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ANDA 75-034

JUuL 20 i998
Apotex Corp.

Attention: Marcy Macdonald
U.S. Agent for TorPharm

50 Lakeview Parkway, Suite 127
Vernon Hills, IL 60061

Dear Madam:

This is in reference to your abbreviated new drug application
dated December 20, 1996 submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Gemfibrozil Tablets
UspP, 600 mg.

Reference is also made to your amendments dated November 17, 1997
and May 19, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Gemfibrozil Tablets USP, 600 mg, to be
biocoequivalent and, therefore, therapeutically equivalent to the
listed drug (Lopid® Tablets, 600 mg, of Parke Davis, Division of
Warner-Lambert Co.). Your dissolution testing should be
incorporated into the stability and quality control program using
the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.



We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and

Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

Sincerely yours,
»’ -
I
Douglas L.” SHstn
Director 7—2_0.-?&;

Office of Generic Drugs
Center for Drug Evaluation and Research
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SEMFISRODL TABLETS USP 64 mg

DESCRIPTION

Gemifbrozk s 2 Spid reguiaing ageml. Gemilrazl tabkets USP. Jor oral advn-
istration, contain mum.fn\wmmnmq
inactive ingrecients: Colloidat S¥icon Dlaxide WF. Croscarmeliose Sodium NE.

3 281D USP, Magne-
shum Stearate NF, Methyiceiuioss USP. Polyetiyiene Giycol N, Purified Water
USP and Tienium Dicudde USP. The chemical aame is Pentanoic Acd, 542.5-
dmethylphencxy}-2.2-dimety 2.2 Dirnethyt-52,5-xybykoxy ) valecic ackd, with
e foowing stuchral formuda.
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H
3
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CH,
CH,
mmhmun.mnnmwnmu;n:&

whiltty in water and #an 1%, The
melting poind is 58°- 61°C Gomfbrasl is 2 whvks solld which is stable under
onclinary condWions.

CLINICAL PHARMACOLOGY
Gemfbruh s 2 8gid reguisting agert which decrases serum trighyoerides ang
)cholesiend,

10 (H0L) choestoro. opr
ek (LDL) choleserol mey be observed with gz Dhcapy, wpkmen of
W seved

pafiontts. dua o Fype IV oflen
mmmummu.wlmummwnmm
with of both seruem DL -chol igiycerides are, in pmeral,

by Aaweve, aises.
ion y in this group. Ievols of high
density Rpoprolein (HOL) sublracions HOL, and KDL, 25 well 25 apoipopro-
teins Aland All &g - -choles-
terd 26d high LDL-cholesterol are independentsisk tackars for coromary heart
disaase

HOL-

mmmummmdmmwsmmu),h
Which 4081 male 2025 of 40 and 55 were stued i 2 -
dornized, double- e, placebo-

mmwmhwmmm-mm
ncrezse in high density Jpoprolein cholesterol. lodersts fedcbons i totl
mmmmmmmwmmu
the gemfibrocA freatment group 38 2 whole, dut the Rpd respanse was hetero-
Deneces, especially - The study
mmmmmmuuwmmmmnmm
wdmwm“,%h&mmm,hm
Group exparienced 3 1.4% sbsolede (34% relzive) raduction in the rate of seri-

intarcions) compared 1 piaceto, 9 =0.04(see Table . There was 2 37% rot-
MMMWIHWMMMHHWNMW-
o, )

The study tolaled
«(z.zt)ummuamwdmm-mmmmum
oup.

Tosht |
Feduction ks CHO Aates {events per 1000 patients) by Baseine
Lipids' in the Helsinki Heart Study, Years 0 - 5

L] LLC> 17s: oLe> 17 0L > 175

Pavents HO-C > 464 %177 16 > 200,
HRL <28
P GOriP G Dif P G OI P G ODd
incidence
of Events' | 41 27 14 [32 29 3 no oz 149 64 85

Mhmmmmmuam
“atat and nonatal nyocardial infarctions plus sudden cardiac deaths (events
per 1000 patients over § years)

_  dering the - year dou of e primary

'Y , the

incidence of serious coronary svents ocurved in Type f1b patients who had ele-
mimolmmmmmwmm,mmm
of Trpe 1) qesnfibrozi groey pabients Sad 2 lower mean HDL-cholesters! level
# baselw $an the Type ba subjroug Tiat had elevations of LDL choleslerol

he ~cholesterol smong
e Trpe b patients in this shudy was 12 6% compared 1o placsbo. The mean
change in LDL-chofesterol among Type 1fb pationts was - 4.1 % with gemibrood
comparsd 10 2 rise of 3.9% in the placebo subgroup. The Frpe 11 subects in
The Hetsinki Heart Study had 26 fewer coromary evens par thousand persons
aver § years in the gemiroal group comparsd 10 placebo. The diference it
‘Coronary events was substankally gyeater detween gemBirozi and placedo for
Mmmnmmumummmsm(us
m)‘m»mwauzmm.mmlmwam
(<0.90 menol) (see Tadie 1),
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placebo, 65% weve taking gemiibrozk mmmnvmmnm-
wnmwuwwnmsmnmw

Towts
WMN“C&WV

(events per IMM)MMHHVWW
Follow-up 10 the Hetsinki Heart Sy’

Group:  POmp PN PG GDrop GN GG
Na21S Ned94  Na1283 Nx221 NaS74 Ne1207

Cardiac

Evens 388 209 25 372 283 254
> W2 283 %4

All-Cause
Modaity 419 223 156 723 192 249

'Mshwwnwwhwhmmh
(PMG-%NI)NMDy&t\‘WMkMW
W-AWMNM»MG-W.W-'&M&
‘o during open-tabe).
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hazard raios for mortaiy oward unity.

Toble Y
CIMMGIG:MAIMWMM
M{Imwtyhhlﬁiﬂhtm, Yoars Q-85

Evenl Gomfrozhat Placstost  Geefbrozd: Cl Hazard
Shdy Stat  Shdy Sat  Placsho Ralic’

Cardac

Events' 110 13t 080 06210

—_—— Bt 0o = o0& 10
Cardiac

Deaths 6 38 038 0.83- 154

Osaths [ 45 140 095-205

ea ]

Hodailty 101 <] 120 090 181

'mvmnmummmmmhm
wvmsmmmmbmmv
Mudvmwmldmhhwmwmwnwmu
Vard 1 the group originally phac aglecting open-tabel
hm:mmmnbmm
'25% confidence infervals of Pomibeazi placebo grovg hazard ratio.
Fatal and non-tat oves e
85 year pariod.
nkmmumomhmuump«mm
dnmwummmhummwummunm
MMM|MSWWWMMN
th ~Cholesterol) of © other lipid-
sltering drugs.

The hazard 11 (geitrach iacabo) o carhac events was 1.47 (95% con
mmuwm,p.om.amammnmm
who experienced cardiac everts, 12 patints sufered events afer dhscontinug-

+ Son om the shudy MNZ‘MMNMW%&“M‘

omw«mmswummmum There were 17
cardise doaths i group and 3 in M oup (hazard ratio
2!&%!%“0.9‘-50&.)-0“) Tor of Dese deaths in the
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ﬁmmwmhaumtm:ismﬂSmM)m
of 2k subjects who had participated in the Helsinkd Heart Sty Al ihe comple-
hmmmmm.mmumhmm.mm
L 3 own fipid values of dou-
bie-biind Yeatment. 80% of pafents originally randamized 10 placsbo began
Sreragy with gemiibrozl and €0% of palionts originaly randomized 10 genth-
mmmmmummmm
ization, i and fpid val-

mwmvmmuludmbnmmm
domized 10 gentidroz wers taking drug: i the Oroue originally randomized 1o
phaceba, 65% were taking gemiibeozd. The event rate per 1000 occuing dhur -
ing e open-label tollow-up period s detalled in Table .
Tohie
Cardiac Events and AS-Caurse
{events per 1000 patients) Occurting during the 3.5 Year Open-Label
Follow-wp to e Helsinki Heart Sudy’

Grouwp:  PDrop PN PG GDmp GG
N=215 Ned9d  Na1283 Na221 Na574 N=1207

Cardac
Events 388 229 25 372 283 254

Al-Cause
Mocality 419 223 156 23 192 249

'mwm»wmnmuwunmmm
wmc-m)mmwummnnmm
w-mmumwmc-mw-mma
chic duing open-labet).
Comtath rough8 5 oot o
inhe group origirally gjeally
120d plavebo oroug and 2 20% relative decrease in candiac events in e group
originatl randomized 10 geribraz] versus the originally randomized placebo
Qroup {sws Table ). This analysia of the vty randorized “inient-to-beat”
mmmnmumwm«mmmm
amuwm-.um-num:mmm-mm
open-tabel traskment siatis rom years 6.5 10 8.5 could change the reporied
hazard caios for mortaily towand unlly.

Tabie

Cardiac Events, Cardlac Oeaths, Hon-Cardiac Deaths and
AR-Causs Mortality In the Helsinki Heart Study, Years 0- 85

Evert Gerfloroz¥ ¢  Placstoat  Gemfbrozt Gl Hazard
Swdy Sat  Swdy Sttt Placsbo Ratic’

Hazard Rutic’
Cardac
Events* 110 131 (] 08-103
= . st __ox o0& 16
Cardac
Dsaths * » 038 063-1.54
Non-Cardec
Deaths & s 140 095-206
A-Case
Mortalty 0 120 090-181
InienSor-lo-

dabel treatment switches and exposwre & study conditions.
Mdrﬁhmdmhhwum:mwbw
comganed 1 1he group originally randomized 1 placeho neglectiag dpen-tabel
breatment swilch and exposure 10 siudy condfion.
'95% confidence inervals of gemiibroziplacsbo group hazard ratia.
Fatal and non-tatal- cardiac
8.5 year period
nnmmahm-mnmdumnmm
dmmmmmummhmmdnm
Npidemic popuation ol studied (such as women, younger or older males, or
ToHDL cholesteral} or b other lipid-
aering drxgs.

over e

wsmhmmuhmmh&wummw
males exchuded from the primary prevertion component of the Helsinki Heart
s\mmuamummwuwm
changes (ref. 3). The prieary efficacy endpoint of the study was cardiac events

The hazard rato for cardk was 147 (95% conf-
WMO”-ZC&.:DIJ)UV&&MUNWM
who experienced cardiac evens, 12 patients suffered events after disoontinu-
tion from te study. OF the 24 patients A&
4 patients suflered evertts sfer discontoualion Seom the study. There were {7
cartiac deaths in nd8

2.18; 85% confidence limvts 04 - 5.05, p = 0.06). Ten of these deaths in the
QemBtwozil group and 3 in She phacsbo (roup occued sfier dlsconintion
o theragy. 0 i study of patients wilh known or suspected coronary hearl
m,mmmmtm-ummmnmu-
™ T,

DL choles-
forc, elevaled Wihrcerides, glss low HOL-chfestora, the possiie eflect of
QerWIOZN on coronary events ket not besn adequetely shudied



“

o efficacy in the patients ved
mmwmmwmmnwmwm
related drug. clofibeate. mmmmma_smmm

mmhmmumhnmm
20d group compared (0 placebo; a0 reducSon was seen with oz

The . acionof Gefiniioty estabished. in
man, pemit o Spolysis and 1o decrease
ummmummmmmmm&m

Of VLDL carrier
mms.mmmhmm

b g HOL Choles-
ferdl, teduce mnmammwmwmwm
#rides, k

In the Jeces. woll absorbed fom the gas-
Arointestioal ¥act afer oral adminis ¥ 26on Peak plasma leveds ocow in 1 102
hours with 2 plasma hall-dfe of 1 5 hours. Plasma levets appear proportional o

s«mum-mmmmwwuhmm
form 2 hydroxymetind and 3 carboxyl metsbolfle. Approximately seventy per-

centof the mosty as the plu-
umm,mnsmawm;mwmoa.a
percent of the dose is accoured for in the feces

IWOICATIONS AND USAGE
eenmmm-emmnmumhmu
1 lummammmwmmm«mm
mmnmwmvm-m;mmauum
creafiks and who do
10 canol them. Patients who pseat sach isktypcaly have seram
ohrowi oL s VLD

2000 mg/
wed 25 tasting chylomicrons (Type V hyperipidemia). Subjects who con-

mmmm:mmmmmammmw
pan typi L 0 Type IV patients with
thmmmmmumm<
amuxmmlmvmmmmwm
ccompanying tasting chylomicronemia, but the influsnce of gemibroot
mmmmnﬂdpmmhwmmmmu
Rustsly On d Trpelioyper-
plasma tighyc-

Moy

M ho b and

erides, bt who y
Irspection of 1 hours is hetphul &
Trres |V and V Syperipopeoteinemia (ref. 4).
2. Reduring the risk of Y M walyinType B
anmuwwmdmwmmt-
mmhananmwam detary ther-
. exercise. and ather pharmacologic agents (such 2 blle acid seques-
i acid. LDL S ~Chalesterol)
ummnnmmuwwm»um-
wmnmbmmmummm-
ondes (00 WARNINGS. PRECAUTIONS, and CLMICAL PHARMACOLOGY).
n-mumwmmwnumawm-
mammxwmm:sms

Wit gemfibrodi is associgted wih 2 significant increase i LOLcholes -
terol. BECAUSE OF POTENTIAL TOXICHTY SUCHAS MALIGNANCY, GALL -
BLADDER DISEASE. ABDOMINAL PAN LEADING TO APPENDECTOMY
AND OTHER ABDOMINAL SURGERIES. AN INCREASED INCIDENCE (N
HONCORONARY MORTALITY, AND THE 44% RELATIVE INCREASE DUR-
ING THE TRIAL PERIOD I AGE-ADJUS TEDALL - CAUISEMORTALITY SEEN
WITH THE CHEMICALLY AND PHARMACOLOGICALLY RELATED DRUG,
CLOFIBRATE, THE POTENTIAL BENERT OF GEMFIBROZIL W TREATING
TYPE 1A PATIENTS WITH ELEVATIONS OF LOL -CHOLESTEROL OMLY 15
HOTLIELY TOOUTWEIGH THE RISKS. GEMFIBRODIL ISALSOMOTINDI-
CATED FOR THE TREATMENT OF PATIENTS WITH LOW HOL-CHOLES-
TEROL AS THEIR OWLY LIPID ABNORMALITY.

. alvsis of patients i i

L -median
HOU cholesierol valves at basaiine (qreater than 46.4 mo/dL), the incidence of
serion .

events was similar for il {

Table )

mwmmmmms&wtmwmumwm
Wpoprotzin abroreaity Emmmmlm'mmmmayk
Importan factors i\mmwmmsmklkmuwﬂpmhm
g hecapy. Hmmnmmmmlmyme,mm
Deen associted with rises in HOL-cholesteral Diseases contribikory io hyper-
Ngidemia such a3 nd

speciafly in subje
hmummmmmmmwmwmwmu
Specific drug therapy ol hyperirigiyceridemia. The use of drugs should be con-
sidered only when reasonable mmmmwmm
mmmm.numbmnum,w;m
Mmmmmmmmvmummmwmb
dhet.

CONTRAINDICATIONS

|8 Mwsmvumlmw.immwwm
2. Preexising galbladder disease (see WARMINGS)
3. Hypersensitwly 1o gemitrozl
WARNNGS
1. Be . 1o
mwmmnnmmwmammwm
shudies may aiso apply 1o gemAdrod hh“dh‘l&ﬁs.hm
Drug Project, 1000 subjects with previous myocardial infarcion wers Wested
10r 5 yeas with clofibrate There was a0 diffevence in morlabty betwoen the
mmmmmmmmmmnm
cloRbrate-rezied subjects developed choledthlasis and cholecystits requiring
surgery. 41 the olher study.
mmmmmmmmmnsmm-mmm
musmmmmmww.nnm-mm»
M«x.mq-mwmhnmmm
G L Theexcess
Mmmhammhmmm
post e

. pos igher
mam&mmmuum&mmm

munmmmmmmmm.hmmaf-
forence in mortabty irom any cause and placebo grovp
8 not statisticaly sign y ly reported
i:ﬁdﬁbv*wapilhmwmmﬁﬂlh‘lmww'
CLINICAL PHARIKALOLOGY) Mox

anexess i the i
musnvmmmmunmmmm
Mimmmwzu(??%)hnmwmwaﬂ %)
mnmymmm\quaswm--wmmmmlm
Completed. curmuative mortakty feom any cause was 101 {49%) in the gemdi-
‘beoatl group and 83 (4 mnumwmwwwwmm-
#draio 1.20in lavor of placebo) Because of the more imited size of the Hetsinki
Hearl Study, mwsmmmmmmwanb«mw
mﬂﬂmmlmsuawﬂikaSb
Whcantty differ expes:

in e sepacate WHO study at the 9 vear lollow-up. Honcoronary heart diseass
Mmdnmafnyslnwednnmsmhwwwmrmmwm~
oozl 3t the 8.5 pear follow-up (65 gen L Y
deaths}




Mmcmomamnmmoamwwum)msmmmmm
mumnmasmsmnmmmabumm(zmmm
originalty randomized groups. In 20dition. there were 16 basaf cell caruinomas
nhmuﬁnﬂvmmbmmxﬂﬂhnmrm
ited 10 placebo (p = 0.22) There were 30(1.5%) deaths atiribviad lo cancer in
the group originatly it and 18(0.9%) in the group onig-
mrammnm(p‘u.uuammmmwm
evenls, were higher L g study in men with
Inismdhwnl!matdwwymﬂsauhhwm
mmunmmm(sﬁwummmm~
06Y)

2 Apmmmmummmsmmm
WMJMW«U:MWWNMMNMM
hwﬁmﬂhmutm(lﬁvslwhwmwm,lss%
mhmmmmuummd:mmumpl-
mmmmmuummmuum.
4% excess) This resufl id mot dife statistcally irom the increased incidence
mmmwhnmomhnwwvmmm
begte mmummmmmmmmm
the bile leading 2 s suspacisd, Gitiacdes stud-
s e indicated. MWIWMMWHNMSR
found

3 m:mummmmmmmm
mmmumhwumummm
mmmmnumwmnwmmmm
e AND YSAGE section. I 3 s sevum lipid response is
ot obtained, gemBibeaal shoukd be discontinued

4 WM»WMNW@WM
Mnmmmmmmmmmuum
mmwmwmwwmmmmanmmn

e advis.

able unth i fas been defitely Getermined Siat the prothwombin kevel has sty-
biized

. Concomitnt theragy with gerfibeoz8 and lovasiatin has been associzied
wmmmmmmmmmmm
mm.mmmmamsummm.mwn-
TUALLYALL

U
TOEITHER DAUG ALOWE. ANY POTENTIAL LIPID BENEFITOF COMBIHED THER-
APY WITHLOVASTATIN AND GEMFIBROZL DOESNOT OUTWEIGH THE RISKS

[} mm~smm-tawmmmmdi-mmma
menmmmsmmmmmnmmnmm.
PRECAUTIONS

1 munnn-mmmmmnauhmmn
wvmnmmmmwmmmmmrmm
every atieyt should e marke ¥ cONYO! serue i with approprizie died, exer-
dn,nmhshm;m,mmddwmﬂﬂmm
smsmmmmmsnm:-wnmnhwm-
malies.

2. Continesd Tharapy - Pe: .
mmmmmlwmhmmmamum~
y.

3. Dewg tnterackions - (A) HMG-Cot reductase inhibiters: A
hsmmdmmmmwmmmwmlmhm
nﬂhulwﬁslmidﬁlmdmﬁmwamumimm
mmmcsvmnmmmumumwmmhmm
m‘mmumsmmmhqmmmmmum-
CoA red ) and igh the fisks of severs
yopathy. fhabdomyalysis and acute renal falure. There is 0 assurance
whdknmiudumﬁmeﬂwmhmnmdm
Myopatty and Kidney damage

(B) Anticesgulants: CAUTION SHORD BE EXERCISED WHEN ANTICOAGY-
LANTS ARE GIVEN IN CONJUNCTION WITH GEMFIBROZI.. THE DOSAGE OF
MMTICDMYWKWWWNMWUWMN
MAIMDES)REDUV&IDPREWNV&HDNGWRMTW FRE-
WENYPWUD'IHWBNDUERHMWMSAREWWEWMITMSGEW
DEFINITELY DE TERKUNED THAT THE PROTHROMBIM LEVEL HAS STABNLIZED.
4. Carcinogenetis, Muaganesis, Impairovont of Foctifity - Long-lerm stud-
hmnmmhmnazmzmuwwmanm
surface area, mo/meter). Mmmmmm,cwm
(mc;dhmwwsmmmuuo.zwummw
own.mmawimmmmmmmw

icant (p = 0.1). Male rats had a dose-rel ly sk

of benkgn Leydig oslt fumors, mmmmmm.w
m-umnmmmmb«mwmh«wﬁm
qumswmmMnmaolmtmnnm
dose (based on surface area) Mmmmmﬁmm
mu\muummwmsmmnho‘rmolnmlm
homan exposure Mntmmwmﬁmm‘
mmmurmumm;mnmmtaammmm
‘shown 20 be carcinogenic with offer (i ates.
Ss.ﬁmmwslb:hmm-sm'!f‘emﬁwm
mwkmmumwmmmmunmmmm
mhmhnmwnmmmmmmnmm
memmmmmm‘hmdem-

mnmmmmmmwwmmmnumm
he same individual

Adeni i 0.6:and 26¢

face area) ko male cats for 10 weeks resulled in a dose-reiaied decrease of fer-
wmmsmumwmmmmum'mtmm-
free pariod of about eight weeks. mnwnmwummm
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5 mmc»mmmmnmm
eftects in 1ais and rabbits at doses between 05 and 3 times The human dose
(Mmm-ulmmwwwuhwim
offspring of either species. There are no adequate and well-controlled Studies
nwmmm.wmmmmwwurmmnu
polential benefil jusifies the polential risk (o the fetus.

Adminisiration of gem®brozi 1 female rats 310.6 and 2 imes e human dose
(based on surtace arsa) before and twoughout gestaion caised a dose-relaied
decrease in conoeption (74 and., 1 the Migh dose, an increase in skltboms and
2 sligit reducion in pup weighl during lactation. There were also dose retated
mwm.mmmum::w
mnwmmosmzmmmmmedmwﬁamm
L o day 15 hwough

related decre: ‘ ions of pup growth during lacta-
Won.

R
fxozi 1 lemai rabbis g rpanogeness caused 2 dose (elaed decrease
hmsnmammu.miwmmmmmw
tions

6. nmnm-nsmmmmm s excreted in human
i

the poten-
Wl for ., 3 dectsio
bmmbﬁmﬂumiﬂwhwummmt)
account the importance of the drug 1 Bie mother

7. Homatwlagic Chompes - Miki hemogiobin, Neratocrit and while blood cel
bM&WMMMWMMiMmdm
forozl herapy. However, thesa levels sabilize during long-term administra-
tion. Rarety, severe anemia, leukapenia, Prombocylogenia and bone marmow
Pypoptasa have deen reported. Mhersfore, peviodic blood counts are rocom-
mended during the first 12 months of gemBorazi adminkstration

8. Liver Functien - Abnomal iver function fesis have been observed ocra-
sionakly during gembrozi administ ation. including slevations of AST (SGOT),
ALT (SGPT), LDH, bikrubin, and akkaline phosphatase. These are usualy
feversible when gemfitodd is discontinued Therefore periodic ver foncion
Sludies b00r-
malities persisl

9 Kigaey Funcion Memnmmdmmnmmmm

the addit e a0y it Excivickiate with b

e >2.0 myd. hmmhmamnmwmm
mmwmmmmmmmmmw

10 Use iw Childrsn - Sately and eficacy in chiliren and adolescents have nol
been estaditshed.

ADYERSE REACTIONS

|num-mummmmmmtmwmmmm
MMMMM‘MMMMWIUW!JSM
mm;m.mMMvmm-mmmuWh
Subjects in the gemidrodl growp

GEMFIBROZIL PLACEBO

(N=2046) {N=2035)
Froquency in
percent of subjects

Gastrointestinal reactions. 32 238

Oyspepsia 19.6 19

Abdominal pain 948 56

Acute appendicitis 12 06

(histologecaly confirmed

In mosi cases whare data

were availablg)

Atrial Sbrilaton 07 01
Adversa events reportad by more

than 1% of subjects, but without g
significant difference between groups:

ODiarhea 72 65
Fatigus 38 35
Nausea/Vomiting 25 21
Eczema 19 12
Rash 17 13
Vertigo 15 13
Constipation 14 1.3
Headache 1.2 11

yory 9 ofplacey
m-nuwmwmmaamm,msmw-
mmmwmumdmmmmmnduﬁ«
brate compared (o the placebo group of the WHO study Gafbladder surgery
was o per ' P
{1.9% vs 0.3%. p = 0.07) in e secondary prevenion companent. A stifist-
increase in appendectomy in the gemorod proug was seen
250 in the ssceastan armusation ramprient (6 o gerfha oz A an Marpha
p=0014)
Nervous system and special senses advese reactions were mixe comnon in
the emfibroztl growp These included hypesthesia, paresthesias, and taste per-
version mmmmmmowmmmod
Yreatment group subjects but where a causal retationshig wars not established
nciude cataracts, peripheral vascular disease. and inraceredral hemorrhiage
From ofher stuies t soerns, probadle that gemiibionl s causally rolated o the
ocourrence of MUSCULOSKELETAL. { X
MAL LIVER FUNCTION TESTS and HEMATOLOGIC CHANGES (sse PRECAU-
TIONS)
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for gerdibraz are Rsied below by system These are calegorized acconfing o
whethes 3 causal retabonship 10 reatment with gemfibrozi ks probable of rot
established.

CRUSAL CAUSAL
RELATIONSHIP RELATIONSHP
PROBABLE NOT ESTABALISHED
weight loss
Cardiac: edrasysioles
Gastrolrtestinal cholestatic jaundios pancreatis
hepatoma
coitis
Central Nervous.
Systernc duziness confusion
20MNolence convusions
3 paresthasia syncope
peripheral neurlis
decraasad Iido
depression
headache
Eye: biurred vision refinal odama
Gendournary: impotence: decreased male fertilty
renal dysfunciion
Musculoskaletat: yopathy
myalgia
painkd axtremiies
wihralgia
thabdomyolysis {see
WARNINGS and Dvug
Infacactions under
PRECAUTIONS)
Ctndcal creased cretine positive antinuclear
Laboratory: phosphokinase antbody
increased biirubin
increased eer
ransaminases (AST
[SGOT). ALT
(SGPTD
increesed aksing
phosphetase
Hematopoletic: ansmia ‘hrombocytapenia.
foukopenia
‘one rmarrow hypoplasia
eosinaphiia
larmgeal edema Lupus-Hke syndrome
urticaria vasculls
\nlegurrentary. wxiokative dermablis aopecis
rash
dermatitis
prurtus

DOSAGE AND ADMINISTRATION

adultsls
30 mirusers before the morning and evening meal

OYERDOSAGE

There have been raportad cases of overdosage with geavibrozi. In one case 3
7y-auammnm\mn9mum,m
fomatic supportive measures should be taken should an overdose OCoW.
HOW SUPPLIED

Geribeal Tablets USP. white 1o olf-white, flen-costed, moditied oval, bicon-
e Lablets coded *APQ bisect 034" on one side and 500 on the other side, sach
‘contzining 500 mg gemibroal, are available 33 follows:

N 60505-0034-4: Bothes of 60

N 60505-0034 8: Bothes of 500

Shacape: Stors helow IC (16°F).
REFERENCES

Frick MK, Fio 0, Haapa K et af: Helsinki Hearl Study: Primary prevention
in middheaged men with dyskipidemia. ¥ Engf J/ Med
1987: 34712371245

WManninen V. Elo O, Frick MH, ef al: Lipid aierations snd deciine in the
incidence of coronary heart disease in the Hetsinki Heart Study. JAMA
1969; 260.:641-851

Frick MK, Heinonen OP, et af: ENicacy of gemfibroal in dysipidemic sub-

Jects with suspected heart disease. An ancillary study in fhe Hefsinkd Hearl

Study frame population. Annals of Medicine 1996,25:41-45.

. Nidata EA: Famitial kpaprolein Npase deficiency and relaied disorders of
chytomicron metabolism. In Stanbury J8 et 2. (eds.): The Melodolc Basis
of inheriled Disease. 5th ed. McGraw-Hal, 1983, Chap. 30.
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Report of the Mationat Cholesterol Educaion Program Experl Panel on
Detection, Evaluation, and Testment of High Blood Cholesteral. Ach inf
hoct 1988; 148:36-69

Cawtion - Federal aw prohibits dispensiog without prescription.
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ANDA-NUMBER 75-034
FIRM: TorPharm Inc.

DOSAGE FORM: Tablet

STRENGTH: 600 mg
DRUG: Gemfibrozil

CGMP STATEMENT/EIR UPDATE STATUS: Acceptable on June 10, 1998
per J. D Ambrogio (HFD-324).

BIO STUDY: In vivo study is acceptable.

The in vitro dissolution testing is acceptable.

METHODS VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
The drug product is compendial.

Analysis was performed on the subject drug product using the
USP methods. No problems were encountered, and the methods
are suitable for regulatory analysis.

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN

CONTAINER SECTION? Yes
60s: 120 cc round, white HDPE bottle; Resin:
cap: 38-400 polypropylene manufactured by
~ resin -

polypropylene. white
manufactured by Liner
backing - foamseal closure liner manufactured
by 7 Liner facing - manufactured
by

cap: 38-400 polypropylene screw cap manufactured
by resin -
polypropylene (white)
colorant manufactured by

Liner backing - foamseal

closure liner manufactured by
Liner facing - manufactured by

500s: 750 cc HDPE round, white HDPE bottle; resin:



cap: 45-400 polypropylene screw cap manufactured

by resin -
polypropylene (white)
colorant manufactured by

Liner backing - foamseal

closure liner manufactured by
Liner facing - manufactured by

Studies: 3 months accelerated and 3 months room temperature
data are submitted for each container/closure system for
test batch #60059. Storage conditions are:

(1) 40°C + 2°C/75% RH + 5% RH

(2) 25°C + 2°C/60% RH + 5% RH

Data are satisfactory to support a tentative 24 month expiry
date.

LABELING:

Satisfactory per the December 1, 1997 review.
STERILIZATION VALIDATION (IF APPLICABLE):

N/A
SIZE OF BIO BATCH - (FIRM'S SOURCE OF NDS O.K.?):

Exhibit lot #60059 - theoretical yield tablets ( %
of the proposed production batch size).

Active ingredient by DMF is acceptable.

SIZE OF STABILITY BATCH - (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA SAME PROCESS):

Same batch.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY? Yes

Proposed production batch size - tablets.
\\; ’\\////‘ S
: . . 7 2/
Review Chemist: Shirley S. Brown ' lSSl . %//? ?9)
Supervisor: Michael Smela N N
Date: June 29, 1998 IS



CHEMISTRY REVIEW NO.

ANDA # 75-034

3

NAME AND ADDRESS OF APPLICANT

Apotex USA Inc.

US Agent for TorPharm, a Division of Apotex Inc.

1641 Barclay Blvd.

Buffalo Grove, IL 60089-4544

LEGAL BASIS FOR SUBMISSION

Accepted by OGD.

SUPPLEMENT (s)

N/A

NONPROPRIETARY NAME

Gemfibrozil

6. PROPRIETARY NAME

N/A

8. SUPPLEMENT (g) PROVIDE(s) FOR:

N/A

AMENDMENTS AND OTHER DATES:

December 20, 1996

April 10, 1997

November 17, 1997

December 5, 1997

*May T TY 1998

Original Submission

New Correspondence (general inquiry to

request approval of an alternate stability
protocol. This request is also for ANDA's
74-680, 74-737, 74-890, 74-943 and 74-948.

Amendment responding to FDA's
September 5, 1997 Chemistry Comments to the
applicant

New Correspondence: TorPharm Inc. was a
subsidiary of Apotex Inc. and now has become
an operating division of Apotex Inc.
TorPharm, Inc.'s name has been changed to
TorPharm, a Division of Apotex Inc.

Amendment responding to FDA's
May 14, 1998 Chemistry Comments to the
applicant



10.

12.

13.

15.

16.

17.

PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Lipid regulating agent

RELATED IND/NDA/DMF (s)

NDA N18422 - Lopid by Parke-Davis
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF

DMF

DOSAGE FORM 14. POTENCY

Tablet 600 mg

CHEMICAL NAME AND STRUCTURE

See USP XXIII, page 701.

RECORDS AND REPORTS

N/A

COMMENTS

Rx

The applicant noted and acknowledged the following comments in

their response:

1. A satisfactory compliance evaluation of the firms listed in

the ANDA is necessary for approval.

The applicant stated that a pre-approval inspection was

conducted by the FDA on May 5 - May 13,

are pending.

1998 and the results



2. The information purporting to demonstrate safety of
Methylcellulose at the level present in your product will be
reviewed by the appropriate medical division in the Office
of Review Management.

Chemistry issues per HFD-625 are closed.
18. CONCLUSIONS AND RECOMMENDATIONS
The application is not approvable.
A. COMPONENTS AND COMPOSITION
The report on the information forwarded to the Medical

Division for consultation regarding safety of the level of
Methylcellulose contained in the formulation is pending.

B. ESTABLISHMENT INSPECTION - Pending. See item 33 of this
review.
19. REVIEWER: DATE COMPLETED:
I , J/Z‘/‘/%V
" shirley/ ¢. Brown May 29, 1998



CONSULTIVE CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

Division of Metabolism and Endocrine Drug Products (HFD-510)

ANDA 75-034
Gemfibrozil Tablets, USP, 600 mg
Torpharm Inc.

Consult request:

OGD requests an evaluation by DMEDP (HFD-510) of the Applicant’s response to their ANDA
75-034 file concerning a certain deficiency in a deficiency letter previously communicated to the
Applicant. DMEDP has review responsibility for the innovator’s product, Lopid (gemfibrozil
tablets, USP), 600 mg tablets. The deficiency is stated as follows: “The level of Methycellulose
USP at 183.6 mg/tablet appears to be greater than the maximum concentration for the same route
of administration in a currently marketed drug product. Please provide a justification for the
excessive amount of Methylcellulose in the drug product.”

Remarks:

The Applicant explains that Methycellulose is utilized as a dry binder to impart compressibility
to the granulation. The Applicant points out that Microcrystalline Cellulose is present in Lopid
600 mg tablets and that Methylcellulose and Microcrystalline Cellulose are very similar in
functionality as a dry binder. The Applicant further indicates that Citrucel Orange and Citrucel
Sugar Free are two currently marketed products which contain levels of Methycellulose
exceeding that of the proposed formulation. These products contain 2 grams of Methycellulose

per adult dose. Furthermore, the Applicant indicates that Methylcellulose is classified as GRAS
in the CFR.

This reviewer finds the following:
1. Methycellulose, USP is an official compendial item.

2. Citrucel Orange and Citrucel Sugar Free are products currently marketed OTC by Smith-
Kline Beecham for use as a laxative. These products indeed contain 2 grams of
Methycellulose per adult dose.

(V]

Methylcellulose is classified as a Multiple Purpose GRAS Food Substance in 21 CFR
182.



4, The innovator, Parke Davis, currently markets Lopid (gemfibrozil tablets, USP), 600 mg
oral tablets, under approved NDA 18-422 for use as a lipid-regulating agent. However,
the formulation information provided in this NDA shows that the tablets contain

Microcrystalline Cellulose, NF and Hydroxypropylcellulose, NF, but not
Methylcellulose.

Concluston:

NDA 18-422 for the innovator’s product, Lopid (gemfibrozil tablets, USP), 600 mg oral tablets,
provides no information on Methyicellulose, therefore, no evaluation from a chemistry point of
view of the ANDA Applicant’s response can be made which is based on the innovator’s NDA .
The ANDA Applicant’s response is recommended to be consulted to Pharmacology for an
evaluation of the safety regarding the use of Methylcellulose at the proposed level.

e IOy
Stepﬁen K. Moore, Ph.D.

Chemistry Team Leader I
ONDC/DNDCII
DMEDP (HFD-510)/CDER/FDA

cc: ANDA 75-034 file
HFD-510/Consuit file
HFD-510/S . Moore/R.Steigerwalt/E.Galliers

HFD-102/L. Ripper M L/ 18/98 file: A750340.gem
HFD-625/S Brown/M.Smela/S.O’Keefe



1. ADDENDUM TO CHEMISTRY REVIEW NO. 3
2. ANDA # 75-034
3. Amended Items -
18. CONCLUSION AND RECOMMENDATION
The application is approvable.
20. COMPONENTS AND COMPOSITION
The safety of Methylcellulose at the proposed level in
the drug product was reviewed by Pharmacology, and it
was determined that the use of the proposed level of
Methylcellulose represents a safe level of exposure of
Methylcellulose. (Review completed 6/5/98)
Satisfactory
33. ESTABLISHMENT INSPECTION
The EER is acceptable on June 10, 1998 per J.D Ambrogio
(HFD-324) .
Satisfactory
cc: ANDA 75-034
ANDA DUP
DIV FILE
Field Copy
Reading File (for facsimiles only)
Endorsements: AU o /
IS | 6/2;? Vs
HFD-625/SBrown-.___ . ; ) :
HFD-625/MSmela “

137 q,{a‘ﬂqg

x:\new\firmsnz\torpharm\lts&rev\75034.apd

FT by:
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ANDA 75-034 ' Review Completed: June 5§, 1998

Sponsor: Torpharm, inc.
Date Consuit Received by Reviewer: June 5, 1998

PHARMACOLOGY COMMENTS ON CONSULT REQUEST

DRUG: Gemfibrozil Tablets. USP, 600 mg

CONSULT REQUEST: OGD requested an evaluation by DMEDP (HFD-510) of the Applicant's response
to their ANDA 75-034 concerning a deficiency letter communicated to the Applicant. The deficiency is
stated as follows: “The level of methylcellulose USP at mg/tablet appears to be greater than the
maximum concentration for the same route of administration in a currently marketed drug product. Please
provide a justification for the excessive amount of methyicellulose in the drug product.”

APPLICANT RESPONSE: The Applicant provided information regarding the use of methyiceilulose in
several marketed products. In particular, the Applicant cites the use in Citrucel Orange and Citrucel Sugar

Free which contain methylcellulose at levels of grams of methylicellulose per adult dose. Methyicellulose
is classified as GRAS in the CFR.

PHARMACOLOGY COMMENTS

—

Methy! cellulose is classified as a Multipte Purpose GRAS Food Substance in 21 CFR 182.

2. MA Eastwood, WG Brydon, DM Anderson indicate in their manuscript, “The effects of dietary
methyicellulose in man”, Food Addit. Contam; Vol 7, 1SS1, 1990, pp9-18 that the Acceptable Daily
Intake (AD!) for methyliceilulose established by the EEC and the joint FAO/WHO Expert Committee on
Food Additives (JECFA) is 25 mg/kg body weight. In this citation. 5 male volunteers were

administered 10 times this recommended amount (i.e., 250 mg/kg body weight) for 23 consecutive
days without any significant adverse effects.

3. The safe chronic use of products such as Citrucel Orange at an adult daily dose of 2 g/day indicate

safety in humans at doses considerably greater than those that would be administered in the
Applicant’s preparation of Gemfibrozil

4. The recommended daily dose of 1200 mg gemfibrozil would contain approximately 367.2 mg
methylceliulose/day (~6 mg/kg/day based on a 60 kg human).

5. The daily exposure to methyicellulose in this formulation would fall under the established ADI of 25
mg/kg/day.

CONCLUSION: Based upon the above information, the use of the proposed level of methyicellulose under

fshsy

ANDA 75-034 represents a safe level of exposure to methylcellulose. '
1S

Ronald W. Steigerwait, Ph.D.

Pharmacology Team Lg@ader .
cc: ANDA 75-034 file
HFD510/Consult file

j
HFD510/Steigerwalt/S.Moore/E. Galliers 6 ‘ 7 v
HFD-102/L. Ripper fR 2 6/18/98 (’
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Gemfibrozil TorPharm Inc.

600 mg Tablets Ontario, Canada
ANDA #75-034 Submission Date:
Reviewer: Moheb H. Makary December 20, 1996

WP # 75034SD.D96

. v : ,
Review of In-Vivo Bioequivalence Study. and N

I. Objective:

The firm has submitted in vivo bioequivalence study on its
Gemfibrozil 600 mg Tablets under fasting conditions and
dissolution data to compare the test product with Parke-Davis's
Lopid® 600 mg Tablets. The formulation for the drug product
Gemfibrozil 600 mg tablet was also submitted.

II. Background:

Gemfibrozil is used clinically as a lipid-regulatory agent which
lowers the serum triglycerides and produces a variable reduction
in total serum cholesterol. The mechanism whereby gemfibrozil
lowers plasma triglycerides is not well established.

Following oral administration of gemfibrozil in man, absorption
is rapid and complete. Peak plasma concentrations are attained 1
to 2 hours after administration of single doses up to 2000 mg or
after repeated doses up to 800 mg twice daily. Plasma drug
concentration is directly proportional to dose and tends to rise
during repeated administration, although steady state is achieved
within 7 to 14 days with twice daily doses. After the
administration of gemfibrozil, 600 mg twice daily, mean peak
plasma concentrations are about 10 to 15 mg/L.

The recommended dosage of gemfibrozil is 600 mg twice daily given
30 minutes before morning and evening meals. Gemfibrozil is

currently marketed as Lopid" by Parke-Davis, 300 mg capsules and
600 mg tablets.

Study site:

Investigators:



Study date: July 12 and 20, 1996

Analytical date: Analysis of study samples took place during
the period 8/26/96 to 9/17/96.

Study design: Single-dose, two-way crossover under fasting
conditions.

Sponsor : TorPharm Inc.

Ontario, Canada

Subjects: Thirty-eight (38) healthy male subjects
enrolled in the study. Thirty-seven (37)
subjects completed the study. Subject #27
failed to return to the clinical facility for
period II.

Selection criteria: Subjects selected for the study met the
following acceptance criteria:

1. Ages 18 - 50 years, who have been on a
normal diet.

2. Healthy, as determined by physical
examination, medical history and
clinical laboratory diagnostic tests
(blood chemistry, hematology,
urinalysis).

3. No concurrent illness, acute or chronic
diseases or history of serious
cardiovascular, pulmonary, endocrine,
immunologic, dermatologic, renal, G.I.,
hepatic, gallstones, hematologic,
neurologic, or psychiatric disease.

4. No history of alcohol or drug abuse
within the past year.

5. No history of hypersensitivity to
gemfibrozil or other lipid regulatory
agents.

Restrictions: 1. No alcchol consumption beginning 24
hours prior to dosing.

2. No xanthine consumption beginning 12
hours prior to dosing.

3. No Rx or OTC drugs beginning 14 days

prior to the study.

Dose and treatment: All subjects completed an overnight fast (at
least nine hours) before any of the following
drug treatments:

Test Product: a) 1x600 mg Gemfibrozil Tablet (TorPharm
Inc.), lot #60054 , batch size



Reference Product:

Washout period:

Food and fluid
. intake:

Blood samples:

tablets, potency 99.4 %, content uniformity
98.9%

b) 1x600 mg Lopid® Tablet (Parke-Davis), lot
#054N5V, Exp. 11/97, potency 100.2%, content
uniformity 99.6%.

Seven days between doses.

A 600 mg (one tablet) Gemfibrozil of either
test or reference products was administered
with 240 mL of water following a 10 hour
fast. Subjects continued fasting until the
standardized meals were served after five
hours post-dose. Water was allowed ad lib
except within 1 hour of drug administration.

Blood samples were collected in Vacutainers
containing EDTA from each subject just before
dosing in both study phases and at the
following times after dosing: 0.5, 1, 1.33,
1.67, 2, 2.33, 2.67, 3, 3.5, 4, 5, 6, 7, 8,
9, 10 and 12 hours after dosing. Samples were
cooled in an ice bath and centrifuged under
refrigeration. Plasma samples were stored at
-20°C pending assay.



. i stical Method

AUC(0-t), AUCinf, Cmax, Tmax, Ke and T1/2 were calculated from
the individual concentration versus time data for Gemfibrozil. An
analysis of variance (ANOVA) was applied to log-transformed
biocequivalence parameters and non-transformed biocequivalence
parameters to determine any statistically significant (p<0.05)
differences between the drug formulations. 90% confidence
intervals were calculated for each log transformed and non-
transformed biocequivalence parameter.

IV. In Vivo Results:

The study was conducted at

during the period of July 12 and 19, 1996. A total of 38 healthy
adult male volunteers enrolled in and 37 healthy adult male
volunteers completed the study.

Ten subjects complained of headache, abdominal cramps, increased
blood pressure, lightheaded and vomiting. No medication was
required for any event.

The plasma concentrations and pharmacokinetic parameters for
Gemfibrozil are summarized in Table I.



Table I

. , . . .
. EEEuLLEmMEJ??ZLyL;Elas%?_%Q%?ﬁnLIi?l?ﬁf_anérEﬁ?ﬁmagg%lnﬂﬁﬁg

Und F : “ondit ]
{(N=37)
Time TorPharm Parke-Davis
hr Test Product Reference Product
Lot #60054 Lot #054N5V
ug/mL (CV%) ug/mL (CV%)
0 0 0
0.5 7.39 ( 54.9) 10.66 ( 53.2)
1 39.53 ( 39.8) 18.25 ( 53.3)
1.33 20.78 ( 37.8) 20.43 ( 41.0)
1.67 21.00 ( 34.7) 21.34 ( 38.3)
2 20.69 ( 34.5) 20.98 ( 38.0)
2.33 20.12 ( 32.0) 18.91 ( 38.1)
2.67 18.12 ( 35.1) 16.85 ( 35.2)
3 16.20 ( 37.1) 15.06 ( 32.0)
3.5 12.57 ( 34.3) 12.76 ( 37.7)
4 10.59 ( 37.2) 10.03 ( 35.1)
5 6.64 ( 57.3) 6.08 ( 41.9)
6 4.31 ( 52.7) 4.06 ( 41.2)
7 2.46 ( 59.2) 2.51 ( 52.4)
8 1.63 ( 69.9) 1.59 ( 59.0)
9 1.11 ( 56.6) 1.15 ( 67.7)
10 0.76 ( 63.0) 0.80 ( 74.1)
12 0.47 ( 95.8) 0.45 ( 93.2)
pl kinetic P
IEE!’J BEfE]:EI]:E oE Dl'ffEIZEIJQE QQO; CI
Mean (CV) Mean (CV) log-transf
AUC(0-t) 83.49(23) 82.76(26) 0.88 98.2-105.5
(ug.hr/mL)
AUCinf 86.89(23) 85.69(27) 1.40 98.5-106.1
{ug.hr/mL)
Cmax 25.46(24) 25.79(29) -1.28 91.5-110.7
(ug/mL)
Tmax (hr) 1.92 1.69
Kel(1/hr) 0.32 0.34
tl1/2 (hr) 2.45 2.38

1. For TorPharm's test product, the mean AUC(0-t), AUCinf and
Cmax values are 0.88%, 1.40% higher and 0.35% lower,
respectively, than those for the reference product values. The
differences are not statistically significant. The 90% confidence
intervals are within the acceptable range of 80-125% for log-
transformed AUC(0-t), AUCinf and Cmax. The reviewer's
calculations are in agreement with those submitted by the firm.



2. The Gemfibrozil plasma levels reached a peak at 1.67 hours for
both the test and reference products following their
administration under fasting conditions.

3. The elimination rate constant (KE) could not be estimated for
subjects #15, 22, 28, 30 and 38 after the TorPharm, and for.
subjects #15, 22, 28, 30 and 32 after the reference product.
Therefore, half-life and AUCinf could not be estimated for these
subjects.

4. Subject #35 experienced a mild episode of vomiting. After
excluding this subject from the statistical analysis of the study
for the reason mention above, the resulting 90% confidence
intervals for Gemfibrozil are as following:

LnAUC(0-t) 98.8-106.1%
LnAUCinf 99.3-106.8%
LnCmax 93.9-112.5%

All confidence intervals remain within the acceptable 80-125%
range.

V. In Vitro Dissolution Testing: (USP Method)

Method: USP 23 apparatus II (paddle) at S0 rpm
Medium: 900 mL of 0.2 M phosphate buffer, pH 7.5
Number of Tablets: 12
Test product: TorPharm's Gemfibrozil 600 mg tablets, lot
#60054.

Reference products: Parke-Davis's Lopid 600 mg tablet, lot

' #054N5V.,
Specifications: NLT % in 30 minutes.

Dissolution testing results are shown in Table II.
VI. Formulation:

TorPharm's formulation for its Gemfibrozil 600 mg tablets is
shown in Table III.

VII. Comments

1. The firm's in vivo biocequivalence study under fasting
conditions is acceptable. The test product is similar in both
rate and extent of absorption to the reference product. The 90%
confidence intervals for LnAUC(0-t), LnAUCinf and LnCmax are
within the acceptable range of 80-125% under fasting conditions.

2. The in vitro dissolution testing submitted by the firm on its
Gemfibrozil 600 mg tablets is acceptable.

VIII. Recommendations:



1. The bioequivalence study under fasting conditions conducted by
TorPharm Inc., on its Gemfibrozil 600 mg Tablet, lot #60054,
comparing it to Lopid® 600 mg Tablet manufactured by Parke-Davis,
has been found acceptable by the Division of Bioequivalence. The
study demonstrated that TorPharm's Gemfibrozil 600 mg Tablet is
biocequivalent to the reference product Lopid®" 600 mg Tablet
manufactured by Parke-Davis.

2. The dissolution testing conducted by the firm on its 600 mg
Tablets, lot #60054 is acceptable. The dissolution testing
should be incorporated into the firm's manufacturing controls and
stability program. The dissolution testing should be conducted
in 900 mL of 0.2 M phosphate buffer, pH 7.5 at 37C using USP 23
apparatus II (paddle) at 50 rpm. The test product should meet
the following specifications:

Not less than % of the labeled amount of the drug in
the dosage form is dissolved in 30 minutes.

3. From the biocequivalence point of view, the firm has met the
requirements of the in vivo biocequivalence and the in vitro
dissolution testing.

The firm should be informed of the above recommendations.

/S/

Moheb H. Makary, Ph.D.
Division of Bioequivalence
Review Branch III

RD INITIALLED RMHATRE: /S/
FT INITIALLED RMHPATR

N

Concur: i / §/

[ Nicholas Fleischer, Ph.D.

Date: 579/97

\

?IQS]??’

Date:

Director
Division of Bioequivalence

MMakary/5-5-97 wp 75034SD.D96
cc: ANDA #75-034,original, HFD-658 (Makary), Drug File Division
File.



I Table II. In Vitro Dissolution Testing “

Drug (Generic Name): Gemfibrozil
Dose Strength: 600 mg Tablets
ANDA No.: 75-034

Firm: Torpharm Inc.

Submission Date: December 20, 1996
File Name: 75034SD.D96

I. Conditions for Dissolution Testing:

USP 23 Basket: Paddle: X RPM: 50 |
No. Units Tested: 12

Medium: 900 mL of 0.2 M phosphate buffer, pH 7.5
Specifications: NLT % in 30 minutes

Reference Drug: Lopid (Parke-Davis)

Assay Methodology:

II. Results of In Vitro Dissolution Testing:

‘lSampling Test Product Reference Product i
Times Lot #60054 Lot #054NSV ’
(Minutes) Strength(mg) 600 Strength(mg) 600

Mean % Range $CV | Mean % Range 5CV
10 105 5 97 1
20 104 3 99 1
30 104 3 100 3
45 105 3 100 2




Bioavailability/Bioequivalence Continued...

/
T ~hle f
§. Formuiation Data

The following table summarizes, by strength, the components and composition of
Gemfibrozil Tablets USP 600 mg.

AMOUNT PER TABLET (mg) ]

Gemfibrozil Tablets USP
Ingredient 600 mg

600 mg Tablet - 72.73% Tablet Granulation
Gemfibrozil USP

7
Methyicellulose USP

Croscarmellose Sodium NF

v
Qolloidal Silicon Dioxide NF

Magnesium Stearate NF

600 mg Tablet - Coating

7
Hydroxypropyl Cellulose NF

sjuawele)s uoysodwo)
pus sjueuodwo)d
IIA NOLLO3S

L
Hydroxypropyl Methylcellulose
2910 USP

l?olyethylene Glycol NF

N\
"{itanium Dioxide USP

Purified Water USP

Total

Note: Coating ingredient quantities shown here do not include dispensing overage.

Overage is dispensed to accommodate for coating operation losses (filling lines. allow for

adequate mixing etc.).

*Evaporates during the coating process. 3

ANDA - GEMFIBROZIL
1572 TABLETS USP 600 mg
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REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:
Applicant’s Name:

Established Name:

75-034 Date of Submission: December 20, 1996

TorPharm Inc.

Gemfibrozil Tablets USP, 600 mg

Labeling Deficiencies:

1.

CONTAINER

(60s and 500s)

Revise the dispensing statement to read as follows:

Dispense in a tight...

INSERT

a.

GENERAL COMMENT

Delete ' throughout the
text of the insert except where noted below.

DESCRIPTION

i.

ii.

iii.

iv.

Revise the first paragraph to read as
follows:

Gemfibrozil is a lipid regulating agent.
Gemfibrozil tablets USP, for oral
administration, contain 600 mg gemfibrozil.
Each tablet also contains the following
inactive ingredients: Colloidal Silicon...

Revise the chemical name to read the same as
the name listed in USP 23.

Replace with "molecular
formula".

To be in accord with USP 23, revise the
molecular weight to read "250.34" rather than



c. CLINICAL PHARMACOLOGY

Penultimate paragraph, penultimate sentence -
Revise to read:

...0f 1.5 hours.
d. INDICATIONS AND USAGE

i. Revise the first sentence to read:
Gemfibrozil tablets are indicated...

ii. Number 1, fifth sentence - ...mg/dL may,...
[Note: Relocate the comma.]

e. WARNINGS

Delete the proprietary name, from item 5
- ...with gemfibrozil and lovastatin has been...

f. Delete Gemfibrozil Tablets USP

600 mg" that appears prior to the "manufactured
by" statement.

Please revise your container labels and package insert
labeling, as instructed above, and submit final printed
labels and labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

~

o

_ ,/é/

J Phillips/;fﬁ ///
ector

ivision of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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ANDA 75-034
L3 1997

Apotex USA Inc.

Attention: Marcy Macdonald

U.S. Agent for: TorPharm Inc.
1641 Barclay Blvd

Buffalo Grove, IL 60089-4544
ll"ll"IllIlllllllllllllll'lllllllll'lllllll"lllll

Dear Madam:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Gemfibrozil Tablets USP, 600 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at
this time.
2. The dissolution testing will need to be incorporated into your stability and quality control

programs as specified in USP 23.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

Nicholas Fleischer, Ph.D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



A APOTEX CORP.

20 LAKEVIEW PARKWAY o SUITE *27 o vESNON =LLS o - _SCiSefC81 o TEL 34705720096 o miX (847 272-700°
November 17, 1997 A LR el L Cv
Douglas Sporn, Director A S N I
Office of Generic Drugs o e
Center for Drug Evaluation and Research g

Food and Drug Administration
Document Control Room

Metro Park North |l

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA # 75-034

Gemfibrozil Tablets USP, 600 mg

Response to Communication of September 5, 1997
Dear Mr. Sporn:

Apotex Corp. as the U.S. agent for TorPharm Inc. of Ontario, Canada is hereby
submitting an amendment to the above referenced ANDA.

Please feel free to contact me if you have any further questions.
Effective November 24, 1997, Apotex Corp. will be moving to a new location.

50 Lakeview Parkway, Suite 127, Vernon Hills, IL 60061

Phone: (847) 573-9999 FAX: (847) 573-1001
Sincerely,
RECEIVED
Helen Keys <4 A1 Q1997

Regulatory Affairs Assistant for

GENERIC DRUGS
Marcy Macdonald
Associate Director, Regulatory Affairs



Tor Pharm

COVER LETTER
MAJOR AMENDMENT
TorPharm Inc., 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MOW 6Y3, is

hereby amending ANDA number 75-034 for Gemfibrozil Tablets USP 600 mg. The

amendment is being submitted in response to the FDA Deficiency Letter dated
September 5, 1997.

RECEIVED
NOV 1 3 sayy
SRNEYe PRUGS

Chaukd @@Mé@u@ (3 Re0q T

David Coffin-Beach, -8 $.Pharm, Ph.D. Date
President, TorPharm Inc.
50 Steinway Blvd.
Etobicoke, Ontario
MOW 6Y3
TORPHARM INC.
Amendment to ANDA 75-034
-i- Gemfibrozil Tablets USP 600 mg

50 Steinway Bivd., Etobicoke. Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340



A APOTEX CORP.

50 LAKEVIEW PARKWAY o SUITE 127 « VERNON HILLS o _U'NOIS 6CO€* » TEL 1847) 573-9993  FAX (847) 873 :10C?

December 5, 1997

Douglas Sporn, Director NEW CORREsp

Office of Generic Drugs - i

Center for Drug Evaluation & Research wa (//V .

Food & Drug Administration M ‘p;/z,.u/ﬁ\j i1
B} v

Document Control Room

Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA #74-680 - Ranitidine Tablets USP 150 mg & 300 mg
ANDA #74-737 - Captopril Tablets USP 12.5 mg, 25 mg, 50 mg & 100 mg
ANDA #74-948 - Cimetidine Tablets USP 100 mg
ANDA #74-890 - Cimetidine Tablets UPS 200 mg, 300 mg, 400 mg & 800 mg
ANDA #74-943"- Diltiazem HCI Extended-Release Capsules USP (Once-a-day
dosaae) 240 ma

ANDA #75-178 - Enalapril Maleate Tablets USP 2.5 mg, 5 mg, 10 mg & 20 mg
ANDA #75-034 - Gemfibrozil Tablets USP 600 mg

ANDA #75:191 - Pentoxifylline Extended-Release Tablets 400 mg

ANDA #75-167 - Ranitidine Tablets USP 75 mg

ANDA #75-089 - Ticlopidine HCI Tablets 250 mg

Dear Mr. Sporn:

Apotex Corp. as the U.S. agent for TorPharm a Division of Apotex Inc. of Ontario,
Canada is hereby submitting information concerning a change in corporate status for
TorPharm. Please refer to the attached communication.

Sincerely,

B kl\wm@'x\\q cdinal & HECE‘VED Q\
Marcy Macgonald TN
' Associate Director, Regulatory Affairs DEC 10 197 E\



Tor Pharm

24 November 1997

Mr. Douglas Sporn

Director

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation & Research
Food and Drug Administration

7500 Standish Place

Rockville, Maryland 20855

Re:  ANDA #74-680 - Ranitidine Tablets USP 150 mg and 300 mg
ANDA #74-737- Captopril Tablets USP 12.5 mg, 25 mg, 50 mg and 100 mg
ANDA #74-948 - Cimetidine Tablets USP 100 mg
ANDA #74-890 - Cimetidine Tablets USP 200 mg, 300 mg, 400 mg and 800 mg
ANDA #74-943" - Diltiazem HCl Extended-Release Capsules USP (Once-a-day
dosage) 240 mg

ANDA #75-178 - Enalapril Maleate Tablets USP 2.5 mg, 5 mg, 10 mg and 20 mg
ANDA #75-034"- Gemfibrozil Tablets USP 600 mg

ANDA #75-191 - Pentoxifylline Extended-Release Tablets 400 mg

ANDA #75-167 - Ranitidine Tablets USP 75 mg

ANDA #75-089 - Ticlopidine HCI Tablets 250 mg

Dear Mr. Sporn:

TorPharm Inc. has been the sponsor of the referenced applications. At the time of
submission of these applications and until recently TorPharm Inc. was a subsidiary of Apotex Inc.,
also a Canadian corporation. For business reasons unrelated to our obligatﬁge these
applications, TorPharm Inc. recently changed its status from a corporate subsidiary o ex Inc.
to an operating division of Apotex Inc. Consistent with this change in BEC 14:] a’gw Apotex
Inc., the name TorPharm Inc. has been changed to TorPharm, a Division of Apotex Inc.

GENERIC DRUGS

50 Steinway Bivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340



Mr. Douglas Sporn
24 November 1997
Page 2

Separate copies of this letter are enclosed for each of the referenced applications. In
addition, by copy of this letter we are notifying the Division of Data Management and Services of
this name change, which we understand will be incorporated in the “Orange Book.”

Very truly yours,

&‘1 Q% ‘@“Q Q oo

David Coffin-Beacty-B.S. Pharm, Ph.D.
President, TorPharm, a Division of Apotex Inc.

cc: George Scott (HFD-90)

50 Steinway Blivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340



A APOTEX CORP.

50 LAKEVIEW PARKWAY o SUITE 127 o VERNON RILLS  iLLINCIS 60061 o TEL (847)573-9993 » FAX {847) 573-1001

May 19, 1998

Office of Generic Drugs, CDER, FDA ORIG AMENDMENT
Document Control Room, Metro Park North |l / / ~ 4

7500 Standish Place, Room 150 N/ ¢

i

Rockville, MD 20855-2773

FACSIMILE AMENDMENT

Re: ANDA 75-034
Gemfibrozil Tablets, USP
600 mg

To Whom It May Concern:

Apotex Corp., as the U.S. agent for TorPharm, a Division of Apotex, Inc., is submitting
this amendment in response to FDA deficiency letter dated May 14, 1998.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Y Vicm,tfﬂ’Y’u,caﬂuJ .

Marcy Macdonald
Associate Director
Regulatory Affairs

IR P 3
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A APOTEX CORP.

1641 BARCLAY BOULEVARD « BUFFALO GRGVE - ILLINOIS 60089 - Tel: (847) 541-1141 - Fax: (847)541.1143
28101 BALLARD ROAD » LAKE FOREST -« ILLINOIS 60045 - Te!: (847) 816-9350 - Fax: (847) 816-9356

April 10, 1997

Douglas Sporn, Director

Office of Generic Drugs _
Center for Drug Evaluation and Research I

Food and Drug Administration 4
Document Control Room Z
Metro Park North Ii 1 g 7
7500 Standish Place, Room 150

Rockville, MD 20855-2773

I\:r“‘! »l\«-:.‘.:\.j
P L

RE: General Inquiry
Request for Alternate Stability Protocol

Dear Mr. Sporn:

As the U.S. agent for TorPharm Inc. of Ontario, Canada, Apotex Corp. is submitting a
general inquiry to request approval of an alternate stability protocol.

We appreciate an expeditious review of this information.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Marc\y Ma@donald

Manager, Regulatory Affairs ( RECE\VED )

reR 1 41997
Heo

GENERIC DRU-



' /L'L"”%/ ﬂ(,
A Oﬁ/“’z} p)(//)

\POT EX 1641 BARCLAY BOULEVARD * BUFFALO GROVE » ILLINOIS 60089 = Tel: ﬂua‘ﬁ * Fax: (847) 541-1143
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December 20, 1996 ' 49

Douglas Sporn, Director

SR TR
Office of Generic Drugs Lodacl M s
CDER, Food and Drug Administration P N S
Metro Park North 1| IR IR (TR
7500 Standish Place, Room 150 oA e
Rockville, MD 20855-2773 N

RE: Original ANDA Submission
Gemfibrozil Tablets USP, 600 mg

Dear Mr. Sporn:

Pursuant to Section 505(j) of the Federal, Food, Drug and Cosmetic Act as
amended September 24, 1984, Apotex USA, Inc. as US agent for TorPharm Inc. of
Ontario, Canada, hereby submits an original abbreviated new drug application for
Gemfibrozil Tablets USP, 600 mg.

We are submitting an archival copy under a blue cover (5 volumes), a chemistry
review copy plus an additional copy of the analytical methods section under a red
cover and the bioavailability/bioequivalence review section under an orange cover.

Apotex, USA hereby certifies that in accordance with 21 CFR 314.94 (d)(5) a true
field copy of the technical sections of this submission under a burgundy cover is

also included as this ANDA is being submitted by a foreign applicant.

We appreciate an expeditious review of this application. Please direct any inquiries
regarding this application to me at the address listed above.

Sincerely,

MW et " RECEIVED
Marcy Macdonal

Manager, Regulatory Affairs ML 2 51996



