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TABLETS-

PLENDIL®
{FELODIPINE)
EXTENDED-RELEASE TABLETS
DESCRIPTION

rophenyl}-1 ,4-dihydro-2,6-dimethyl-3,5-pyrldinsdicarbox)?|—
ate. Its empirical formiula is C18H15CI2NQy and its structural
formulais:

Felodipine is a slightly yellowish, crystaliine powder with a
molecularweight of 384.26, tis insolubie inwater and isfreely
soluble in dichloromethane and ethanol. Felodipine Is a race.
mic mixture.

Tablets PLENDIL provide extended: release of felodipine.
They are available as tablets containing 2.5 mg, 5 mg,or10mg
of felodipine for oral administration.'in addition to'the active
ingredient felodipine, the tablets contain the following inac-
tive ingrediants: Tablsts PLENDIL 2.5 mg — hvdroxy_propyl
cellulose, lactose, FD&C Blug 2, sodium stearyl fumarats, tita-
nium dioxide, yellow iron oxide, and other.ingredients, Tab-
lets PLENDIL 5 mg and 10 mg — cellulose, red and yellow
oxide, lactose, polyethylene glycol, sodium stearyl fumarate,
titanium dioxide, and other ingredients. ’

CLINICAL PHARMACOLOGY
Mechanism of Action

Feladipine is a member of the dihydropyridine class of cal-
cium channel antagonists. (calcium channel blockers), It
reversibly competes with nitrendipine and/or other calcium
channel blockers for dihydropyridine binding sites, blocks
voltage-dependent Ca++ currents in vascular smooth’ muscie
and cultured rabbit atrial cells, and blocks potassium-induced
contracture of the rat portal vein. .

In vitro'studies show that the effects of felodipine on con-
tractile processes are selective, with greater effects on vascu-
lar smooth muscle than cardiac muscle, Negative inotropic
sffects can be detected in vitro, but such effects have not been
séen inintactanimals, . ’

The effect of felodipine 'on blood pressure is principally &
consequence of a dose-related decrease of peripheral vascu-
lar resistance in man, with-a ‘modest reflex incraase in heart
rate (see CardiovascularEffects). With the exception of a mild
diuretic effect seen in several animal species and man, the
effects of felodipine are accounted for by its effects on periph-
eral vascular resistance, .

Pharmacokinetics ‘and Metabolism i
Following oral administration, felodipine is afmost com-

- pletely. absorbed and undergoes extensive first-pass metabo-

I bicavailability of PLENDIL - s
approximately 20 percent. Mean peak concentrations foliow-
ing the . administration of PLENDIL are reached in 25105

hours. Both peak plasma concentration andthe areéa underthe’

plasma concentration time curve {AUC]increass linearly with
doses up to 20 mg. Felodipine is greater than 99 percent
bound to plasma proteins. c

Following intravenous administration, the plasma concen-
tration of felodipine declined triexponentially with mean dis-
Position half-lives of 4.8 minutes, 1.5hours, and 9.1 hours. The
Mean contributions of the three individual phasesto the over-
all AUC waere 15,:40, and 45 percent, respectively, in the.order
ofincreasing ty,. )

Following oral administration of the immediste-release for-
Mulation, the plasma leve| of felodipine also declined polyex-
Ponentially with a mean terminal ty, of 11 to 16 hours. The.
—_ .
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“mean peak and trough Steady-state plasma concentrations

PLENDIL® (Felodipine} Ex‘tendeq—ﬁelease Tablets

mean peak and trough steady-state plasma concentrati
achieved after 10 mg of the ‘immediate-release formulatio
given oncéa_day to normal volunteers, v )
nmoliL, respectively. The trough plasma conceantration of fela
dipine i most individuals was substantially below the col
centration needed to effect 5 half-maximal decline in bloo.
pressure {ECg,) [4-6 nmol/L for {felodipine], thus precludi
once a day dosing with the immediate-rélese formulation,

Folléwing administration of a 10-ing dose of PLENDIL,
extended-release formulation, to young,; heslthy voluntes
felodipine were 7 and 2 nmol/l, respactively, Correspondingj
values inhypertensive patients (mean»age 64} after a-20-m
dose of PLENDIL were 23 and 7 nmoliL, Since the ECgp forfal
diping is4 to 6 nmol/L, & 5-0 1 -mg dose of PLENDIL in som
patients, and a 20-mg dose in others, would-be expected

The systemic plasma clearance of felodipins in you.ng:
healthy subjects is about 0.8 L/min, and the apparent volume:

of distribution is about 10 Lrkg.
Following an oral or intravenous dose of “C-labsled falo-

diping‘in man; about 70 percent of the dose of radioactivity" :

was recovered in urine and 10 percentin the feces, A negligi:
ble amount of intact felodipine is recovered in.the urine and
facoe {« 0.6%): Six metabolites, which aceouint for 23 percen:
of the oral -‘dose, havé been identified: none has significan
vasodilating activity, T .

Following administration of- PLENDIL to hypertensiv
patients, mean peak plasma concentrations atsteady state ari

:about 20 percent higher than after a single dose. Blood pres?
sure response. is correlated with plasma, concentratjons of 3

feiodipina.’

with grapefruit juice. Orange juice does not appear to modify.
the kinetics of PLENDIL, A similar finding has besn seen with

other dihydropyridine_ caleium antagonists, but to a lesse E

extent'than that seen with felodipine,

Age Effects; Plasma concentrations offelodipine, after a sin-

gle dose and at steady state, increase with age. Mean clear-
ance of felodiping in elderly hypertensives (mean'age 74) was

Hepatic Dysfunction: In patients with hepatic disease, the

clearance of felodipine was reduced to about 60 percent of
thatseenin normal youngvolunteers, .

Renal impairrent does not alter the plasma coricentration
profile of felodipine; aithough' higher concentrations of the

metabolites are present in-the plasma due to decreased uri- -

nary excretion, these are inactive. -
Animal studies have demonstrated that felodipine crosses
the blood-brain barrierand the placenta.

Cardiavascular Effects

Following administration of PLENDIL, & reduttion in blood
pressure generally occurs within 2 to & hours. During chronig

administration, substantial blood pressure controf lasts for24

plasma concentration of felodipine,

A-reflex increase in heart rate frequeritly occurs during thg
first week of therapy; this increase attenuates over time. Heaq °
rate increases of 5-10 beats per minute may be seen during
chionie dosing. The increase is inhibited by beta-blocking‘ k

agents,

ing agent. Felodipine ‘alone or in combination with -3
beta-blocking agent has been shown, in clinical and electros
physiolagic studies, tg have no significant effect on cardiad
conduction {P-R, P-Q, and H-v intérvals), ;

A
In clinical trials in hypertensive patients without clinical eviJ B

dence of left ventricular'dysfunction, no symptoms sugges-f
tiva-ofa negative inotropic-effect wera noted; however, none
would be expected in this population (see PRECAUTIONS),

Renal/Endocrine Effects i

- Renal vascular resistance is decreased by felodipine while
glomerular filtration rate remains unchanged. Mild diuresis,
natriuresis, and kaliuresis have been observed during the first
waek of therapy. No significant effects on serum electrolytes
were observed during short- aind Iong-term therapy.

In clinical trials in patients with hypertension;, increases in
blasme noradrenaiine levels have been observed.
Clinical Studies X

Felodipine produces dose-related decreases in systolic and
diastolic blood Pressure as demonstrated in six placebo-con.
trolled, dose responss studies using either immediate-release
orextended-release dosage forms. These studies enrolled
over 800 patients on active treatment, at total daily doseg
ranging from 2,5 to 20 mg. In those studies felodipine was
administered either as monothéraby or was adied tn hotn

The P-R interval of the ECG is not affected by felodiping
"when administered alone or in combination with a bata-blo, ;




PLENDIL® {Felodipine) Extended-Release Tablets
blockers. The restlts of the iwo studies with PLENDIL given

s
n . oncedaily as monotherapy are shown in the table below:
5 : 5 .
= MEAN REDUCTIONS IN BLOOD PRESSURE.- (mmHg)*
" - Systotic/Diastolic
d A Mean Peak Mean Trough  Trough/Peak
9 . Dose N Response Response Ratios {%s}
K . Study 1 {8 weeks) . -
"f 2.5mg 68~ 9.4/4.7 2.7/25 29/53
:,g 5mg 69 9.5/6,3 2.4/3.7 25/59
3 10mg 67 18.0/10.8 - - 10.0/6.0 56/56.
L e Study 2 {4 weeks) -
> bmg 50 5.2 1552 33/40"
is 20mg 50 11.3/10.2 4.5/3.2 43/34™
:»- *Placebo response subtracted 7
) **Different number of patients avatlable for peak and trough measure-
(S ments . .
. INDICATIONS AND USAGE 7 TABLETS
Y PLENDIL is indicated for the treatment of hypertension. A
- PLENDIL may be used aloné or concomitantly with other anti- PLENDIL@
1 hypertensive agents. E =
Lo 2oer {FELODIPINE)
- . PLENDIL Is‘cantraindicated.in-patients who are hypersensi- v . )
3 tivetothis product. ) Circular Number 7909010
2 PRECAUTIONS
]: Gengral
Hypotension: Felodipine, like other calcium antagonists, .
. - may occasionally precipitate significant hypotenision and, | |
> 'rarely, syncope, It may lead to reflex tachycardia which in sus-
. . captible_individuals may- precipitate angina pectoris. {See
; -ADVERSEREACTIONS.) . . TABLETS
Heart. Failure: Although--acute hemodynamic studies in a .
; _small number of patients with NYHA Class Il or Ill heaft failure PLENDIL®
- treated with felodipine have not demonstrated negative ino- (FELODIPINE) .
tropic effects, safety inpatients with heart failure has not been
/.* established: Caution, therefore, should be exercised when EXTENDED-RELEASE TABLETS
;‘_ using PLENDIL in patients with heart failure or compromised Circular Number 790

ventricular function, particulatly in.combination with a beta
blocker.

Elderly Patients or Patients with Impaired Liver Function:
Patients over 65 ysars of age or patients with impaired liver
function may havé elevated plasma: concentrations of felo-
dipine and may respondto lower doses of PLENDIL; therefore,
& starting dose of 2.5 mg once a day-is recommended. These
patients should have their blood pressure monitored closely
during dosage adjustment of PLENDIL. {See CLINICAL PHAR-
MACOLOGY and DOSAGE AND ADMINISTRATION.)

Peripheral Edema: Peripheral edeina, generally mild and
not associated with generalized fiuid retention, was the most
common adverse event in the clinical trials. The incidence of
peripheral edema was both dose and age dependent. Fre-
quency of peripheral edéma ranged from about 10 percent in
patients under 50 years of age taking 5 mg daily to about 30
percent in those over 60 years of age taking 20 mg daily. This
adverse effect generally.occurs within 2-3 weeks of the initia-
tion oftreatment. :

Information for Patients

Patients should. be instructed to take PLENDIL whole and *

not to crush or chew thetablets. They should be told that mild
gingival hyperplasia (gum swelling) has been reported. Good
dental hygiene decréases its incidence and severity.

NOTE: As with many other drugs, certain advice to patients
being treated with PLENDIL is warranted. This information is
intended to aid in the safe and effective use of this medication,
Itis not a disclosure of all possible adverse or intended affects.
Drug Interactions o

Beta-Blocking Agents; A phariacokinetic study of felo-
dipine in conjunction with metoprolol demonstrated no signif-
icant effects on the pharmacokingtics of felodipine. The AUC

and Cmax of metoprolol, however, were increased approxi-.

mately 31 and 38 percent, respactively. In controlled clinical
trials, however, bita blockers including metoprolol were con-
cur‘rjenlly administered. with felodipine and were well toler-
ated.

" Cimetidine: In_healthy subjects pharmacokinetic studies
showed an approximately 50 percent increase in _the area
under the plasma concentration time curve (AUC) as well as
the Cyyy, of felodipine when given conconititantly with cimeti-
dine. It is anticipated that a clinically significant interaction
may occur.in some hypertensive patients. Therefore, it is rec-
ommended that low doses .of PLENDIL be used when given
concomitantly with cimetidine.

Digoxin: When given concomitantly with PLENDIL the phar-
macokinetics of digoxin in patients with heart failure were not
significantly altered, -

Anticonvulsants: In a pharmacokinetic study,.maximum
plasma concentrations of felodipine were considerably lower
in épilepticpatients on'long-term anticonvulsanttherapy (e.g.,
phenyloin, carbamazapine, or phenobarbital} than in healthy
voluntsers, In such patients, the mean area under the felo-
dipine plasma concentration-time curve was also rediiced to
approximately six percent of that observed in healthy volun-
teers. Since a clinically significant interaction may be antici-
pated, alternative antihypertensive therapy shouid be
considered inthese patients. - -
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Other Concomitant Therapy: In healthy subjects thére ware
no- clinically significant interactions when felodipine was
given concomitantly with indomethacin or spironolactons.

- Interaction with Fgod: Ses CLINICAL PHARMACOLOGY,
oh o and Metaboli .

i Phar .

: Careinog is, M is, Impairment of Fertility

i In a 2-year carcinogenicity study in rats fed felodipine at
: doses of 7.7, 23.10r 69.3 mg/kg/day {up to 28 times"* the maxi-
> mum recommended human dose- on a mg/m? basis}, a
; dose-related increase in the incidence of benign interstitial cell
i turnors of the testes {Leydig cell tumors} was observed in
Jtreated male rats. TheSe tumors ware not observedin a similar
: study In mice at doses up to 138.6 mgrkg/day (28 times™ the
{'maximum recommended human dose on a mg/m? basis).

: Felodipine, at the doses employed in the 2-year rat study, has .

+ been shown to lower testicular téstosterone and to produce a
- corresponding increase in sefum luteinizing hormonia In rats.
The Leydig cell tumor development is possibly secondary to
hese hormonal effects which havenot been observed in man.
In this same rat study.a dose-related increase in the inci-
1 dance of focal squamous cell hyperplasia compared to contiol
" was observed in the ésophagesl groove of male and female
+ rats in all dose groups. No other drug-related esophageal or
: gastric pathology was observed in the rats‘or with chronic
+ administration in mice ard dogs. The latter species, like man,
i has no anatemical strugture cemparabia ta the esenhageal
- GROOVE.L. o i fime e Dl e S e
i Felodipine was not carcinogenic when fed to mice at doses
"+ up fo 138.6 mgl/kg/day (28 times™ the maximum recom-
.. mended human dose on a mg/m?basis) for periods of up to 86
:'weeks in males and 99 weeks in famales.
" Felodipine did not display ahy mutagenic activity in vitroin
the Ames microbial mutagenicity test or in the mousé lym-
: phoma forward mutation assay. No ¢lastogenic potential was
: seen invivoin the mouse micronucleus test at oral doses up to
= 2500 mg/kg (506 times™* the maximum recommended human
: dose on a mg/m? basis) or in vitro in.a human lymphocyte
chromosome aberration assay. .
¢ Afertility study in which male and fernale rats were adminis-
. tered dosés of 3.8, 9.6 or 26,9 mg/kg/day showed no significant
; -effect of felodipine on reproductive performance.
. Pregrancy
*  Pregnancy Category C
Teratogenic Effects: Studies in pregnant rabbits-adminis-
-1 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 dose on a mg/m?
i basis}showed digital anomalies consisting of reductionin size
¢ and degree of ossification of the terminal phalanges in the
: fetuses. The frequency and severity of the changes appeared
dose related and were noted even at the lowest dose. These
changes have been shown tooccur with other meribersofthe
dihydropyridine ‘class and are possibly a resuit of compro-
mised uterine blood flow: Similar fetal anomalies were not
observed in rats given felodipine. ~
In a teratology study in cynemolgus monkeys, no reduction
in the size of the termiinal phalanges was observed, but an
* -abnormal position of the distal phalanges was noted in‘about
. 40 percent of the fetuses.

Nonteratogenic Effects: A prolongation of parturition with
difficult labor and an increased frequency of fetal ang early
postnatal deaths were observed in rats administered doses of
?.G‘mglkglday {4 times™ the maximum human dose on a
mg/m? basis} and above.

* Significant enlargement of the mammary glands, 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

¢ dion. Similar changes in the mammiary glands were not

“observed in rats or monkeys. o .

There are no adequate and well-controlled studies in preg-

nant worrien, If felodipine is used during pregnancy, or if the
. patient becomes pregnant while taking this drug, she should

be appfised of the potential hazard to the fetus, possible digi-
= tal anomalies of the infant, and the potential effects of felo-
¢ dipine-on labor and dalivery-and on the mammary glands of
.. pregnant fermnales.
. Nursing Mothers .

it is not known whether this drug is secreted in human milk
and ‘because: of thie potential for serious adverse reactions
from felodipine in the infant,-a decision should be made
whethertodiscontinue nursingorto discontinue the drug, tak-
ing into account the importance of the drug to the mother.
Pediatric Use .

Safety and effectiveness in pediatric patients have ngt been
established.

¢ ADVERSE REACTIONS

- In controlied studies in. the United States and overseas,
approximately 3000 patients were treated with felodipine as
either the extended-release or the immediate-release formu-

lation. . L
The most comimon clinical adverse events reported with

. PLENDIL admiriisterad as monotherapy at the recommended
« dosage range of 2.5 mg to 10 mg once a day were peripheral
edema and headache, Peripheral edema was generally miid,
but it was age and dosé related and resulted in discontinuation
of therapy in-about 3 percent of the enrolied patients. Discon-.
tinuation of therapy due to any clinical adverse évent occurred

LT S SN S Ay N

:oceurrad only in pregnant rabbits and regressed during lacta- -

PLENDIL® (Feiodipine) Extended-Release Tablets

in about 6 pefcent of the patients receiving PLENDIL, princi-
pally for peripheral edema, headache, or flushing.

Adverse svents that.gceurred with-an incidence of 1.5 per-
cent or greater at any of the recommended doses of 2.5 mg to
10 mg once a day (PLENDIL, N = 861; Placebo, N =334); with-
out regard to causality, are compared to placebo and are listed

by dose in the table below. These events are reported from -

controlled clinical trials with patients who were randomized to
a fixed dose-of PLENDIL or titrated from an initial dose of 2.5
mg or 5 mg once a day. A dose of 20 mg once a day has bgen
evaluated in some clinical studies, Although'the antihyperten-
sive effect of PLENDIL isincreased at 20 mg once a day, there is
a disproportionate increase in adverse events, especially

. those associated with vasodilatory effects {(8ee DOSAGE AND

-‘ADMINISTRATION). :

Pércent of Patients with Adyarse Events in Controllad Trials*
of PLENDIL [N = 861} as _anutherapy without Regard to Causality

of ions shown in .
Body System " Placebo 25mg . " 5mg 10mg
Adverse Events’ N=334 N =255 N=581 N =408
Body as 8 Whole . N
Peripheral Edema 33(0.0) -20(00) .~ 88(22). 1744{25)
Asthenia < 33(00) 39(60) 33(0.0)  22{0.0)
Warm Sensation - 0.0(0.0) 0.0{0.0} 09(0.2) 15(0.0)
Gardinvascular . - .
- Palpitation—~ — - - —-24{0.0)-- - 04400} - -1:4{03) - - 25{05) -
Digestive )
Nausea 15(0.9} A2{00) 1.7{0.3} 1.0(0.7)
Dyspepsia “1.2{00) - 73.9(0.0) 07{(0.0) - 05{0.0)
Constipation 0.9(0.0) 1.2{0.0) 03{0.0) 1502}
Neivous A .
Headache 10.2(0.9} 10.6{0.4} 11.001.7)  147(20)
Dizziness 2.7 (0.3} 27(0.0) 36(05)  37{05)
Paresthesia 1.5{0.3) 1:6(0.0) 1.2{0.0} 1.2(0.2)
Respiratory
Upper Respiratory .

Infection 1.8{0.0) 3.9(0.0) 1.9(0.0) 0.7{0.0)
Cough 0.3{0.0) 08(00)- 1.2{0.0) 1.7{0.0)
Rhinorrhea 0.0(0.0} 1.6{0.0) 0.2{0.0 0.2{0.0}
Sneszing 0.0{0.0) 16{00)  og{opl  0.0(0.0}
Skin
Rash 0.9(0.0) 2.0(0.0} 02{0.0) 0.2{0.0),
Flushing 0.9(0.3} 3.970.0) 53(0.7) 6.9{1.2)

*Patients in titration studies may have been exposed to more than one
dose level of PLENDIL.

Adverse svents that occurred in 0.5 up to 1.5 percent of
patients who received PLENDIL in all controlled clinical trials
at the fecommended dosage range of 2.5 mg 1o 10 mg once a
day, and serious adverse events that occurred at a lower rate,
or events reported during marketing experience {those fower
rate events are in italics) are listed below. These events are
listed in order of decreasing severity within each category, and
the relationship of these events to administration of PLENDIL
is uncertain: Body as a Whole: Chest pain, facial edema,
flu-like - iliness; Cardiovascular: . Myocardial infarction,
hypotension, syncope, angina peftoris, arrhythmia, tachycar-

- dia, premature beats; Digestive: Abdominal pain, diarrhea,

vomiting, ‘dry mouth, flatulence, acid regurgitation; Endo-
crina: Gynecomastia; H fogic: Anemia; Metabolic: AL
(SGPT) increased; Musculoskeletal; Arthralgia, back pain, leg
psin, foot pain, muscle cramps, myalgia, arm psin, knee.pain,
hip pain; Nervous/Psychiatric: Insomnia, depression, anxisty
disorders, irritability, nervousness, somnolence, decreased
‘libido; Respiratory: Dyspnea, pharyngitis, bronchitis, influ-
enzs, sinusitis, epistaxis, respiratory infection; Skin: Contu-
sion,efythema, urticaria; Special Senses: Visual disturbances;
Urogenital: Impotence, urinary frequency, urinary urgency,
dysuria, polyuria.

Gingival Hyperplasia: Gingival hyperplasia, usually mild,
occurred in < 0.5 percent of patients in controlled studigs. This

condition may be avoided of may regress with improved den- .

tal hygiene. (See PRECAUTIONS, Information for Patients.)
Clinical Laboratory. Test Findings .

Serum Electrolytes: No significant effects on serum electro-
lytes were-observed during short- and long:term therapy (see
CLINICAL PHARMACOLOQGY, Renal/Endocrine Effects). - -

Serum Glucose: No significant effects on fasting serum glu-

cosé were observed in patients treated with' PLENDIL in the .

U.S. controlled study.
Liver Enzymes: One of two episodes of elevated serum tran-

- saminases decreased once drug was discontinued in‘ clinical

studies; no follow-up was available for the other patient.
OVERDOSAGE :
Oral doses of 240 mg/kg and 264 mg/kg in male and female

" mice, respectively, and 2390 mg/kg and 2250 mg/kg in male

and female rats, respectively, caused significant lethality.

In a suicide attempt, orie patient took 150 mg felodipine
together with 15 tablets each of atenolol and spironolactone
and 20 tablets of nitrazepam. The patient's blood pressure and
heart rate were normal on admission to hospital; he subse-
quently recovéred without significant sequelae.

Overdosage might be expected to cause excessive periph-
eral vasodilation with. markéd hypotension-and possibly
bradycardia. -

[If severe” hiypotension occurs, symptomatic treatment
should be instituted. The patient should be placed siipine with
the legs elevated. The administration of intravenous fluids
may be useful to treat hypotension due to overdosage with

caleitim antananiete In ‘caca nf arrnmnanving hradveardia
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atropine (0.6-1- mg) should be administered Intravenously,
Sympathomimetic drugs may also be given if the physician
feelsthey are warranted. -~ .

It has not been established whether felodipine can be

- femoved from'the circulation by hemodialysis.

To obtain: up-to-date Iinformation about the trestment of
overdose, consult your Reglonal Poison-Control-Center. Tele-
phane numbers of certified poison-control centers are listed in
the Physiclans’ Desk R {PDR). Inr ging overdose,
consider tha ‘possibilities of ‘multiple-drug overdoses,
drug-drug interactions, and unusual drug kinetics ‘in. your
patient; - . .

DOSAGE AND ADMINISTRATION

The recofimended starting dose is 5 mg once a day.
Depending on the _patient's response, the dosage can be
dscreased to 2.5'mg or increased to 10 mg once & day: These
adjustments should occur genarally at intervals. of not less
than 2 weeks: The recommended dosage-range.is 2.5-10 mg
once.daily. In.clinical trials; doses ebove 10 mg daily showed
an increased blood pressure.response hut g large increasein
the rate of peripheral edema and other vasodilatory adverse
events (see ADVERSE REACTIONS). Modification of the rec-
ommended dosege is usually not required In patients with
renal impairment. . A

- PLENDIL should reguilarly be taken sither without food or
with a light meal (sea CLINICAL PHARMACOLO

GY, Pharmaco-
Yok

7908010
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Usa In the Elderly or Patients with Impaired Liver Function:
Pstients over 65 years of age, or patients with-impaired liver
function, may devslop higher plasma concentrations of felo-
dipine; therefore, a starting dose of 2.5, mg once a day is rec-
ommeénded. Dosage may be adjusted as described above.
(See PRECAUTIONS.) .

HOW SUPPLIED

No. 3584 - Tablets PLENDIL, 2.5 mg, are sage green, round
convex tablets, with ¢ode 450 on 6ne side and PLENDIL on the
other. They are supplied as follows:

- NDC61113-450-28 unit dosé packages of 100

NDC 61113-450-58 unit of use botiles of 100

NDC 61113-450-31 unit of use botties of 30,

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

"NDC 61113-451-28 unit dose packages of 100
. {6506-01-350-0354, 6 mg individually sealed 100's)

NDC 61113-451-58 unit.of use biottles of 100

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

NDC 61113-459-31 unit of use bottles of 30

{6505-01-350-0352, 5 mg 30's}. :

No. 3586 — Tablets PLENDIL, 10 mg, are red-brown, roun
corivex tablets, with code 452 on one side anid PLENDIL on the
other. They are supplied as follows:

NDC 61113:452-28 unit dose packages of 100
ﬁ505-01-350-0353,10 mg individually sealed100's)

61:113-4562-68 unit-ef use-bottles of 100

{6505-01-350-0355, 10mg100's) . .

NDG 61113:452-31 unit of use bottles of 30
{6505-01-350-0357,10 mig 30's).

Storage . - . ) )

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

tect from light.

Distrbisted by:

ASTRA MERCK
Wayne, PA 19067, USA

Manutaciurad by: MEACK. & CO., INC., Wost Poln, PA 19486, USA

Issued January 1938
Printedin USA
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CJUL 14 1998

RHPM Review of Final Printed Labeling

Application: NDA 19-834/S-013
Plendil (felodipine) Tablets

Applicant: Astra Merck

Date of Supplement: February 25, 1998

Review

The sponsor submitted a “Special Supplement -- Changes Beingk Effected” that provides for final
. printed labeling revised as follows: ’

1) Under PRECAUTIONS: Pedlatrlc Use, the word “children was replaced with
“pediatric patients.” -

2) Under ADVERSE REACTIONS, gynecomastia was added fo the list of adverse
experiences that have been reported during marketing experience. This was done in
response to our written request of September 24, 1996.

3) The following paragraph was added to the end of the OVERDOSAGE section:

To obtain up-to-date information about the treatment of overdose, consult your-
Regional Poison- Control Center. Telephone numbers of certifled poison-control

~ centers are listed in the Physzczans Desk Reference (PDR). In managing
overdose, consider the possibilities of multiple-drug overdoses, drug-drug
interactions, and unusual-drug kinetics in your patient:

This text is consistent with the approved package 1nsert for Lexxel (felodipme/ena]april
maleate). . 7 , -

‘In addltlon the sponsor made a number of minor editorial changes No other changes were made

to the package insert.
Recommendation

I recommend that the application be approved.

Dol =

David Roeder
Regulatory Health Project Manager
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