ENTE _ EVA TI D

AP TI : NDA 19834/5002

FINAL PRI LAB



PPROVED

TNRROININ e 2 s

PLENDIL® (Felodipine) Extonded-Reloase Tablets

felodipine were 7 and 2 nmol/L. respectively. Corresponding
values in hypertensive patients (mean age 64} after a 20-mg
dose of PLENDIL were 23 and 7 nmol/L. Since the ECg, for feto-

MM&COJNC. dipine is 4 to 6 nmol/L, & 5to 10-mg dose of PLENDIL in some
. . and 8 20-mg dose in others, would be cted 1
West Point, PA 19486, USA eovid on sntyperiensive efect Tt poreiss for 3¢ hours
‘(see C';N) lsr Effacts balow and DOSAGE AND ADMIN-
ISTRATI
TABLETS The systemic plssma clearance of felodipine in young
PLE N DI L® healthy subjects is about 0.8 L/min and the apparent volume
of distribution is about 10 L/kg.
(FELODIPINE) Following an oral or intravenous dose of “Cabaled felo-
EXTENDED-RELEASE TABLETS dipine in man, sbout 70 percent of the dose of sadioactivity
DESCRIPTION was recovered in urine and 10 percent in the feces. A nagligi-

PLENDIL® (Felodipine) is a calcium antagonist (cakiuntthan.~
nel blocken. Felodipine is 8 dihydropyridine derivative that is
chemically described as t sthyl methyl 4-{2,3-dichiorophenyl)-
1,4-dihydro-2,6-dimethyt-3,5-pyridinedicarboxytate. s empin-
cal formula is CipH19CIyNO,and its structura! formula is:

H
HyC N CHy -

H,C00C COOCH;CH,
ci
Cci
ipine is 8 slightly yell h, crystalline dar with a
molacdar mnght of 384.26. itis lmolublo ln wuurand is froety
hane and eth is 8 raco-

mic mmure
Tablets PLENDIL provide extended release of felodipine.
Thay are available as tablets conlamlng 2.5mg.5mgor 10mg
of f ipine for oral i ddition to the active
ingredient felodipine. the tablets eonmn the following inac-
tive ingredients: Tablets PLENDIL 2.5 mg — hydroxypropyl
cellulose, lactose, FD&C Blue 2, sodium stearyl fumarate, tita-
nium dioxide, yellow iron oxide and other ingredients. Tablets
PLENDIL 5 mg and 10 mg — celiulose, red and yellow oxide,
lactose, polyethylens glycol, sodium stearyl fumarate, tita.
nium dioxide and other ingredients.

CUINICAL PHARMACOLOGY

Mechanism of Action

Felodipine is 8 membu ofme dihvdropvndmo class of cal--
cium blockers). it
reversibly competes y with nitrendipine and/or other calcium
channel blockers for dihydropyridine binding sites, blocks
voltage-dependent Ca** currents in vascular 'moo(h mundo

bla amount of intact felodipins is recovered in the urine and
teces (<0.5%). Six metabolites, which account for 23 percent of
the oral dose, have been identifed; none has significant

- vagodilating activity.

Followmg admlnlnubon of PLENDIL to hypertensive
patients, mean peak plasma concentrations at steady state are
about 20 percent higher than ster a single dose. Blood pres-
sure responsa is correiated with plasma concentrations of
felodipine.

The bicavailability of PLENDIL is not influsnced by the pres-
enca of food in the ga&rmmmnd tract. In & study of six

the b iability of ipine was | d more
than two-fold when taken with doubly concentrated grapefruit
juice, compared to whan taken with water or orange juice. A
similar finding has been seen with some other dihydropyri-
dine calcium antagonists, but to 2 lesser extent than that seen
with felodipine.

Ages Effecte Plazma concentrations of felodipine, after a sin-
gle dose and st steady state, increass with age. Mean clear-
ance of felodipine in elderly hypertansives (mesn age 74) was
only 45 percent of that of young voluntears (mean age 26). At
steady state mean AUC for young patients was 39 percent of
that for the elderly. Data for intermediste age ranges suggest
that lh'ye AUCs tall bstween the extremes of the young and the
elder|

Hapastic Dysh ion: In i with hx ic di the
cldarance of felodipine was reduced to sbout 60 percent of
that seen in normal young volunteers.

RAenal Iimpairmant doel not ahu the plasms eoncanlunon
profile of felodipi h higher of the
maetabolites are presant in the plasma due to decreased uri-

" nary excretion, these are Inactive.

Animal studies have d thet felodipine crosses
the blood-brain barrier and the placenta.
Cardiovascular Effects

Following administration of PLENDIL, s reduction in blood
pressure gemnllv occurs wuhm two to five hours. During

and cultured rabbit strial cells and blocks p
contracture of the rat portal vein.

In vitro studies show that the effects of falodipine on con-
tractile processes are selective, with greater offects on vascu-

blood pressure control
lasts for 24 hours, with trough reductions in diastolic biood
pressure approximately 40-50 percent of peak reductions. Tha
-ntihvpenondvv offou is douﬂpondont and correlates with
the of fi

lar smooth muscle than cardiac
effects can be detected in vitro, but such effects have not bean
seeninintact animais.

The effact of felodipine on blood pressure is principally a
consaquence of 8 dose-related decrease of peripheral vascu-
{ar resistance in man, with 8 modest reflax incresss in heart
rate (sae CardiovascularEffacts). With the exception of a mild
diuretic effect seen in several animal specios and man, the
effects of felodipine are accounted for by its effects on periph-
eral vascular resistance.

-* Pharm kinatics and M.

Following oral administzation, felodipine is almost com-
pletely absorbed and undergoes extensive first-pass meta-
bolism. The systemic biosvailability of PLENDIL is
approximately 20 percent. Mean peak concentrations fol-
lowing the administration of PLENDIL are reached in 2.5 to
5 hours. Both peak plasma concentration and the ares
under the plasma concentration time curve (AUC) increase
linearly with doses up to 20 mg. Felodipine is greater than
89  percent bound to nluma pro(oln&
trauonol“ dipine declined tri y with mean dis-
position half-lives of 4.8 mmuqa. 1.5 hours and 9.1 hours.
The mean contributions of the three individusl phases to
the overail AUC were 15, 40 and 45 porcent, respectively, in
the order of increasing ty, .

= Atk

A reflex increese In heart rate frequently occurs dunng the
first week of therapy; this increass sttenuates over time. Hoart
rate increases of 5-10 bests per rrunuto may be soan during
chronic dosing. The | is b d by b
agents.

The P-R Imorvll of the ECG is nu aflected by felodipine

when od slone of in ion with a beta-block-
ing agent. Felodipine alone or in combination with a beta-
blocking agent has bean shown, in clinical and electrophysio-
logic studies, to have no significant effect on cardiac conduc-
tion (P-R, P-QandH-V Imarvals)

Inclinicat trisls in by L dthout clinical evi-
dence of left vnntricular dysfunction, no symptoms sugges-
tive of a negative inotropic effect were noted; however none
would be expected inthis population (see PRECAUTIONS).

RenalEndocrine Eﬁea:

Renal is d d by fetodipine whilp’
glomarular filtration rate i d. Mild di
natriuresis and kaliuresis have been eblorvod during the first’
waok of therapy. No significant effects on sarum electrolytes
ware observed du ngmon and long-term therapy. .

9

in clinical trials k in plasma line lovels
have been observed.
Clinical Studies
Folodipim produces dounlnod deerum in synolk: and
blood pressure as ¢ d in six -con:

Followmg orll administration of the immaedi oleasa for- ,
level of felodipine atso declined polyex-

ponentially with 8 mean terminal ty, of 11 to 18 hours. The
mean peak and trough nudvvdm phm emumrmonl

trolled, dose responsa studies using either immediate-olease
or omndod-c.ﬂom dosage forms. These studias enrolled
over 800 active at totat daily doses

achieved after 10 mg of the i
given once o day to normal voluntsers, were 20 u;‘d 05 mnoll

g from 2.5 to 20 mg. In thosa studies lelodipine was
agmlrusmod either s monotherspy or was added to bets

L. respectively. Tho uough !
in most individ: b ially betow the ation
“locﬁocta‘-“ imal decline in blood pressure
(ECyo) [4-6 nmol/L for lclodlplml. mut produdlng once a day
dosing with the im
Followmg .dmmmrahon ofa 'Io-mg dose of PLENDIL, the

f to young, heatthy volunteers,

mean peak and uough stoady-state plssma concentrations of

i3 s registared trademark of
MERCK & CO., Inc.

isiered trademark of AR
%tGHTOMENI&CO lnc.. 1991, 1994

AN Snber cmma o,

X mmdmmmd‘thhPLENDngiven
onca daily as monotherapy sre shown in the table below:

MEAN REDUCTIONS IN BLOOD P!!ESSURE (mmHg)*

Systolic/Diastoli
Oose N :::;.: *ﬁ:‘m Tlhm l'::)k
Study 1 (8 weeka}
26 mg 68 0.4747 2115 29153
Sy 69 9.5/63 24037 25759
10 mg (3] 1801108 1080 56756

*Placebo response subtracted



PLENDTL® (Felodipine) Extended-Release Tablets

S,
MEAN REDUCTIONS IN BLOOD PRESSURE (mmHg)*®
Systolic/Diastolic

Mean Paak Mean Trough  Trough'Peak

Dose N Rexponse Response Ratios (%s)
Study 2 (4 weeks)
10mg 80 8371.2 1.532 3/40%°

0mg S0 13102 4802 L anae

*Placebo response subtracted
*sDifferent number of patients svallable for peak and trough mes-
surements

INDICATIONS AND USAGE

PLENDIL is indicated for the treatment of hypenensiot.\.
PLENDIL may be usad slone or concomitantly with other anti-
hypertensive agants.

CONTRAINDICATIONS

PLENDIL is contraindicated in patients who are hypersensi-
tive to this product.

PRECAUTIONS

Geners! '
Hyp Felodipine, like other calci i
may ocauonally pracipitate significant hvpoxension and
rarely syncope. it msv toad to reflex tachycardia which in sus-
ceptible individuals may precipt angina pectoris. (See

ADVERSE REACTIONS )
Heart Failure: Although acute
mnnunberofmemmthNYtuClnulloflllhoanhllure
d with

hsve not d
tropic effects, safaty in patients with heart failure has not boen
established. Caution therefore should be exarcisad when
using PLENDIL in patients with heart failure or compromised
ventricular function, particularly in combination with a beta
blocker.

Elderly Patients or Patients with Impaired Liver Function:
Pclmnla over 65 years of 8ge or patients with impaired liver

have el d plasma ations of felo-
dipine and may therefore respond to tower doses of PLENDIL.
These patients should have their blood pressure monitored
closely during dosage adjustment of PLENDIL and should
rarely require doses above 10 mg. (Ses CLINICAL PHARMA.
COLOGY and DOSAGE AND ADMINISTRATION.)

Peripheral Edama: Peripheral edema, generaliy mild and
not associated with generalized fluid retention, was the most
common sdverse event in the dlinical trials. The Incidenca of
peripherai edema was both doss- and age-dependent. Fre-
quency of peripheral edema ranged from about 10 percent in
patients under 50 years of age taking 5 mg dally to about 30
percent in those over 60 years of aga taking 20 mg daily. This
adverss effect generally occurs within 2-3 weeks of the initia-
tion of trestment.

Information for Patients

Patiants should be instructed to taks PLENDIL whole and
not to crush or chew the tablets. They should be told that mild
gingival hyperplasia (gum mllmg) has been repomd Good
dental hygi itsi and rity.

NOTE: As with many other drugs, centain advice to patients

being treated with PLENDIL is warranted. This information
is intended to aid in the safe and effective use of lhls medi-
cation. It is not & disd e of all possib or
intended effects.

Drug interactions

Beta-Blocking Agents: A pharmacokinetic study of felo-
dipine in conjunction with metoprolol demonstrated no signif-
icant effects on the pharmacokinetics of {alodipine. The AUC
and Ce,, of metoprolol, however, were increased approxi-
mately 31 and 38 percent, respactively. In controlled clinical
trials, howaever, beta biockers including metoprolol were con-
currently administared with felodipine and were well toler-
ated.

Cirmlfldma In hlllthy b phar dnet di

d an appr 50 p t in the area
under the plasma cnnoomvalion time curve (AUC) ss well as
the Cnea of falodipine when given concomitantly with cimeti-
dine. it is lm-upated that o dmlcllly significant interaction
‘masy occur in some by Therefore, it is rec-
ommcndod that low doul of PLENDIL be used whcn given
withci

Digaxin: When given itantly with felodipine the
peak p --iu-. of digoxin was significantly
i d. There was, h , no significant change in the
AUC of digoxin.

kinetic study.
pluma eoneemrnionl ol 'olodnplm wer e considerably lower
in pati on long—(erm h L lherapy(a.g..
phenytoin, car p ital) then In health

| tn such pati thc mean area under the felo-

dipine plssma concentration-time curve was siso reduced to
approximately six percent of that obsarved in healthy volun-
teers. Since 8 dinically significant interaction may be antici-
pated, afternative antihypartensive therapy should be

idered inthese
Othu Concom:um Therspy: In healthy nuhlaal mere were
ly inter wh was
given itantly with ind h
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PLENDIL® (Fes ) Extended-Relesse Teblsts
Carci is, M is, Impairment of Fertility

In 8 two-year carcinogenicity study in rats fed falodipine st

" dosesof7.7,23.10r69.3 mg/kg/day (up to 28° times tha max-

imum recommended human dose on a mg/m? basis), a dose-
related increase In the incidence of benign interstitial cell
tumors of the testes (Leydig cell tumors) was observed in
treatad male rats, These tumors were not observed in a similar
study in mice st dosas up to 138.6 mg/kg/day (28 times® the
maximum recommended human dose on & mg/m? basis).
Falodipine, st the doses empioyed in the two-year rat study,
has been thown to lower testicular testosterone end to pro-
duce a corresponding Increase in serum luteinixinq_ hormonle

PLENDIL® (Felodi VE ARal Tablets

Percent of Patients with Adverse EHocts in Controlled
Trisis of PLENDIL as Monotherapy
of i il

shown in pa

in rats. The Leydig cell tumor develop is ibly

ary to thess hormonal effects which have not been observed
mnman. :

- In this same rat study a dose-related incresase in the inci-
dence of focal squamous cell hyperplasia compared to control
was obsarved in the esophageal groove of male and female
rats in all dose groups. No other drug-related esophageal or

* gastric pathology was obsarved in the rats or with chronic

administration in mice and dogs. The Iatter species, liks man,
has no ical structure p to the hageal
groove.

Ealadin

was not J ic when fed to mice st doses

o"up to 138.6 mg/kg/day {28 times® the maximum recom.- .

mended human dose on a mg/m? basis) for periods of up 10 80
woeks in maies and 99 weeks in fomales.

Felodipine did not display any mutagenic activity in vitro in
the Ames microbial mutagenicity test or in the mouse lym-

phoma fi ion asssy. No ¢l j ial was

seen in vivo in the mouse micronudieus test at oral doses up to
2500mg/kg (506 times*® the maximum recommended human
dose on a mg/m? basis) or in vitro in & human lymphocyte
chromosome aberration assay.

A fertfiity study in which mate and female rats were admin-
istered doses of 3.8, 9.6 of 26.9 mg/kg/day showed no signifi-

cant effect of felodipine on reproductive per
Pregnancy
Pragnancy Cstegory C

Teratogenic Effects: Studies in pregnant rabbits adminis-
tered doses of 0.46, 1.2, 2.3 and 4.6 mg/kg/day (from 0.4 to 4
times® the maximum recommended human doss on s mg/
m2basis) showed digital i isting of r ion in
size and degree of ossification of the terminal phalangesin the
fetuses. The freq y and ity of the changes appeared
dosa-related and were noted even st the lowest dose. These
changes have been shown to occur with other members of the
dihydropyridine class and are possibly a result of compro-
mised uterine blood flow. Similar fetal sanomalies were not
observed in rats given felodipine. )

4

Adverse Efiect PLENOIL % Placabo %
~ - Ne130 N « 28)
Peripharal Edemas 23 W) EX3
Hexdache 186 @) 10.6
Flushing &4 (1.0 1.1
Dirriness 58 108 32
R
fecsen o 85 (0.1 11
Asthenia & o 28
Cough . 29 (0 04
Pacesthasis 25 (o1 18
Dytpepsia 23 (00 14
Chest Pain 21 {1 4
Nauses 19 (0.8 11
Muscle Camps 19 (0.0 11
Paipitation 18 (05 2.8
Abdominal Pain 18 () 1
Constipation 18 (0. 11
Diarrhos 16 @ 11
Pharynghis 16 (0.0) 0.4
‘R 16 (0.0 0.0
Back Pain 16 (00 1.1
Rash 15 (0N (8}

In the two dose responsa studies using PLENDIL as meno-
therapy, the following table describes the incidence (peroent)
of adverse experiences that were dose-relsted. The incidence
of discontinuations due to thess adverse experiences are
shown in parentheses.

Adverss Pleceto mg i0mo 100mg 2mg*
Elect Nel2l Nell NeT2 Nel123 NSO

Fecpherst
Edere

msns 14000 1B nspg 380 (00
Popication atew won 0o a0) ums no(sn
Hesdache 12400 N304 100 KN M0 (11
Fushing L] I Qe -28(00 ey 2008

In"sddition, adverss experiances that occurred in 0.5 up to
15p of pati who ived PLENDIL in a(l controfied

In a teratology study in cy g keys no
in the size of the terminal phalanges was observed but an
abnormal position of the distal phalanges was noted in about
40 percent of the fetuses.

Non kc Effacts: A prol of parturition with
difficult labor and an increased frequency of fetal and early
postnatal deaths were observed in rats administered doses
of 9.6 mg/kg/day (4 times* the maximum human dose on a
mg/m? basis) and sbove.

Significant entar of the Y plands in excess
of the normal enlargement for pregnant rabbits was found
with doses greater than or equal to 1.2.mg/kg/day (equal to
the maximum human dose on a mg/m? basis). This effect
occurred only in pregnant rabbits and regreased during lacta-
tion. Similar changes in the mammary glands were not
observed in rets or monksys.

There are no ad and well d studies in preg-
nant women. If felodipine is used during pregnancy, or if the
patient becomas pregnant while taking this drug, she should
be apprised of the potential hazard to the fetus, possible digi-
tal anomalies of the infant, and the potential effects of felo-
dipine on tabor and delivery, and on the mammary glands of
pregnant females.

Nursing Mothers

It is not known whether this drug is secretod in human milk
and because of the potentisl for serious adverse reactions
from felodipine In the infant, » decision should be made
whaether to di inue nursing orto di inue the drug, tak-
ing into sccount the importance of the drug to the mother.
Pedistric Use :

j“dmty and effectiveness in children have not been estab-
li .

ADVERSE REACTIONS

clinical studies (listed in order of decressing soverity within
each category} and sarious adverse events that occurred at a
lower rate or wera found during marketing experience (those
lower rate events are in itsiics) were: Sody s 8 Whole: Facisl
edema, warm lon; Cardi rar: Tachy a, myo-
cardial infarction, hypotension, syncope, angina pectoris,
erchythmia; Digestive: Vomiting, dry mouth, fatulence;
He gic: A ia; M loskeletal: Arthratgia, arm pain,
knee pain, leg pain, foot pain, hip pain, myaslgia; Nervous/Psy-
chiatric: Depression, anxidy_ disorders, Insomnia, irritability,

Y:

is, dyspnes, epi respiratory irfection, sneezing:
Skin: Contusion, erythema, urticaria; Urogenital: Decreased
libido, imp o, urinary fr urinary urgency, dys-
uria. .

Felodipine, as an i i | f tation, has also
besn ied as therapy in 680 with hyperten-
sion in U.S. and overseas controlled clinical studies. Other
adverse expariences not listed above and with an incidence of
0.5 percent or grester include: Body as a Whole: Fatigue;
Digestive: Gastroi inal pain; Mi loskeletal: Arthritis,
local weskness, neck pain, shoulder pain, snde pain; Nervous/
Psychiatric: Tremor; Respii y: Rhinitis; Skin: Hyperhidro-
8is, pruritus; Speclal Senses: Blurved vision, tinnitus; Urogani-
tal:Nocturia.

Gingival Hyperpiasia: Gingival hyperplasia, usually mild,

din<0.5p of peti in dies, This
condition may be avoided or may regress with improved den-
tal hyglene. (See PRECAUTIONS, Information for Patients.)
Clinical Lsboratory Tast Findings

Serum Eloctrolytes: No significant effects on serum electro-
tytes were observed during short- and long-term therapy (see
CUNICAL PHARMACOLOGY, Renal/Endocrine Effacts).

Serum Glucose: No significsnt effects on fasting ssrum glu-

In controlled studies in the United States and oversoss
i ly 3000 were trested with ‘_-‘ dipine as

ni;b'urlm dod-relesse or the formu-

lation. .

The most common clinical sdverse experiences repocted

with PLENDIL ini ) th y in all ing
forms of felodipine were Deriohe.

snd with all dosag p
ode nd hasdache. Peripheral edems was afly mild,
hu('t:‘v.n:n age- and dose-related and resulted in di-ponmu{&

tion of therapy in about 4 percent of the enroll Dis-
continuation of therapy due to any dlv.m:l .m.:.'. experisnce
occurrad In sbout 9 pe of the vg PLENDIL,

incipally for peri al edema, hesdache, or flushing.
mﬁﬁl ex;lopmh:r: thet occurred Mm an inddengn of 1.5
percent or greater during moﬂothoiaw v:‘nh P!.ENDIL without
regard to lity are o in the table
balow.

*Basad on patient weight of 50&g

cose were observed in pstients trasted with NOIL in the
Us. d study.

Liver Enzymes: One of two opisodes of elevated serum
ugns&mlnugs decrensed once drug was discontinued in
clinical studies: no follow-up was availsble for the other
patient.

OVERDOSAGE

_()val doses d 240 mg/kg snd 264 mg/kg in male and female
mice, respectively and 2390 mg/kg and 2250 mg/kg in male
and female rats, respectively, d significant lethality. ,

in a suicide attempt, one pstient took 150 felodipine
together with 15 tablets each of stenolol and t';?molna‘:;‘ne
and 20tablots of nitrazepam. The patiant's blood pressure and
heant rate ware normal on sdmission 1o hospital; he subse-

h

" Ovardosage migh ba d to cause ive periph-
eral vasodiation with marked hypotension and pz'niblv
bradycardia.




t
H
H
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)

H savere h
-hotndbelnnlmad.nnpmemmdbephoodwm with
the The of i fluids
may be usafu to treat hypotansion due to ovnrdougo with

i in case of bradycardia,
atropine (0.5-1 mg) shoukd be sdministered lnumnoualy
Sympathomimetic drugs may aiso be given if the physician
feelsthey are warranted.

it has not been lished whether falodipine can be
trom the circulation by hemodialy
DOSAGE AND ADMINISTRATION

The recommended starting dose is 5 mg once a day.
Dependmg on the pcuem‘h responss the dosage can be
dto25mgorh d to 10 mg onca a day. These
adjustments should occur generally at intervals of not less
than two weeks. The recommended dosage range is 2.5-10
mg once daily. In clinical trials, doses above 10 mg showed an
increased blood pressure response but a large increase in the
rate of peripheral edema and other vasodilatory adverse
events (sae ADVERSE REACTIONS). Modification of the rec-
ommended dosage is usually not required in patients with
renalimpairment.
PLENDIL should be swallowed whole and not crushed or
chewed

Use in the Elderly or Patlents with Impaired Liver Function:

Pments over 65 years of age or panems with impaired fiver
they may d p higher pl

trations of felodipine, should have Mr blood pressurs moni-

tored closely during dosage adjustment (see PRECAUTIONS).

In general, doses above 10 mg should not be considered In

these patients.

HOW SUPPLIED

No. 3584 — Tablets PLENDIL, 2.5 mg, are sage green, round
convex tablets, with 450 on om side snd PLENDIL on the
other. They are supplied as fol

NDC 0006-0450-28 unhdou package of 100

NDC 0006-0450-58 unkt of use botties of 100

NDC 0006-0450-31 unit of use botties of 30.

No. 3585 — Tablets PLENDIL, 6 mg, sre light rad-brown,
round convex tablets, with code 451 on one side and PLENDIL
on the other, They are supplied as follows:

NDC 0006-0451-28 unit doss packages of 100

{6505-01-350-0354, 6 mg Individuslty seated 100's)

NDC 0006-0451-58 unit of use bottias of 100

{6505-01-350-0356, 5 mg 100's)

NDC 0006-0451-31 unit of use bottles of 30

(6505-01-350-0352, 5 mg 30°s).

No. 3586 — Tablets PLENDIL, 10 mg, are red-brown, réund
convex tablets, with code 452 on one side and PLENDIL onthe
other. They are supplied as follows:

NDC 0006-0452-28 unit dose packages of 100

{6505-01-350-0353, 10 mg individually sealed 100's)

NDC 0006-0452-58 unit of usa botties of 100

(6505-01-350-0355, 10 mg 100’s)

NDC 0006-0452-31 unit of uss botties of 30

{6505-01-350-0357, 10 mg 30's).

Storage

Store below 30°C (86°F). Keep contsiner tightly closed. Pro-

tect from light.

Ot by:
MERCK&CO.INC.,Wast Point, PA 19486, USA
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