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Sandoz Pharmaceuticals Corporation
Sandoz Research Institute
Attention: r. Douglas W. 3itz
Rouyte 10

East Hanover, ¥NJ 07336

Dear Yr. Bitz:

Please refer ta vour April 24, 1286 new druj aoplication submitted under
section SO0S({b)(1) of the Federal Food, Drug, anu Cosmetic Act for Oynacirc
(isradipine) Capsules. p

\le a’ 0 acknowledge receipt of your amendients dated lovember 22 and December
120 13(2), 1990, and correspondence datad Septeaber 24, and December 7, 19,
and 13, 193¢,

Ye have completed the review of this apolication and have concluded that
adequate information has been presented to demonstrate that the drug 1s safe
and effective for use as recommended in the final printed labeling subsitted
on December 13, 1990. Accordingly, the application is approved effective on
the date of this letter.

At the time of your next printing, please make the editorial changes that are
{1lustrated tn the enclosed marked-up draft of your package insert.

In addition to these editorial changes, please add drug substance solubility
information to the DESCRIPTION section.

- Please subuit one market package of the drug when it is available,

We remind you that you must comply with the requirements for an approved HBA
set forth under 21 CFR 314.80 and 314.81,

If you have any questions, pla2ase contact:
Mr. David Roeder
Consumer Safety Officer
(301) 443-4730

Sincerely yours( ‘3

Robert Temple, M.D.

Director

0ffice of Drug Evaiuation I

Canter for Drug Evaluation and Research

£aclosure. .

A‘\;_LL__._uL,....L--..\.H
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Sandaz Pharmaceuticals Corpuratisn
Sandox Researctt Instituta
Attention: Mr. Ddouglas 4. §it2
Toute 19

£ass dManover, NJ 07935

dear Hr, Bitz:

Pleass refer ta your Aoril 24, 1985 new drug apolication subafttad under
section 523(0)}{1) af the ’ed«ra! Foef, Druy, ang Cosaetic Act for Oynacirs
(isralipine) Capsules,

e alsa acknawledne receist of your Decesber 27, 1385 orosubmissicn of
nanuficturing and controls {aformation and of your asendaents ard
corraspandience dated May 30, Juns 29, August 22, Octader 24, Boveaber 71 and
2%, and Oeceaber 17, 1385; January 13 and 21, July 29 and December 17, 1987;
Yarch 33, June 15, Ju\y 6, ctober 28 (2}, Soveader 22 and 23, and Deceabder 7 7.
20 and 2V, 1338 Janury 21. February 28, March 7, April 3, September 13,
November 17 and 21, 1983; Jamuary 22, Fedruary \s. April 20, May 11, and.

iy 18, 1990,

Ve have completed the review of this application as submitted with draft
labaling. Before the app!fcation may be approved, however, {t will %e
necesssry for you to submit final printed labeling for the drug. The labeling
should be fdentical in content to the enclosed marked-wp draf¢. 1f addftional
{aformation relating to the safely or effectiveness of this drug becomes
availadle before we receive the finsl priated hbﬂino. vevistoa of that
Tateling may be re@ired,

Please submit twelve copliss of the printed labals and other labeling, seven of —
which are t1ndividually mounted ea heavy wefght paper or sim‘lar saterial.

.ﬂqggc uhlt : Hatud safety update that comtaiss m fﬂlmﬂas {aformation:

T L meu in mmaz trials, mmm the case regort forms.

. ~..m-v

2. - Ml Mnm dm -0uts other than (hese, at;nd, to recognized stde
"Ul affects of the drug (headache, dizzimess o p(m:atinus. ste.)y

= _1; - Qmuiu aveots possiNy vepresentiag: duramnt Allnass,

3. AH fon{ga post-nnruting reports that uould represent a serfous
untabeled adverse event or & suggestion of dacressed rate of & known
sarfous event,

1
LY
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In addition, we would appreciate your subattting copfes of the fatroductery
proaotional patarial that you prosase to use for this »roduct., Ploase subwit
ore copy to the Division of Cardio-Renal Oruj Producls and a second, along
with a copy of the package insert, directly to:

division of Crug Advertisiag 3ad Laceliay, HFD-24)
3600 Fishers Lane
Rockville, Maryland 22357

Please subnft all proposzd matarials in draft or mocke-un form, mot final
print. Also, please do not use form FL-2253 for this sudmissfon; this form {s
for routina use, not proposed mateeials,

‘e should point aut at this tiae that wa belinya the gomparative studfes
sulmitted to the application, nanc of which measured blood pressure at trough,
40 not constitute & dasis fcr comparative ¢lafas, as they are comparing the
peak affect of & drug with fatrly larje peaketrough differencs (1sradip1ne) to
drugs with relativaly constant effects over 24 hours (Seta-dlockers,
diuretics).

We remind you that a satisfactory inspection of your manufscturiag facilities
far conformance with current gead manufacturiag praciices (Cane) 1s reqeirad
defore this application may de approved,

ithin 10 days aftar the date of this lattar, you are required to amend the
sppltcation, notify us of your intent to file an amenduent, or follcw one of
your other options under 2V CFR 314,110, In the adserce of such actfoa FDA
say take action te withdraw the application.

he drug nay sot be legally marketed watil rou have been notified fa writing
thet the appl tcauon is approved.

Showld you have auy Qestions, please contact:
Wr. David Roeder

Cocsumer Safety Officer
Yolephonas ({3931) 443-4730

. T - Sincerely yours,
LoEes U EETE el D 2o pobert Tesple, MD. '
T : Director

0ffice of Drug Evaluation I
Ceater for Drug Evaluatioa and Ressarch

Enclosurs
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DYNACIRC® (ismdipine) CAPSULES u \(( n

CAUTION: Fedaral law prohibits dispensing withcut prescriptien,

DESCRIPTION

CynacCire® (isrédipine) is a calcium antagcnist available fcr cral
administration in capsules containing 2.5 mg or 5 mg. The
structural formula cf isradipine is glven kelow:
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Chemically, isradipine is 3,5-Pyridinedicarboxylic acid, 4-(4- jﬂ'.‘.l,
benzofurazanyl)-1,4-dihydre-2,6-dizethyl~, nethyl l-methylestar.

It has a molecular weight of 371.39. Isradipine is a yellow,

fine crystalline powder which is odorless or nas a faint charac-~
teristic edor. '

Active Ingredient: isradipine

Inactive ingredients: colloidal silizon dioxide, D&C Red No. 7
Caleium Lake, FD&C Red No. 40 (5 mg capsule only), FD&C Yellow
No. 6 Alunminum Lake, gelatin, lactose, starch, titanium dioxide
and other ingredients. :

The 2.5 mg and 5 mg capsules may also contain: benzyl alcohol,
butyl paraben, edetate calcium disodium, nethyl paraben, propyl ~—
paraben, sodium propionate.

CLINICAL PHARMACOLOGY
Machanism of Actiorn

Isradipine is » 4ihydropyridine calcium channel blocker. It

binds to caleium channels with high affinityfand specificity and
inhibits calcium flux into cardiac and smooth muscle. The .’
effects observed in mechanistic experiments in vitro and sturied

in intact animals and man are compatible with this mechanism of
action and are typical of the class.

Excapt for 4he diuretic activity, the mechanism of wﬁich is not
clearly understood, the pharmacodynamic effects of isradipine
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observed in whole animals can alsoc ke explained by calciunm
channel blocking activity, especially dilating effects in arteri-
cles vhich reduce gystemic resistance and lower blood pressure,
with a small increase in resting heart rate. Although like other
dihydropyridine calcium chunnel blockers, isradipine has negative
inotropic effects in vitro, studies conducted in intact anesthe-
tized animals bave shown that the vasodilating effect occurs at
doses lower than those which affect contractility. In patients
with normal ventricular function, isradipine's afterload reducing
properties lead to soue increase in cardiac output.

Effects in patients with impalred ventricular function have not
been fully studied.

Clinical Effects

Dose-related reductions in supine and standing blood pressure are
achieved within 2-3 hours tollowing single otal doses of 2.5 ng,
5 mg, 10 mg, and 20 ng DynaCirc® (isradipine), with a Jduration of
action (at least 50% of peak response) of more than 12 hours
following administration of the highest dosa.

DynacCirc® has been shown in controlled, double=blind clinical
trials to be an effective antihypertensive agent when used as
ponotherapy, or when added to therapy with thiazide-type diuret-
ics. During chronic administration, divided doses (bid) in the
range of S mg - 20 ny daily have been shown to be effective, with
response at trough (prior to next dose) over 50% of the peak
bloocd pressure affect. The responsc is dose~rslated between

5-10 ng daily. DynacCirc® is equaliy effective in reducing
supine, sitting, and standing blood pressure.

On chronic administration, increases in resting pulse rate
averagec -“bout 3=-5 beats/min. 7These increases were not dose-
related. ’

Hemodynamics —

In man, peripheral vascdilation produced by Dynalirc® is reflect-
ad by decreased systemic vascular resistance and increased
cardiac output. Hemodynanmic studies conducted in patients with
normal left ventricular function produced, following intravenous
isradipine adminjstration, increases in cardiac index, stroke
velune index, coronary sinus blood flow, heart rate, and peak
positive left ventriculax dP/dt. Systemic, cpronary, and pulme-
nary vascular resistance were decreased. These studies vere
conducted with doses of isradipine which produced c}izically
6#\

significant Qecreases in blgod pressu-a. uaicol
1&£L¢. han&é?:uauux. <clk4§&,‘ ooy ., L;EEE cotifzééualadloil—
Effects on heart rate are variable, ﬁependent upon rate of -

adpinistration and presence of underlying cardiac condition.
While increases in both peak positive d2/.iv and LV ejection
fraction are seen when intravenous isra2! ..« is given, it is
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impossible to conclude that these represent a positive inotropic
effect due to simultaneous changes in preload and afterload. 1In
patients with coronary artery disease undercoing atrial pPacing
during cardiaz catheterization, intravenous isradipine diminished
abnormalities of systolic perlormance. In patients with mederate
left ventricular dysfunction, oral and intravenous isradipine in
doses which reduce blood pressure by 12 to 30 percent, resulted
in improvement in cardiac index without increase in heart rate,
and with no change or reduction in pulmonary capillary wedge
pies§¥§¢. tgcmb%gatiog o{ isradipine and propranolel did net
significan e t left ventricylar dP/dt max. & clud

ect

In general, no detrimental effects on the cardiac conduction
system were seen with the use of DynaCirc®. Electrophysiologic
studies were conducted on patients with normil sinus and atrio-~
ventricular node function. Intravenous isradipine in doses which
ieduca iystolic blood pressure did not effect PR, QRS, AH® or EV+
ntervals.

No changes were seen in Wenckebach cycle length, atrial, and
ventricular refractory periods. Slight prolcngation of QTc
interval of 3% was seen in cne study. Effects on sinus node
recovery time (CSNRT) were mild or not seen.

In patients with sick sinus syndrome, at doses which significant-
ly reduced blood pressure, intravenous isradipine resulted in no
depressant effect on sinus and atrioventricular node function.

*AH = conduction time from low right atrium to Kis bundle detlec-
tion, or AV nodal conduction time; KV = conduction time through
the His bundle and the bundle branch-Purkirn'e systenm.

Phaxmacokinetics apd Motabolisg -

Isradipine is 90-95% absorbed and is subject to extensive first-
pass metabolism, resulting in a bicavailability of about 15-24%.
Isradipine is detectable in plasma within 20 minutes after
administration of single oral dosas of 2.5-20 mg, and peak
concentrations of approximately 1 ng/ml/mg dosed occur about 1.5
hours after drug administration. Administration of DynaCirce®
(isradipine) with food significantly increases the time to peak
by about an hour,. but has no effect on the toﬁcl bioavailability
(area under the curve) of the drug. Jsradipire is 95% bourd tr
plaswa proteins. Both peak plasma concentration and AUC exhibit
a linear relationship to dose over the 0-20 mg dose range. The
elinination of isradipine is biphasic with an early half-life of
1%¥-2 hours, and a teruinal half-life of about 8 hours. The total
body clearance of isradipine is 1.4 ZL/min and the apparent volune
of distribution is 3 L/kg.
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Isradipine is completely metabolized prior to excretion and no
unchanged drug is detected in the urine. Six metabolites have
teen characterized in blood and urine, with the mono acids of the
pyridine derivative and a cyclic lactona product accounting for
>75% of the material identified. Approximately 60-65% of an
adnministered dose is excretad in the urine and 25-30% in the
feces. Mild renal impairment (creatinine clearance 30-80 mL/min)
increases the bicavailability (AUC) of isradipine by 45%.
Progressive deterioration reverses this trend, and patients with
severe renal failure (<10 wlL/min) who have reen on hemodialysis
show a 20~50% lower AUC than healthy volunteers. No pharmaco-
kinetic information is available on drug therapy during hemcdial-
ysis. 1In elderly patients, C,,, and AUC are ircreased by 13% and
40%, respectively; in patients with hepatic impairment, C .. and

AUC are increased by 32% and 523, respectively (see Dosage and
Administration).

INDICATION AND USAGE

erte

DynaCire® (isradipine) is indicated in the management of hyper-
tension. It may be used alone or concurreantly with thiazide
type-diuretics.

CONTRAINDICA{IONS

DynaCirc® is contraindicated in individuals who have shown
hypersensitivity to any of the ingredients in the formulation.

WARNINGS

None

PRECAUTIONS
GENEZRAL

Blood Pressure: Because Dynacirc® decreases peripheral resis-
tance, like other calcium blockers DynaCirc® may occasicrnally
produce symptomatic hypotension. However, symptoms like syncope
and severe dizziness have rarely been reported in hypertensive
patients administered DynaCirc®, particularly at the iaitial
recomnended doses (see Dosage arj Admsnistra¥ion).

Use in Patients with Congestive Reaxt FPailurs: ithough acute
hemodynamic studies in patients with congestive heart failure have
shown that Dynacirce® reduced afterload without impairing myocardi-
al contractility, it has a negative lnotropic effect at high doses
An vitro, and possibly in some patients. cCaution should be exer-
cised when using tha drug in congastive heart failurs patients,
particularly in coabination with & beta-blocker.

N ) LYRE VAt B
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DRUG INTZRACTIONS

Nitroglycerin: DynacCirc® has been safaly co-adminisztered with
nitrcglycerin.

Hydrocalorstiiazide: A study in normal healtly voluntsers has
shown that ccneccmitant administration of DynaCirzc® and hydrechle-
rothiazide does not result in altared pharmacokinetics of either
rug. In a study in hypertensive patiants, addition of isradi-
pine to existing hydrochlorothiazicde therapy did not result in
any unexgectad adverse effects, and isradipine had an additisnzl -
antihyrertansive eifect.

Propranclel: In a single cdose study in normal volunteers,
coadninistration cf propranolol had a small effect on the rate
but no effact cn the extent orf isradipine bicavailability.
Coacdministration of DynaCirc® resulted in significant increases
in AUC (27%) and C, (53%) and deureases in t_,, (23%) ¢f pro-
pranolol.

Digozin: The conccmitant administration of DvnaCirc® and digoxin
in a single~dose pharmacokinetic study did nct affect resaal, non-
renal and tsatal body clearance cf digoxin.

Fentanyl Anesthesia: Severe hypotension has been reported during
fentanyl anesthesia with concomitant use of a beta blockar and a
calcium channel blocker. Even though such interactions have not
been seen in clinical studies with DynaCirc®, an increased volume
of circulating fluids might be regquired if such an interaction
vere to occur.

Carcinogenesis, Mutagenesis mpajirment of Fer%

Treatment of male rats for 2 years with 2.5, 12.5, or 62.5
ng/kg/day isradipine admixed with the diet (approximately 6, 31,
and 156 times the maximum recomme..ded daily dose based on a 50 kg_
man) resulted in dose dependent increases in the incidence of
benign Leydig call tumors and testicular hyrmerplasia relative to
untreated control animals, These findings, which were replicated
in a subsequent experiment, may have been indirectly related to

an effect of isradipine on circulating gonadotropin levels in the
rats; a comparable endocrine effect was not evident in mals
patients receiving therapeutic doses of the drug on 2 chronic
basis. Treatment of mice for two years with 2.5, 15, or 89
ng_/kq/day isiadipihe in the diet (approvimatefly 6, 38, and 300
times the maxim a recommended dally doce Lased on a 50 kg man)
shc'ed no evidence of oncogenicity. There was no evidence of it
mutagenic potential based on the resylts of a battery of mutagent 3
4o tests. No effect on fercility wis observed in male and female
rats treated with up to 60 ng/kg/day isracipine.
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PREGNANCY CATEGORY C. Isradipine was administered orally “o rats
and rakbits during organogenesis. Treatment of pregnant rats
with dosas of 6, 20, or 60 mg/kg/day prcduced a significant
reduction in matarnal weight gain Quring treatment with the
highest dose (150 times the maximum recommended human daily dosa)
but with no lasting effects on the mother or the offspring.
Treatment of pregnant rabbits with doses of 3, 3, or 10 mg/kg/day
(2.5, 7.5, and 25 times the maximum recommended human daily dcse)
produced decrements in maternal kody weight gain and increased
fetal resorptions at tiae two higher doses. There was no evidence
of enbryotoxicity at doses which were not maternotoxic and no
evidence of teratogenicity at any dose tested. 1In 2 peri/poste-
natal administration study in rats, reduced maternal body weight
gain during late pregnancy at oral doses of 20 and 60 mg/kg/day
isradipine was associated with reduced birth weights and de-
creased peri and postnatal pup survival, ’

Nursing Mothexs

It is not known whether DynaCirc® is excreted in human milk.
Because many drugs are excreted in human milk, and becauss of the
potential for adverse effects of DynaCirc® on nursing infants, a
decision should be made as to whether to discontinue nursing or
discontinue the drug, taking into account the importance of the
érug to the mother.

Pediatric Use
Safety and effectivenass have not been established in children.

ADVERSE REACTIONS

In nultiple dose U.3. studies in hypertension, 1228 patients
received DynaCirc® aloene or in combination with other agents,
principally a thiazide diuretic, 934 of them in controlled
comparisons with placebo or active agents. An additional 652
patients (vhich includes 374 nozrmal volunteers) received
DynaCirc® in U.S. studies of conditions other than hypertension,
and 1321 patients received DynaCirc® in non-U.S. studies. About
500 patients received DynaCirc® in long-term hypertension stud-
les, 410 of them for at least 6 months. The adverse rsaction
rates given below are principally based on controlled hyperten-
. sion studies, but rarer serious events are derived from all
exposures to DynaCirc®, including foreign marketing expcrience.

¥Most advers: razactions wvere nild and related to the vasodilatory
effects of DynaCirc® (dizziness, edema, palpitations, flushing,
tachycardia) and many were transient. About 5% of isradipine
patients left studies prematurely because of adverse reactions
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(vs. 3% of placebo patients and 6% of active control patients),
principally due tc headachae, edema, dizziness, palpitations and
gastrointestinal disturbances.

The table below shows the most common adverse reactions, volun-
teered or elicited, considered by the investicator to be at least
pcssibly druy related. The results for the DynaCirce® treated
patients are presented foo all doses pooled togaether (reported by
1% or greater of patients receiving any dose of isradipine), and
also for the two treataent regimens most a2pplicable to the rreeat-
ment of hypertension with DynaCirc®: (1) initial and maintenanca
dose of 2,5 :ng did, and (2) initial dose of 2.5 mg bid followed
by maintenan:ze dose of 5.0 mg bhid.

DynaCire®
Al D(;!se: 2.5 mglg;d SVmg l{gﬂ (;.n-cezb;n Ac%vqe So;llt;ols‘
Adverse Exerience ™ .:5_ )| o '.’o AN ‘9". -0 % % )

Headache 13.7 12.6 10.7 14.1 9.4

Fiuiness 7.3 8.0 5.3 = g2 |
Edema 7.2 3.5 8.7 3.0 2.9
Fﬂpiﬂﬁm 4.0 1.0 4.7 1.4 1.5
Fatigue 3.9 2.5 2.0 0.3 6.3
Fluzhin 2.6 3.0 2.0 0.0 1.2
Chest Pain 2.4 2.5 2.7 2.4 2.9
Nauses 1.8 1.0 2.7 1.7 3.1
I Dyspnea 1.3 0.5 2.7 1.0 2.2
Abdomizal Disc smfort 1.7 - 0.0 3.3 1.7 3.9
1.5 1.0 1.3 0.3 0.5
1.5 1.5 2.0 0.3 0.7
1.5 2.0 1.3 0.0 <1.0
1.2 0.0 0.7 0.0 1.2
1.1 1.0 1.3 0.3 0.2
1.1 0.0 2.7 = 2.0 1.9

# Initial dose of ..§ mg bid followed by mainteasnse dose of 5.0 mg bid. (
* Propranolol, pazosun, hydrochlorothiazide, enalapril, caplogal.

Except for headache, whizh is not clearly drug-related (see table
above), “ha more freguent adverse reictions listed akove show
little crange, or increase slightly, in frequency over tima, as
shown in the following table:

Mba 0ol sy
clete




INCIDENCE RATES FOR DYNACIRC® (ALL DOSES) 3Y WEFX
(%)

e ey e ey
Weak b 3 3 4 5 § 7 ] 9 10 11 12
N 894 90/ 849 147 432 494 183 n 261 382 107 105

Advers Rewcton Lm-————-—-

Hesdsche 6.3 6.1 52 82 s4 4.5 2.0 7 1.9 14 2 s
Dizziness 1.6 1.9 7 12 3 20 20 1.9 3 3.9 AT 33
Edeona 1.2 e & ] 12 2 53 S .9 .0 4.6 4.7 3t s
Palpitations 12 l3 1.4 1.9 1 14 13 0.3 a3 1.7 19 3
Futigue a4 1.0 1.4 12 12 1.6 2.0 7 1.3 14 03 19
Flushing 12 1. 2.0 14 2.1 1.4 33 1.3 1.1 a3 00 00

Edema, palpitations, fatigue, and flushing agpear to be dose-
related, especially at the higher dcses of 15-20 ug/day.

In open-label, long-term studies of up to tio years in duration,
the adverss events reported were generally the same as those
reported in the short-term controlled tri.ls. The overall
frequencies of these adverse events vere slightly higher in the
long-term than in the controlled studies, but as in the cone
trolled trials most adverse reactions ware mild and %::nsient.
0;‘ $0 .
The following adverse events were reported in of the
isradipine treated patient ‘1n hypertension studies, or are rargy'buir
nore serious events fro -£§15433£ other data sources, including
post marketing exposurqj?f& shown in italics. The fﬁlationship

of these adverse events to isradipine administration is uncer-
tain,

8king pruritus, uarticaria

Musculosksletal! chest pain, cramps of legs/feet —
Respiratory: cough

Cardiovascular: shortness of breath, chest pain, hypoten-

sion, atrial tibrillation, ventricular

fibrillation, myocardial infarction, heart
failure

Gastrointestinal: abdoninal disconfort, gonstipation;,diar—
rhea .

Urogenitals: nocturia
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Neorvous Syatam: drowsiness, inscmnia, lethargy, nervcus-
ness, impotance, dacrsasaed l1lbido, dapras-
sicn, syncoge, parasthesia (which includes
numbness and tingling), transient ischemic
attack, strzskae

Autsnemic: Syparhidrosis, visual disturkance, dry
mouth, numbkness

¥iscallaneocus: throat discenfort, lsukosenlz, alavated
liver functicn tests

OVERDOSAGE

Altheu~h there is no well dccumentsd experience with DynaCirxe®
cverdosage, available data suggest that, as with other dihydre-
pyridines, gross overdosage would rasult in excessive peripheral
vasodilation with subsequent marked and prokebhly prolonged
systemic hvoctension. Clinically significant hypotansion overdo-
sage calls for active cardiovascular suppere including monitoring
of cardiac and respiratory function, elevation of lowar extremi-
ties, and attention to circulating fluid volume and urine cutput.
A vasoconstrictor (such as epineprhrine, rorepinephrine or laevar-
tarenol) may be helpful in restoring vascular tone and blood
pressure, provided that there is no contraindication tc its use.
Since isradipine is highly protein-gound, dialysis is not likely
to be of benetfit. .

s ‘:{"l‘t L.d\ql.‘tj was ohcrvd N mice

£ .. f e {pals died—l !
wexe-given oral doses of over 200 ra/kg and rabbits given about
50 mg/kg of isradipine. Rats tolerated doses of ovar 2000 mg/kg
without effects on survival.

DOSAGE AND ADMINISTRATION

The dosage of DynaCirc® (isradipine) should be individualizead.
The recommended initial dose of DynaCirc® is 2.5 mg biAd alona or
in combination with a thiazjde diuretic. an antihypertensive
response usually occurs witain two .o three hours. Maxima)
response may require 2-4 weeks. If a satisfactory reduction in
blood pressure does not occur after this period, tte dose may be
adjusted in increments o) 5 mg per day a- 2-4 week intervals up
to a maximum of 20 mg p:r day. Most patients, however, show no
additional response to doses abjve 10 mq/day,(and adverse effacts .
are increased in freqguency above 10 mg/day. : :

The bioavailability-of DynaCirc® (increased AUC) is increased in
elderly patients (2bove 65 years of age), patients with hepatic
functional impafzﬁint,'and patients with mild renal impairment.

Ordinarily, the J4tarting dose should still be 2.5 :mg bid in these
patients. /!
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HOW SUPPLIED
DynaCirc® (isradipine) Capsules: ;

2.5 mg, white, imprinted twice with the DynaCirc® (isradipine)
logo and "DynaCirce®® on one end, and "2.5% and a triangle (S) on
the other. Botctles of 100 capsules (NDC 0073-0226-05); bottles
of 60 capsules (NDC 0078-0226-44); and SandoPak® (unit-dose)
packages of 100, 1C strips, 10 blisters (2x5) per strip (NDC
0078-0226-06).

S mg, light pink, imprinted twice with the DynaCirc® (isradipine)

logo and “DymacCirce® on one end, and “5" and a triangle (S) on -
the other. Bottles of 100 capsules (NDC 0078-0227-05); bottles -
of 60 capsules (NDC 0073-0227-44); and SandoPak® (unit-dosa) :
packages of 100, 10 strips, 10 blisters (2x5) per strip (NDC

Q078-0227-06) . ¢

8tore anc Dispense: Below 86°F (30°C) in a tight container.
Protect from light.

- -7 (
SANDOZ PHARMACEUTICALS CORPORATION
East Hanover, New Jersey 07936

. November 28, 1990
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ﬂ: DEPARTMENT OF HEALTH & HUMAN SERVICES Pubiic Health Service

Food and Drug Administration
Rockville MD 20857
DA 19-5486

FEB 9 1o
Sandoz Pharmaceuticals Curporation
Sandoz Research Institute 0/.(_ 219199
Attn: Mr. Doug Bitz
Route 10

East Hanover, NJ 07936

Dear Doug,

As per our conversation this morning, Dr. Lipicky has reviewed the
SBA for isradipine and would like you to make the’ following revisions.
1. On page 33, Fig. 2; Plasma concentration vs. time
Change to a semi-log plot.
2. Page 34, Fig. 3:;Plasma concentration vs. time
Do not break X-axis.
- 3. Page 37, Fig. 5; Plasma concentration vs. time
Change to a semi-log plot.
4. Pages 38 & 46, Figs. 6 & 11;
Do not break X-axis.
5. Page 52, Table 7;
Make figure with variable plotted against log dose.
6. Pages 55-57, Figs. 13, 14, & 15;
Plot drug-placebo difference.
7. Pages 67 & 68, Figure 16 & 17;
Plot log Dose-Response for SSBP & SDBP for peak and trough on
same graph. Dr. Lipicky suggests the following format.
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8. Pages 128 & 129, Tables 28 & 29 ( 4
Plot dose vs adverse effect.

Dr. Lipicky said to cail him if you have a ¥ questions or problems.
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