarnen~ss.~~~~ 

~g~~at~~~s ~m~~~rn~nti~g x&on 505 (j) of the Act A is s~jta~~~ fox 
~rat~~~ and a~~r~va~ if the r~p~sgd generic drug same as” the referents 

lusted drug (21 CFR 3 ~4.~2~a)( 1)). S~ec~~~ally~ $j 3 14.~2(a~(~) states that the term ’ 
rn~a~s~ arn~~g other twangs, “identical in active ingr~d~~~t(~).‘~ In its 1892 fmaX rule 

lattions, FDA stated that it wilf ~fc~~s~d~r an active i~gr~d~~~t in a generic drug 
be the ~rn~ as that ~fthe reference listed drug if it meets the same staBbards for id~~tity.~‘~~ 

dern~~strat~ &at the active i~gredie~t in its propas eneric drug pro 
dient in the reference listed drug ‘“‘exhibit the same sical and ~h~rni~al 

~~a~act~rist~~s~ that IKJ additional residues or ~m~~rit~es cam result from the di~ere~t rna~~fa~t~r~ 
or ~y~th~~~s process[,] and that tile Ster~Q~hern~st~ &har~~t~ris~ics and solid state forms ofthe 
drug have not been altered. tr’z6 

apted a more flexible a~~r~a~~ sealing that it will, as rn~~ti~~~d a 
in a generic drug produ Q be the same as the aetive ~~gr~di~~t in the 

g if it meets the same st ds for ide~tity~~~ FDA st 
standards fur ident” are described in the USP, a~t~~~g~ the Agency m 

are material tu the ~~~ed~~~t’s same~~ss.7’2~ Sta 

26 Id. at 175158-59. 

27 Id. at lT959. 
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~jven this re~latu~ s~~~rn~, an s~i~nti~G knowledge 
ous forms, FDA could approve m for a proposed generi 
ime axetil that has a di~er~nt physical form (wholly or axially ~~stalli~~ fQrm) than the 
ime ax&l (amQrph~~s farm) in the reference listed d . consistent with FDA93 

y noted above, FDA presiders the (thinly or pa Sy) ~~sta~li~~ ce~r~xi~~ axetil. 
sed generic ce~r~xime ax&l drug product to be ~~sarn~‘~ as the amorphous 

in Ceftin, if the same st~dards for identity are met. In most basks, as 
these standards for identity are described in the U$p, although FDA may 

proscribe additional standards that are material ta the active i~gredient~s sarne~~ss. 

le s~ie~ti~~ evidence (as dismissed in 
A ~~~~l~des that different physical forms af ~e~r~xim 

axetil, and FDA has determined that no additional standa 
orz crystalline st~~t~re or st~r~~is~meri~ mixture, are ne 
g the sarn~~~ss of cetiroxime axetil in a generic cetiro 

if an /J’Y’I3A vides s~~cie~t i~f~rrnati~~ ta show that the ~e~r~xirn~ 
e form) in its proposed gen”ric ~e~r~xim~ ax&l drug 

ds for identity in the USP, FDA will consider the proposed generlc 
duct to ~~~tai~ the “same” active ingredient as the reference listed drug, Ceftin. 

respect to ~e~r~xirn~ ax&l i~~l~d~ tests/sp~ 
T diast~re~is~mer ratiq and assay. ~anbaxy~s 
uws that the ~~~r~xime ax&l in its generic 

identity described in the Lrsba. T DA considers ~anbaxy~s pa~ia~ly ~~sta~li~~ 
be the same a&iv dient as the arnurp~~~s form of ~e~r~xime 

etil in GSK’s C&in. 

PI31 ins (FIX n at 2 1) that the USP’s d~~isi~~ to revise the c ax&l 
men does not e the fact that a proposed g~~~ri~ prudent cant ixt~re of 
amorphous and ~~stalli~~ ce~r~xime axetil does not certain the same active i~gredi~~~ as 
Cefiin. 

isi~n to revise the m~n~gr is consistent with. the US 
generally do. not address ranges in physical rm unless and 

issue is brought to the USP’s att~~ti~~.~~ 
a sp~~i~c 

As rn~n~iQ~~d previou f the f/sy, ira its 



ee~ruxi~e 
hs to rcxxgnize both t talline and a~~r~~~~s f~ dQ% 
0, in th65 ~~~a~~l~ to 1 mXe on AWDAs, FDA states that, in r~vi~~~~g 

ANNA, it will cansider an active i~gr~di~~t ta be the same as that of the 
dmg if it meets t same standards for identity. FDA ded that “[i]n most 

~a~es~~’ these standards are descx d in the USP. ” es that ~~~t~~g U?P sta~d~ds 



farms of a drug s~~st~~~ still have tb 
rima~ ~~~mi~aI st~~t~re r~g~d~~ss af sicaX form; they also have the same 

chemical identity. 



preclude or ~~imi~at~ e~a~ges in drug ~rQd~~s. father, its p~r~Qs~ 
ie where add~t~~~a~ data should be develu~~d to justify certain 

he same is true of FDA”s ~~C~~C f g~~dan~~. Cuntra~ to GZG33 claim, these 
r~~~sit~~n that a generic ~e~rQxime axetil drug ~rQd~~t can be 

%ame” as Cefiin snly if it has the totally arn~r~h~~s form ofthe active ingredient. 
displays different properties such as milting &nt, s~l~~~~ity~ and sta~~~~ty~ these 

~~ara~t~r~s~i~s eouId ~~timat~~y have an impala on the approval of an /k&!IDA for a pr~pQs~d 
g~~~r~~ ~~~~~~~~~~~~ These c~ara~te~sti~s caufd ~~t~rnat~~y affect the a pr~val because the 

provaf is based not only on. ~~~t~~r the active i~gr~di~~t in the: ~r~~p~s~d g~~~ri~ drug product 
the ~~sa~~~~ as the active ingredient in the reference listed drug, but also an w~~t~e~ the 

’ he same as the reference listed drug. FDA wil! a 
neric drug ~r~d~~t if the applicant pr~vid~s~ among other things, sufici 

i 



hysical form af the active 
ent m the ref~re~~~ listed drug. 

drugs whose active i 
reference: listed d 

In add~t~~~ the Agency has a~~r~v~d generic rugs in which the active ~~~~d~e~t di 
that in the: r~f~re~~~ listed drug wit respect to s~~vati~~ or ~~ydrat~~~. Far 
approved a terazosin ~ydr~~h~~rid~ a~~ydr~~s product as a generic versian 
~a~~rat~ries~ tsrazasin ~ydr~~~~~rid~ di~ydrat~ product; the USP has prupQs~d a single drug 

stands rnQ~~grap~ for Terazosin ~ydrQ~hl~rid~.4~ 

x3 

i 



42 Id. at x0. 
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& PSA 1 and 01 

A interprets this ~~d~~~d lan~ag~ broadly, as reflec 
$j 3 ~4.~4(a)~~){iv)~ which includes, along other thi 
f~~~~~at~~~~~ bi~avai~a itity, and ~har~a~~~~n~t~~s. 
x~~ieit~y ~~~~g~izes that these di~ere~~es listed in t 
3 l4.~4(a)(~)(’ ) xv re~~gn~~es that there are &XX di 

~~d~~ts and reference listed drugs that are ~~~~issible due t 
d ~ef~r~~~~ listed drug product are prods 

~ffer~~~~~ between generic and reference listed drug products is ~~~r~eet. As cited above, 
6j 3 ~4~~4~a)(~)(iv) ~~~vides~ a~~~~ ather things, that “d~~e~~~Ges between. 

abeling and 1 iing approved for the r ce listed drug ~~b~~~~ 
generic drug duct and the refer~n~~ drug are pr~d~~~d a 

phasis added). The reg~lat~~~ does not state that these are the CWZ& affectable diffe~~~~~s 
&&Fence listed drug labeling, Rather, the ~r~v~siQ~ lists the di~e~e~~~s as 
e d~ff~~~n~es in labeling ~~s~~t~~g from the fact that a g~~e~~ drug prudent 

Iisted drug are produced ur distributed by d~f~~~e~t ~an~fa~t~~~~s. 

GSM also ~~~t~~ds (GSK etitiu~ at 6) that a se active 
a~ial~y in ~~sta~~i~~ form waufd be z;tnap 

ient is ~h~l~y 
generic ould have to be 

Xed with a d~~~re~t name than the listed dmg, due to its faihze to meet the ~~~r~~t ~~~ 
CSK nates that, under 21 GFR 299~~(a)9 “‘[t]he name by which a drug is designated 

ishing and diffe~e~t~ati~g from any name re~Qg~~zed in an ~~~~a~ 
drug ~u~~l~es in identity with the identity ~res~r~b~d in an ~f~~~a~ 

su ~e~~gni~ed name.“’ 
rystalli~~ ~e~rux~~e axetil 

GSK argues that sabering a drug ~~~d~~t ~~~tai~~ng 
as ~~~e~r~xi~e axetil” would ~~~~t~t~t~ ~~sbra~di~g because the 

raduet would nut comply with the stand~ds for identity in the USP. 



K made this ar~rn~~t after the proposed ~ev~s~~n to the USx3 ~e~r~x~rn~ ax&Z rn~~~grap~~ 
t befits the revisits had been made final. This ar~rn~~t, as d~s~~ss~d earlier, is 

issue. As d~s~~ss~d a rove, the revised c~~r~x~rne ax&l monograph nr3w ~~G~~des 
arn~rph~~s and cyst lirre forms of the drug substance, A ~e~~~x~rne 
active i~gred~~~t is whu~ly or penalty in ~~stal~i~e form waked be labeled with the same fame 

roduct whose active i~gr~d~~~t is arn~rph~~s. 

X P~tit~~~ at 2 l-22) that the ~~~ rn~~~g~aph ~QW requires the labe~~~~ for 
~~~~~x~rn~ axetif drugs to specify which form of G~~r~x~rne axetif GQ 
ingredient. PDf ~~~t~~ds~ therefore, that even the revised mu~ugraph 
prudent ~~~tai~~ng any ~~sta~~~~e ~~~ruxirn~ ax&l to be labeled in the same manner as 
am~fp~~~s ceku33xime axetil, 

That the ~~~ ~e~r~x~rne axetil monographs ~uw s 
Qr drug prudent is tr, be sabered to state the physical dient does not rnea~ 
that the different physical forms are ~~derstu~d ta b ients. The USP 

ave created separate m~~~graphs for the a axetil dI-ug s c and 
crystallize ~e~r~xirn~ ax&l drug s~bsta~~~ (md e for ce~r~xime ax& s)? 
unsteady the USP decided ta include regarding the physical farm of the active 
* ~edient in drug s~bst~~~ and drug prudent laboring. ~~re~v~r~ as explained earlier> this 

ff~r~~c~ ixz the physical form ~~e~~r~xirn~ axetil is a permissibly di~ere~~~ under 
~rp~s~s of g%neric drug approvals. The ~ab~l~~g di ences resenting &om the fact that a 

eneric drug product and the reference listed drug are p ted ar distributed by different 
ma~~fa~~~r~rs are ~ab~~~~g d~ffere~~~s p~rrn~t~~d by law, 

As it does with axly generic dru DA will require 
e of qrry proposed ~e~r~xime axetil drug produ 
atiiajly crystallize form, In the- process af rev~~wi 

ate standards ~fpr~d~~t reality are met., Every 
ens and metb~ds tu ensure the identity, str~n~b, q 

contrc$s on the 

s, assures 





raxime ax&l from the G~sta~l~n~ rna~~r~al is less b~~ava~lable than that from the 
am~~~h~~s material. The study showed that c~~r~x~rn~ axetil bi~ava~lab~~~ty was 
GQrn~~abl~ whither the ~~sta~~~n~ form or arn~r~b~~s form was administered as an oral 

ension because the differences were not sb~w~ ts be s~at~st~~al~y s~g~i~~a~t. 



hous rna~~~al was givers, Ce 

% a~~~~~~~~~~ Study No. ~~P~~~/~2~ is not n&want to GSK’s ~~titi~~ because the 
study ~Qrn~~~d twa d~~~re~t dosage f~rms~ an oral solutian and a tablet. ~~~ava~~ab~~ity 
d~~~r~n~es are c$ten ~bs~~~d when twu di~~re~~ dosage forms are admi~~st~r~d. In 
a tion, the study did not d~r~~t~y compare ~rys~al~~~~ G~~r~xirn~ ax&l with arn~r~h~~s 
c r~xim~ ax&l, since, in this study, the ~~stall~n~ ~~~r~xime ax&l was dissolved in 

fore dosing. In solution, c~~r~xirn~ ax&f exists as free solvated ~~l~&~~~s 
withes a ~~stall~n~ lattice st~~t~r~~ as occurs in the salid phase. ~~Ga~s~ this 

y compared the b~~availabi~ity of a ce~r~x~rn~ ax&l oral s~l~t~~n with am 
roxime axetil in tablets, it is not refevant to the type of study r~~~~r~d in 

demonstrate b~~~~~~va~~~~e. 
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P~tit~~n at 11) that even if F 
~~~ta~~~~~ ~e~r~x~rn~ ax&if in generic ~e~r~xirn~ axeti2 prudent 

p~~~~a~~~ would require strangest a~~~pta~~~ criteria to unsure that there was ns 
TV-hatch or stability-related var~at~u~ in (X) the ratio of tryst 

ratj~ of d~ast~re~~s~rn~rs~ and (3) the ratio of p~lym~rphs. th 
the drug product anr5 the drug s~bsta~~~, standard p~~~rrna~~~ testing alane is ~~adeq~at~~ so 
there must be quantitative a~al~ica~ controls. 

As stated above, ~val~at~~~ of the adequacy af contrc& is part of F A review 
prQ~~ss. The Agency makes det~rm~at~~ns regarding the need for such ~~ntr~~s based cm the 
sp~~~~~ pr~d~~t~ relying cm ~~f~rrnat~~~ available trough referenced drug master files and ia thr: 
~~~rni~~~ lic;atisn, I& is thes-e applicative- are used to evaluate the adequacy of 

ure acceptable parameters far a proposed drug product. A a~kn~w~~dg~s that 
of either the drug substage or the drug product might a t the ~b~a~terist~~s of 

rug prudent. The Agency takes these issues into ~u~s~derat~~n during the review process, 
ardl~ss of the controls that GSK uses for its G&tin products, FDA will se 

contrcG as a Goadit’ f approval for aBy p sed generic prudent 
~~~rQxim~ ax&l. se controls may be d nt from and/or additional to 

to Ranbaxy’s ~~~r~x~rne ax&ii product, t 
ished apprQp~at~ p~~~rrna~~e tests to en 

its product* 

* 

In , 200 1 f ~~~~~~rn~nt to its 
Pe testier alone (e.g., dissol tion testings is i~ad~q~at~ ta co 
var~at~~~s in the s~~~d-stat~ form af cetiraxime axetif. in f~rrn~~ati~ 
pr~p~~~~~ ~f~~stal~i~e drug substance (June 4 GSK Suppl. at 3). states that to the 
extent that d~ss~l~t~~~ t~stj~g does have a rafe in h~~pi~g to rn~~~t~r and regulate the q~a~ity of 
c~~r~x~rne axetif tabilets, such testing must not bf: ~~mpr~rnis~d. ~~th~~t citing any spe~~~~ 
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Xn the case of a generic drug product, the d~ss~~~ti~~ sp~~i~~ati~~s are 
same as the reference fisted drug. The specifi ” e ~~~~rrned by testing 
diss~~~ti~~ perf~rrna~~~ of the generic drug p m an a~~~pta~~~ 

study. If the diss~~~t~~~ of&e generic prudent is s~~sta~t~a~iy 
ed to that of the reference busted drug and the in viva data r~rna~~ 

a~~~ptah~~~ a different dissu~~ti~~ sp~~~~~at~~n for the generic dnrg product: may 
be set. 





~~v~~ 
“same? actke i~~r~d~e~t yet deem different ~~stallin 
or ester to ~~~~~ be the same active ~~~r~d~e~t. Unde 

etiticm”’ for permissive to submit an 
This ~r~v~s~~~ states that the petiti 

ion product with one di~ere~t ester or salt), 
~~f~rrnat~~~ to show that the diRerent ac%ive ~~~redi~nt has been ~revi~~s~y a~~r~v~d in a listed 
drug or is a drug that does not meet the d~~n~t~un af”“new drug” n section 20 1 (b) of the Act 
(2 1. U,S.C. 321(b)). GSK states (Sept. 10 GSK lapel. at 4) that this cans that a d~ff~r~~t ester 
or salt is always a different active ~~~redi~~t, even if it could be shown that a tablet ~~~t~~i~~ 
~3ne salt form of a drug wouEd be ~i~e~~~va~ent to a tablet ~~~ta~ni~~ a different salt form (or an 
ester form). GSK contends that it is not rat~Qna~ to deem different salts and esters ta BVWT be the 
c‘same’7 active ingredient yet deem d~ff~r~~t G~stall~~e and amorphous forms af a p~~~~~~ salt 
or ester trr ~~~~~ be tht: same active ingredient. 





~~~sist~~t with FDA”s standa ta proposed ~~n~ri~ products ~~nt~~ing an active 
i~gred~~~t that has a different m ftom that contain the r~fer~~~~ busted drug. 

GSK states (Sept. IO C&K Suppl. at 5) that ark A ~Q~tai~~~g both arn~r~h~~s c~~r~x~~~ 
axatil and c~ryst line cefuroxime axetil is si 
active ~~gr~d~e~ts~ as dis~~~s~d by its lab& ordance with the rf=Yisian ofthe b%lfj%” 

ragh for ~e~r~xim~ A.xetiX Tabfets. 

(I) that FDA stay the 
A for a g~~~r~~ drug contai g a rnix~r~ of am~rphQ~s and 

Tallinn ax&l until either 30 mouths burn date on which GSK ~~mrn~n~~d a 
n against that a~p~~~ant, or the d on which a court. @;;nters a final 

GSK’s ’ 18 f pateat to be invalid and/or raat i~~~~g~d by that 
* and (2) that the Agency initiate a rule 

5 “U,S.C, 5 553 ta establish s~~dards for ~ns~derat~~~ of 
proceeding pursuant ta 

As that seek a~~r~va~ ~fd~g 
t contain a different ~~stalli~~ form and/or di rent St~r~Q~s~rn~r~~ rn~~r~ of an 

tive- ~ngred~e~t from that ~~~t~n~d in a r~f~ren~~ listed drug. For 
I!?Z)A denies both of these requests. 

requests (PDI ~~titiQ~ at 27) that FDA stay the approval of any ~~nd~~~ A.PJDA for a 
ric drug ~~~ta~~i~g a mixture of am~~huus and ~~stal~~n~ ~~~rQxirn~ axt;tij until either 

30 mouths from the date on which CZ!CEL ~Qrnrne~~~d a patent infringement actk~ 
Ikant> or (2) the date an which a caurt enters a fmai. ~~dgm~~t or order declaring 

patent ta be invalid a~d~Qr not ~n~~~ged upon. 

5)(B) ofthe Act imposes a XI- roval of a generic drug if a latest 
active against th within 45 days of r~~~~vi~g 

rrotke ~fthat a~~~i~a~t’s fifing r>f a paragraph IV c~~~~~ati~~ regarding one of the patent 
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:eding pursuant 20 
i~t~~pr~tat~~~~ of 
ruvaX af ~r~p~s~d 
Led drug. PDT 
‘5 review af 
31 also states that 
lat differ ixr farm 
meding. Thus, PDE 
drug until new 
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