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ANDA 74-928
‘MAR | 9 1998

Lipha Pharmaceuticals, Inc. K
U.S. Agent for Genpharm, Inc. e
Attention: Anita M. Goodman, - -M.D.

9 West 57th Street, Suite 3825

New York, NY 10019-2701

o
Ludllbadbisanlilibaniblad sl

Dear Madam:

This is in reference to your abbreviated new drug application
dated July 16, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Nicardipine
Hydrochloride Capsules, 20 mg and 30 mg.

Reference is also made to your amendments dated October 23, 1996;
January 3, March 12, June 4, June 25, September 5, and December
15 1997; and March 11, 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 Nicardipine Hydrochloride Capsules, 20 mg and

30 mg, to be bioequivalent and, therefore, therapeutically
equivalent to the listed drug (Cardene® Capsules, 20 mg and 30
mg, respectively, of Syntex Laboratories, Inc.). 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. The Office of

Generic Drugs should be advised of any change in the marketing
status of this drug.




74-928

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-240). 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-240) with a completed Form FD-2253 at the

time of their initial use.
‘f?

55

Sinceyely yours;

Douglas L. Spérn
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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USUAL DOSAGE: One capsule
three times a day.

SEE PACKAGE INSERT FOR FULL
PRESCRIBING INFORMATION.

003-171 REV.#00

USUAL DOSAGE: One capsule
three times a day.

SEE PACKAGE INSERT FOR FULL
PRESCRIBING INFORMATION.

003-171 REV.#00

USUAL DOSAGE: One capsule
three times a day.

SEE PACKAGE INSERT FOR FULL
PRESCRIBING INFORMATION.

003-171 REV #00

USUAL DOSAGE: One capsule
three times 2 day.

SEE PACKAGE INSERT FOR FULL
PRESCRIBING INFORMATION.

003-171 REV #00

NDC 58567-042-18 100 cavsues

NICARDIPINE

HYDROCHLORIDE CAPSULES

CAUTION: Federal law prohibits
dispensing without prescription.

2 Manytactured by:
ﬁ; GENPHARM INC.

" 7@ Toronlo, Canada MBZ 286

NDC 55567-042-18 100 cwsaes
NICARDIPINE

HYDROCHLORIDE CAPSULES

CAUTION: Federal law prohibiis
dispensing without presctiption.

Manulaciured by:

“ @ Toronlo, Canada MEZ 256

NDC 55567-042-18  100cwsues
NICARDIPINE

HYDROCHLORIDE CAPSULES

CAUTION: Federal law prohibits
dispensing without prescription.

/f;' . Manlacured by:
§.2% GENPHARMINC.
7@ Toronio, Canada MBZ 256

NDC 55567-042-18 100 conues
NICARDIPINE

HYDROCHLORIDE CAPSULES

CAUTION: Federal law prohibits
dispensing without prescription.

f: . Manu s aned by
w %, GENPHARMINC.

ST e Tornie, Capada MEZ IS

0000€5 -

3 )/1'\‘ ){ [

STORE AT ROOM TEMPERATURE
BETWEEN 15” and 30°C (59~ and
86F)

DISPENSE IN TIGKT. LIGHT-
RESISTANT CONTAINERS

3 55567-042-18 ¢

STORE AT ROOM TEMPERATURE
BETWEEN 15° and 30°C (59° and
86°F).

DISPENSE IN TIGHT, LIGHT-
RESISTANT CONTAINERS.

I

3 55567-042-18 ¢

STORE AT ROOM TEMPERATURE
BETWEEN 15 and 30°C (59" and
86°F).

DISPENSE IN TIGHT, LIGHT-
RESISTANT CONTAINERS.

i

3 55567-042-18 ¢

STORE AT ROOM TEMPERATURE
BETWEEN 157 and 30"C {58~ and
86°F).

DISPENSE IN TIGHT, LIGHT-
RESISTANT CONTAINERS.

T

3 55567-042-18 &




USUAL DOSAGE: One capsule
three times a day.

SEE PACKAGE INSERT FOR FULL

PRESCRIBING INFORMATION.
003-174 REV.#00

USUAL DOSAGE: One capsule
three times a day.

SEE PACKAGE INSERT FOR FULL
PRESCRIBING INFORMATION.

003-174 REV.#00

USUAL DOSAGE: One capsule
three times a day.

SEE PACKAGE INSERT FOR FULL
PRESCRIBING INFORMATION.

003-174 REV.#00

USUAL DOSAGE: One capsule
three times a day.

SEE PACKAGE INSERT FOR FULL
PRESCRIBING INFORMATION.

003-174 REV.#00

NDC 55567-041-18

100 Capsules

NICARDIPINE

NDC 55567-041-18

HYDROCHLORIDE CAPSULES

20 mg

CAUTION: Federal law prohibits
dispensing without prescription.

. Manutachs 8a by
GENPHARM INC

® Toronio, Canada M8,

100 Capsules

NICARDIPINE

NDC 55567-041-18

HYDROCHLORIDE CAPSULES

20 mg

CAUTION: Federal law prohiblts
disponslng without presception.

Manuiaciured by

@ GENPHARM INC.

‘& Toronto, Canade MBZ 256

1 00 Capsules

NICARDIPINE

HYDROCHLORIDE CAPSULES

20 mg D

GAUTION: Federal law prohiblts
dispensing without prescription.

NDC 55567-041-18

Manutactued by

N} GENPHARM INC.

& Toronto, Canada MBZ 256

1 00 Capsules

NICARDIPINE

HYDROCHLORIDE CAPSULES

20 mg

CAUTION Federal law prohlblts

pensing without prescription.

# Manuteciued ¢

Neff GENPHARM INC

= Taorio Caaca MBI S

000062

Ve ~ Ov

STORE AT ROOM TEMPERATURE
BETWEEN 15° and 30°C (59° and
86°F).

DISPENSE IN TIGHT, LIGHT-
RESISTANT CONTAINERS.

L

3 §5567-041-18 9

STORE AT ROOM TEMPERATURE
BETWEEN 15° and 30°C (59° and
86°F).

DISPENSE IN TIGHT, LIGHT-
RESISTANT CONTAINERS.

ML

3 55567-041-18 9

STORE AT ROOM TEMPERATURE
BETWEEN 15° and 30°C (59" and
86°F).

DISPENSE IN TIGHT, LIGHT-
RESISTANT CONTAINERS

MY

3 55567-041-18 9

STORE AT ROOM TEMPERATURE
BETWEEN 15° and 30°C (59 and
86°F).

DISPENSE IN TIGHT, LIGHT-
RESISTANT CONTAINERS.

JIH

3 55567-041-18 ¢




NICARDIPINE HYDROCHLORIDE
CAPSULES

DESCRIPTION
for oral each contain 20 mg or 30 mg of nicardipine hy i L _ ide is a calcium ion
WM(MMMMWMMIMU
pyridi WMMPAC(IMMMMPumsMWW)WWZWW
mwmudnmzn yi-4-(m-ni y and it has the following structural

H

|
—_— N CH,
= I e AC:
—_— ['] l 9 L‘)v& 8
== COCH,CH,NCH, . HCI @
— @
= ©
—— 2
= NO,

Nicardipine Hydrochioride

Molowleormuta CogHagNyO; « HCY
i ki L wmmmmmm it is freely soluble in chioroform, methanol , and glacial acetic
nddspamnoibbmanhydmmml sltgmysohbismn-bmamlvmeromM acetons, and dioxanse, very slightly
soluble in ethy! acetate, and practically insoluble in benzene, ether and hexane. nhasamoleculuwetgmmmsss
Each capsule, for oral administration, contains 20 mg or 30 mg nicardipine hydrochioride. In addition, each capsule
magnesium stearate and pregelatinized starch. The capsule shell consists of FD&C Blue #1, gelatin, ummamumd:oxldeandnspmmdwnhblad(nkeomam
FD&C Buwe #2, FD&C Red #40, FD&C Biue #1, and DAC Yellow #10.

CLINICAL PHARMACOLOGY

Mechenism of Action
Nizw‘raisacakimumybhdw(slowdumnelbloﬁmormluummmm)mmmmmmanammﬂuxdmbumwmwmmmde
and smooth muscie without serum calcium The of cardiac muscle and vascular smooth muscle are dependent upon
mmdmaanmmwsMhmﬁcmmm Thomolnmrumuememmvmunomhmusds
mnumﬁacmlsda.Inun’-nalmodﬂs.rlcamm»esrelannonofommyvaseulalsnmmmusdealdvugbvelswhldlmitﬂemmnegawemmuc
effect.

F and

oral doses Plasmalsvelsaredaleuablemeanyaszomloﬂowmgasmldosemd
mammmmsmmmmnsommmhmn(mr._,nm) While ni is it is subject to saturable First
pass and the y is about 35% ' aaOtngoraldosea!staadymle

wmmmmmm“(')um(3)mmuammmmmmc«mwmwc«mmu(mww%)mmm
was given 10 fasting subjects. These decreases in plasma level Wmmammybewmwﬂmmemmmbkhmnme"wyw
nwdmmmmmmmswmnregamthmmdmls Thusmm«hso'mmalsmbamoﬂmdmhn&mdvam

The : of hepatic first g oral g doses result in a
Gsplopuhmmoasemptasmbvals Stendystalecmxvaluesloﬂomngzo 30, av\dwmdouseveryshmnavetaoedss BB and 133 ng/mL,
vmcbvo'yﬂorurmm medoselmm20w30mgeveryehouvsmovammdmuedeaxandmcreasmgmedosehmnzommmgeveryahours
ol mcreased Cmax more than 3-fold. A similar disproportionate increase in AUC with dose was observed. Considerable inter-subject variability in plasma levels was

observed.

Post. bon kinetics of nicardip are also non-linear, although there is a reproducibie terminal p‘amha"ldoltmavemgedashows'ollo\mngsoandw
mg doses at steady state (TID). mtanmnalmn-bfsvepvesantsmeeﬁmmnonoflessﬂms%m drug by

Elimination over the first 8 hours after dasing is much faster with a hatf-ife of 2 to 4 hours. Sleadysialeplasmalevelsaroactuevedaﬂeerosdeyso’TlDdosmg
(every 8 hours) and are 2-foid higher than after a single dose.

Nmmsmmnbouodhss%)mhmmplasmamawidemaﬁmmme
ly by the liver: less than 1% of intact dnug is in the urine. i ive oral dose in solution, 60% of the

wwy was recovered in the urine and 35% in feces. Mosldmdose(mm)mmedwnmnwhowsoldosing.Nicardipinedosno(induoeits
own metaboksm and does not indice hepatic microsomal enzymes.

The sieady-state ph inetics of nicardipine in eiderly patients (265 years) are similar to those obtained in young normat adulis. Afier one week
_dmhﬂmmmmmmmmaunmm Tmax, AUC, terminal plasma half-ite, and the extent of protein binding of nicardipine
observed in healthy elderly hypertensive patients did not ditfer differ significantly from those Mnymmmlm

Nxxmmbvdsmhghelmpmmnswﬂ\mldw Y (b ranged from 1.2 10 5.5 mg/dL) than in normal
mmmmWWMTDamm mmwmwzmmn these patients.

B wmmmmmdmmmmwmnmm Nncardapmep!asmalevels
mmnmmmwm1mmmwwmyu varices) than in
normal 20mg i BlDa!MsmeCmaxamAUCmeleamHoldmoherwmmwmnﬂenspmbngedw
19homsnlhasem

Homodyr-nle.

In man, na - n iC vascular resi The degree of ilation and the yp i oﬂectsaremwe
mmnhymavapmen hymvemwmmebhodmnmmstwwmg ic and dy In
normotensive patients, a mmamgmmmmw7mm¢ éc blood may this fall in peri An
increase in heart rake may occur in to the in blood mdmn!awpebemslhshsanmmemmybewmnmd
lncﬁrmnsumsnmheanmsa:mdpedxplammbvelswasmvymewsdbyswwbeazspermnutemwedloplmwnnm;meatevmeases
athg'\erdoses.mmnsmdﬂmhwphcaooalmsmamdoang studies dosing in patients with
coronary artery disease and normal or mmmwummwmwmmm
no significant change, or a smal in the left i - (LVEDP)MMughM:s coronary
bloodmmeresmmmlnuspmpenyplaysanymlemusa«m in stable angina. in mmwarymaummmnafy
administration of nicardipine caused no divect does, have a neg effect in some patients with severe left
vsmuuuwwmnmcwldmmmwm\very-mpaamdhmhadbmhﬁn

“Coronary Steal", mmmmovmmumdMnmmmmmmm(mmmwmmemm
bettevpormsedanas)hsnotbeen od during On the contrary, nicardipine has beenshwnlomumsywhcsimmnnumal

ot mwmwmmmmm during an n oxygen
" upon L] Whether this steal in those patients, or is the

demand patients have angira.
mndwmmmmmme s NOt clear.
hpamts%wwymydm' i LV. diaswic y during the sarly filling phase, probably due 10 a fasier rate of myocardial

mMsmammewm Msmwmm
asmbadm,mmd has no negative efect on The clinical consequences of these
properties are as yet

Electrophysiologic Effects

In general, mmudmmmmmmmmmumuw

Nicardipine increased the heart rate when given ly dunng acuse studies. and QT inerval to minor degree.

Thesmmmmym\asmd&mmmmmw“m TMPA.AH devmarvals “mww\deﬁmmw

mmmmmmwmemmmmmmumHsmw;ym-wewmym\eaafwr
RICArGIDIne.

infravenous

“PA = conduction time from high 10 low nght atrium, AH = conducton Wme rom low right atrium 10 His bundie ion, or AV nodal ion time, HV =
mmmmmmummwm

Renal Function

Thereis a ont sodium. Ne hpine does not cause o i fuid ion, as by weight

mw?nmdmmemmm
Etfects In Angina Pectoris

|nmnwwmmdw|o1zmmmnmmmmmm‘ dipi and red;
consumption and the frequency of anginal attacks. The ginal efficacy of ' (Zowwm)hasbeendanmlstmtsdmtourphcebo—
controlied studies involving 258 patients with chronic stable angina. in i testing, nicardipi g ly time to angina, total exercise
duration and ime 10 1 mm ST sagment depression. among these four studies was a dose-definition in i in exercisa
WaweﬂwWWmmM“W"mﬂWnﬂMwewnmmso‘10zoand:!l)mgTID Effectiveness at 10 mg TID
was, however, marginal. in a fitth placebo-controtied study, the efficacy of at 8 hours past-dose (trough). The sustained
efficacy of ipine has been ove'longle'mdoulqWwessueleﬂmpabwswnhmbyubmﬂ!%mﬂaatpeakbbodlwelsam
mlmmmmmmmmmmas
Effects in Hypertension
Nummwmhmmwmmmhmm.m iy 'omcncym' ipi
three times dadly has been demonstrated in three imoiving 517 patients with mild to The blood
rsspor\ssshmmmwewwmmamd(lhoupost-cbu\g)wumh(ammspoﬂ-dwng)ahhoughnlsspparemmal
mtlowvhﬂdmmmswmmmdmmmm from placebo controlled studi studies of nicardipine given three times
daily are shown in the lollowing tabie:
SYSTOLIC BP (mmHg) DIASTOLIC BP (mmHg)
Number Mean Moan Number Mean

of Poak Trowk Tenismbnt ~ L N .. -

T




conduction tme through the His bundie and the bundie branch-Purkinje system.

Renal Function
There is a in Vg sodium. Ni ine does not cause k fluid ion, as d by weight ch
afthough 7 10 8% of the patients experience pedal edema.
Effects in Angina Pectoris
hmmmmmmxzmmnmmmum' hpt duced ni
le the frequency of anginal attacks. The eficacy of i (mmwm)mmmnwm
controlied studies i 258 patients with chronic stable angina. In _ . i 1o angina, total exercise
duration and Sme to t mm ST segment i among these four stxdies was a dose-definition in which in exercise
tolerance at one and four Mwmmumm:smmnmmdwzowmmmmntomm
mmmmmmmmmum.m nal efficacy a1 8 hours post-doee (trough). The sustained
efficacy of . been over long-term dosing. Bhodwm!sﬂmpmemsuﬂhmby-mnlmmnpukmmw
was Mile different from placebo at trough biood levets.
Effects in Hypertension
daose-related dsumsmboﬁlsywﬁcmddtamichhodpmssmamchmcalmlsma by ive efficacy of i
twee times daily has been demonstrated in three placebo-controtied studies involving 517 patients with mild to
anmmdesmnammwwmﬁmumwamunourpost-dosmg)mdumh(anouupoa-dwng)mnsappamm
medmmmswwmmmmm . The results from placebo controlied nicardipine given three times
daily are shown .n the following table:
SYSTOLIC BP (mmHg) DIASTOLIC BP (mmHg)

Number Mean Mean Number Mean

of Peak Frough Trough' of Peak Trough Trough/
Dose Patents Resp F Poak Dose Patents F Peak
20mg 50 -103 4.9 4% 20mg S0 -10.6 4.6 43%

52 -17.6 78 45% 52 -9.0 -2.9 2%
30 mg 45 145 7.2 50% 30 mg 45 128 4.9 38%

44 -14.6 <75 S1% 44 -142 43 30%
40 mg 50 -16.3 95 58% 40mg 50 -15.4 -5.9 38%

a8 -15.9 6.0 38% 38 -148 a7 25%

The responses are shown as differences from the concurrant piacebo control group. MWWMMMWMMMW
by obsarved site efects at peak response times. In a study using 24 howr ntra-anterial bicod in biood pr
remained unahered, but the systolic and diastolic blood pressures were reduced throughout the whole 24 hours.

When added 10 beta-blocker therapy, nicardipine further lowers both Systolic and diastolic blood pressure.

INDICATIONS AND USAGE
Lsun.m
. for the of pabents with chronic stable angina (effort: i angina). Ni i y
WMwMMummmm
iL Hypertension
icardips are ind for the of may be used alone or in combination with
other antihyp ive drugs. In inistering nicardipine it ts imp mbemdlhemhmtyhmepeakmmughmnmmuoodprmeﬂed1See
DOSAGE AND ADMINISTRATION.)
CONTRAINDICATIONS
L ide is j in patients with hypersensitivity to the drug.
Because part of the effect of ni ipi 0 reduced the drug s also contraindicated in patients with aortic is. A ion of
mkmnmmmmymnwnmuwemmm
WARNINGS
increased Angins
About 7% of patients in short term placebo-controlied angina trials have fre duration or severity of angina on starting nicardipine or at

the time of dosage increases, eomwadmm4%oipMonphoabo Wmmtmmmgmahwwmuedm 4%
vs 1%. The mechanism of this effect has not been established. (See ADVERSE REACTIONS.)
Use in Patients with Congestive Heart Fallure

MWWMMMWWMWOMMHN - pi
ility, it has a8 pic effect in mmnmmmmuemmmmmnmwwmmm

pamanar'yncwmmabma-bhdmr
Beta-Blocker Withdrawal
Nicardipine is not a beta-blocker and therefore gives no protection against the dangers of abrupt beta-blocker withdrawal; any such withdrawa! shouid be by gradual
Wmmmdmmwmmawlom
PRECAUTIONS

General
BMPIWU icardipi it careful itoring of blood p d\nng!hemhaladlmnmhonal\dwmmol

ssuggested’ Jipi N@omerculuundlamel may i produce Cwbmnsadvnsedloavmd

istering the drug to patients who have sustained an acute cerebral i ion or offects at the

hmedped(bbodbvels initial titration should be p with of biood pr mpeakeﬂed(Hthmnsaﬁsrdusm)andummm
next dose.
Use in pasients with impaired hepatic function: Since the liver is the major site of bi and is subject to first pass metabolism, the drug
mudbemodwihwhpaﬁcm having impaired kiver function or reduced hepatic biood Pansimmmwvorelwmsoasodwslopodebvmd
levels (4-fold increase in AUC) and prolonoed half-ife (19 hous) of nicardipine. (See DOSAGE AND ADMINISTRATION. )
Ussnmtanum ired renal When L 20 mg or 30 mg TID were given to hypertensive patients with mild renal

AUC, and Cmaxwereamxmm&yz-louhigtm in renatly impaired patients than in healthy controls. Doses in these
MMNM(SG@CLINOCAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION.)

Drug interactions

Beta-Blockers -

In controlled clinical studses, pic beta-receptor have been ly ini i with ni i y The
combination is wel toleraled.

Cirmetich

Cimeti L . ipine plasma levels. Patients ving the two drugs antty should be hully

Some calcium may & the of digitalis px ~ in the blood. Nwmmmmmmmmm@m
mmmmmmwmmwmmmm

and
Co-administration ot an antacid g 600 mg alumis ide and 300 mg magnesium hydroxide had no effect on nicardipine absorption.
Fentanyi Anesthesia

Severehypotensnnhasboenrmnwdummmmmmmmotammmawmm Even though such
interactions were not seen during clinical studies with volume of g fivids might be required i such an interaction were to occur.

>




and cy ine results in d piasma rine lovels. Plasma ions of Cy ine should

ot o W.W,MWM.MWMMNWM(MMLNM

ww of Fertiity

Rats wreatod with nicardipine in ¥ Get (al ' “!’prwidedaiiydosaaelevﬁsols,15.m45nwday)mmmsmnme»

dependent i L 3 tryporpiasia and neopiasia inoma). One and mmmmmwmmm

anMnnWMhmmm(wmmnmmmmamdww‘m‘mmm(mﬂ)‘
* e O ase in Piasme 7 ©

mmamamnmwm thyroid. In rats on an iodine s 4 for one month was
iated Hhvyeoid hy okasia thal ras preventsd by T4 supp! b Mbenmdmmﬂﬁminmw(qmm:maﬂmﬂwm
MMmawbwonmnumbwmmedmmmmamUwﬁmnrdmmofww.pmw_s
mmdmﬂmmmmmmmﬁmw&ymwmwm ick of efiects of on thyroid function
(phsmnT4deSH)i\wm.

There was no evs of a mutagenic potential of n jpine in a banery of ger icity tests d on microbial indk gan in cleus tests
i mice and hamsters, o in & Sswr et study in

mwdmmwmwum\demsm«mwawmesumu1wwmy(sommmwmnowmm
dod antianginal or antitry ¥ mhm.mamwudeow).
was embryocidal when d nmwmm.mw4mlmwl(awWMwT‘
marked body weight gai Whmmﬁm)mwmwwﬂy(ﬁmm < dod antis | ¢ 5V dose
man).mmﬂmmmmmmmmmm-«evm,mw.mww!wﬂ\qnmnd:pme/kyday
iated with signé i inmuaabddoe).hmmmmﬁmmnmm@w&”mmﬁmmmm

. (a dose g Y :
human dose) there was no ev of Yy or 0 Hor , dystocia, ; we .vedueadnoonmglsumvaland
rwwmmwmgmmw.nmnmmmmmuwmmwm. should be used during pregnancy
onwﬂmepotsmalbsneﬁlﬁmiﬁesmm\ﬁalvisknmevm.
Nursing Mothers . N . .
Studies in rals have shown igni ¥ of r gpine in it milk ing oral Fouhsmasonhnsvsonmmendedmulwomen
mmwmmmﬂmmmm.
Pediatric Use
Safelymxioﬂ'mcyhpm muagemammmmm.
Use in the Eiderly . N .
F netic par did not difter elderty hyp 1 M(&Sym)mheanhymnmlsmmwgkdnwdmmdmehw
treatment at 20 mg TiD. Plasma L i i in eiderly hyp i o mmwwwmwmvmmmmanhqudunmm
k ipt Horide was ‘a\md10.mwwmflb.wmmmmmdmmue9Mmemw
. No dife in resp 0 N ipi mgmmﬁinomﬂymmwmwmnwmd

eldeﬂynypmsnsiv;paﬁsms o sig i
patiemsvmopanicipaledinelimﬁlm.
ADVERSE REACTIONS
in muktiple-dose .S. and foreign controlied short-term (upﬁomreemmms)swies 1,910 patients received nicardipine amminconﬁnaﬁmwimbom drugs.

ly; adverse L were lly not serious i and

hmmmmmmmned., 3 XPX g bmowssmalwreqweddosaoaadws\mem
abomw%ofpawnsleﬁnnsmﬁes, ty of them. Peak resp! mmmwedmmwmdmmoﬂedsmdmcqms.
mwmmshouummmmmm d wi in blood pr  (tachy rdia, hyp etc)ewldocwvammdlhalwneol
mepsake'hd,Mostmeﬁectswem xpectod of the i effects of

mmmdmmhwiwmwmwmmuM,wmﬂbdeﬂnlmlMals.Fdwr\gmMmmsmmmm
niwﬁphw(N:SZO)aMpwqu-sw).msm,mmodho.t%ofpaﬁemsam.m Dt events dered Pt by d.rugﬁtgnedby
me'mvemw(exmplmuminw\iovasmhrovemsmmmmmamm).mmmdmeﬁmmmmmd
Msm.mlmwsummmwwWMMpﬂdmwinereaudanuina.

mmupmmwsesnmmmwsm
8 of MOVOR

shown in par
Adverse Expernience Nicardipine PLACEBO
{Ne= 520) (N= 310)
Pedal Edema 71 © 03 (0)
69 (12 06 (0
Meadache 64 (06) 26 (0)
Asthenia 58 (04) 26 (0)
Fiushing 56 (0.4) 1.0
Increased Angina 56 (3.5 42 (19
Palpilations 33 (04) 00
Nausea 19 (O 03 (0
i 15 (06) ~ 06 (0.3)
Dry Mouth 14 (O 03
Somnolance 14 {0 10 ©
Rash 12 {02) 03 (0)
Tachycardia 12 (02 06 (0)
Myaigia 1.0 (9 00 (0)
Other edema 1.0 00 (0)
P i 1.0 (02) 03 (0
Sustained Tachycardia 08 (0.6) 00 (0}
Sy 08 (0.2) 00 (0
Constipation 06 (02 06 (0)
Dyspnea 06 0] 00 (0)
Abnormal ECG 06 (0.6) 00 (0}
Malaise 0.6 00 (0)
Nervousness 06 (0} 03 (0)
Tremor 06 (0} 00 (0}

rdipine and
nmmwwmmmm ycand nsmmmdmmmmm
mwmmasdmmnwMMMMM.MMM.MuaMMMMM
!ovnimm'pine(N-1390)mdphcwo(N-211),mpoa~w,mmno,4$dp~nam.m epr ovents i d P drug-retated
bymf‘ i ‘Where the froqus ummuwmmsm,wmsmmmwm«mdmm
Percert of Pasents with Adverse Effects in Controlied Suxhes
{Inch RGN Shown i par
Adverse Expernence Nacardipine PLACEBO
(N = 1390) (N = 211)
Fhushing 97 @M1 28 (O
Headache 82 (26) 47 (0
Pedal Edema 80 (18 09 {(0)
Asthenia 42 (.7 05 (0)
Paipttations 41 (1.0 00 (0)
Dizziness 40 (1.8) 00 (0)
Tachycardia . 34 (12) 05 (0)
Nausea . 22 (09 08 (0}
Somnolerce 11 (0%) 00 (0)
Dyspepsia 08 (03) 05 (0)
Insomnia 06 (0.1) - 0.0 (0)
Malaise 06 (0.1) 00 {0}
Other edema 06 (0.3) 14 (0)
Abnormal dreams 04 (0) 00 (0)
Dry mouth 04 (0.9) 00 (0)
Noctuna 04 0) 00 (0)
Rash 04 (04) 00 (0)
Vomiting 04 (04) 00 (0}
Rare Events

m!mmmmmmmmmmmm«mm:
Bodyasuwm‘e:irnectioﬂ,amicveadion .
Cardi lar: hyp ion, postural hyp i atypimld-es(pam.peﬂphemvmhrdisomev. icul k L ycardi
Digestive: sore throat, abnormal lives chemistries
Musculoskeletal: arthralgia
Nervous: hot flashes, vertigo, hyperkinesi imp pressi niusion, anxiety
Respiratory: rhinitis, sinusitis
Special Senses: tinnitus, abnorma vision, blurred vision
Urogenital: d usinary

OVERDOSAGE
Overdosage with a 600 mg single dose (15 to 30 tmes normal clinical dose) has been rep d. Marked hyp (blood pr inable) and
bradycardia (heart rate 20 bpm in nomal sinus rhythm} i i ion and siurred spesch. Supportr with a p

d, along with
resulted in gradual improvement with normal vital signs. approximately 8 hours post treatment.

Racard nn reciits obta n v anemals may cause sy dia (
he s dnnnl hanatic nartneic ware noted in

initiat and pi

some animal species receiving very




_7—*

The incidence incidence rates of adverse effects in hypertensive patients wero uovwolbddnmltmls Folmmateﬂwraleso(wverseanecls
211 that ou:mod n 0. 4% of ov more. These d pr
:y' ;:-m {N= 1390) uvd phcebo (N- ) Md'y“ mom = The pett ated
pedal edema.
Percent of Patients with Adverse Eslects in Cormrolied Studies
of . jions shown in par
Adverse Experience Micardipine PLACEBO
(N = 1390) (N=211)

Flushing 87 @1} 28 (O
Headeche 82 (28) a7 (0
Pedal Edema 80 (1.8) 09 (@
Asthenia 42 (N g.g 28}
Palpitations 41 (1.0 .
Dizzinees 40 (1.8) g(sl =g=

achycardia 34 (12 .
Lm 22 (09) 09 (0
Somnolence 1.1 (0.1; g.g :8;

. 08 (03 .
Wmﬂ 06 {o.t) 00 (0
Maiaise 06 (0.1) 00 (0
Other edema 06 (0.3) 14 (0)
Abnormal dreams 04 (0) 00 (0
Dry mouth 04 (0.1) 00 (0)
Nocturia 04 (0 00 (0)
Rash 04 {(04) 00 (0
Vomiting 04 (04) 00 (0)

Ge star. hypotension, posiural hypotenss atypical chest pain, peripheral vascular disorder. a ‘ icular tachycardi

Respiratory: hiritis,
Spsaals«\ses nmabfmwvuon blured vision
d urnary

0 QU

OVERDOSAGE
Wm:mmw‘emnSnmmWMM)mmT d. Marked fype jon (blood pr f inable) and
bradycavdua(marlrmezoupmmmnalmnw'n) srred, along with h and slurred speech. Supp witha -
munnmgmlmmmmmmwmwgmmm
Based on results ined in y animals, i mitia) rdfia) and progt

i i hon block. bk wmmmwmmnmmmmmnnmmmMM
Ialgedosesoinicaruipim.
Eot nt of (o] rd {for olgsv'\c of it on o Ci ing fluid volume and urine
output) includi ofundiacand i Y ions should be in ‘mepaﬁevnshouldbeposiﬂonedsoasmnvondcarebmlmma Frequent

blood pr are chinically i d for patients exhibiting p d hyp! i calcium g may
heipmemmeenedsofcalcumemryw .

DOSAGE AND ADMINISTRATION

Angina

Thedoseshouidbemdmm!lymtedwead-pmemnegmnmwnhzommreemmsdmly Dososinthemmaolzotowmmmeﬁmssadaymwboen
shown 1o be effective. Alleaslﬂnmedaysshouldbaalmedbetom g the id dosetosnmwﬁevmmuaeadysmeptasma
drug concentrations.

canoomlWltUse With Other Antianginal Agents
Mmybemkenasmuumdmmnmemmlmmﬂmmﬁpimmpy.

2 mmm_]hﬁm—moawdwmaybssalm inistered with shor- and long-acti nitrates

Beta-blockers- nicardipine may be safely with beta: (SeePHEcAUTlONS Drug Interactions.)

Hypeﬂemhn

The dase of chioride should be individually adiusied di htheblood,. esp! inai wnhmmﬂveenmesdulyﬂle
eﬂmmnwnwmsmwmmmwwmmmwwm biood pr eﬂeclocmrsnpproxmmerﬂmznours

after dosing. To assess the the blood shouid be “ntnowh(ahnunmuodnq) Because of

the prominent peak effects of n blood presaure should be *1nzmunmmm,p.muny¢mmwmmw.(5ee
PRECAUTIONS: Blood pressures. T iONS AND USAGE, CLINICAL PHARMACOLOGY, Eftects in Hypertension) Al loast three days should be aliowed

wowmmmmmmnmmdmmmmmmm

Conawnwﬂnrusemmomwhypomm
be safely d with thiazide divretics.
2 Bma;nm mmmuwwodmmm (See PRECAUTIONS. Drug rteractions.)
Special Patient Popu
PR?CAI’l‘ﬁ”lgaNgw a)moughmefsssmmmWmﬂsmﬂm,wﬂlmmwmmmﬂnkm.w
)

Hepa should be memmm-mwmuwmmdmmm
aﬁysm&dmwmmwmwmmwmmamm (saoPRECAU'TIONS.)

Congestive Heart Failure - mswmmwmmmmmmnmum (See WARNINGS.)

HOWSUPPLIED
L ipi Y Horid itable in opaq bluehatdgelahncapsubsmMed'G'onﬁweapaMWfommwwy
These aresuppliedmbotmsof 100(NDC 55567-041 -18), bmﬂesofSOO(NDC 58567-041-25) and in cartons cartons of 100 unit dose biister packages (NDC 55567-041-
06)
loride 30 mg in opague light blue biue hard gelatin capsules pnmod“G'onmecapandWZ'mm capsule body. These

are supplled in botties of 100 (NDC 55567-042 18), bomes ot 500 (NDC 55567-042-25} and in carions of 100 unit dose blister packages (NDC 55567-042-06).
Store botties at room temperature between 15° and 30°C (59° and 86°F) and dispense in tight, ight-resistant containers.

Store blister pach at room D 15-wm(wwwnmwaawomexmhumnnymuqm Toptmadivomhgmwodw:l
should remain in 'S P undil d
CAUTION: Federal law prohibi dispensing without p

Manutactured by:
Q K&Zw' Canada ’
//¢ ‘300-2221-7134

Revised August 1997
003-168 REV.#01




APPLICATION NUMBER 74928




1. CHEMISTRY REVIEW NO. 3
2. ANDA 74-928
3. NAME AND ADDRESS OF APPLICANT

Genpharm Inc.

37 Advance Road
Etobicoke, Ontario
Canada M8Z 2S6

4, LEGAL BASIS FOR SUBMISSION
The applicant certifies , that to the best of it knowledge,
U.S. Patent No. 3,985,758 expired on February 15, 1996 and
there is no market exclusivity for the drug product subject.

Innovator: Syntex Laboratories Inc. - Cardene’
5. SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A N/A
7. NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE (s) FOR:
Nicardipine Hydrochloride N/A
Capsule
9. AMENDMENTS AND OTHER DATES:
Firm: 7/16/96 - Original

9/27/96 - Response to comments in acknowledgment.

10/23/96 - O/NC, Bio. information.

1/3/97 - O/NC, Bio. information. -

3/12/97 - O/NC, response to Bio. letter.

6/4/97 - Response to 1lst def. letter (chem. &
labeling) .

6/25/97 - O/NC, Bio. phone amendment.

9/5/97 - Response to 2nd def. facsimile (chem. &

labeling). Subject of this review.
12/15/97 - Response to fax, MV.
3/11/98 - Response to phone memo, limit for o-

form. Subject of this review.

FDA: - 9/13/96 - Acknowledgment, with comments.
2/7/97 - 1st def. letter (chem. & labeling).
1/31/97 - Bio. review, not acceptable.
2/20/97 - 1st Bio. def. letter.
8/1/97 - Bio. review, acceptable.
8/18/97 - Bio. letter, no further questions.
8/4/97 - 2nd def. Facsimile (chem. & labeling).
3/26/97 - MV from St. Louis, questions to firm.
12/8/97 - Phone memo, faxed questions about MV

from St. Louis to firm.

12/17/97 - MV acceptable from St. Louis.
2/4/98 - Phone memo

10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Calcium Channel Blocker R




ANDA 74-928 2

12. RELATED_ IND/NDA/DMF (s)

13. DOSAGE_FORM 14. POTENCY
Capsule 20 mg & 30 mg

15. CHEMICAL NAME AND STRUCTURE

Nicardipine Hydrochloride
C,H,sN,0¢.HCl; M.W. = 515.99

2- (Benzylmethylamino)ethyl methyl 1,4-dihydro-2,6-dimethyl-4-
(m-nitrophenyl) -3, 5-pyridinedicarboxylate monohydrochloride.
CAS [54527-84-3]

16. RECORDS AND REPORTS
N/A

17. COMMENTS
EER, Bio., labeling, Method validation, and DMF acceptable.

18. CONCLUSIONS AND RECOMMENDATIONS
Approval

19. REVIEWER: DATE COMPLETED:
Norman Gregory 3/13/98




