HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do notinclude all the information needed to . Do not use i paiients with advanced aortc stenosis (4.1)
use NICARDIPINE HYDROCHLORIDE INJECTION safely and

effectively. See full prescribing information for NICARDIPINE
HYDROCHLORIDE INJECTION.

ND P
To reduce the possibilty of venous thrombosis, phiebits, and
vascular impaiment, do not use small veins, such as those
on the dorsum of the hand or wrist. Avoid intraarterial
administrationorextravasation 5.7).
To minimize the risk of peripheral venous iiation, change
hours (5.7).

Initial U.S. Approval: 1988

INDICATIONS AND USAGE -—--——
Nicardipine hydrochloride injection is a calcium channel blocker
indicated for the short-tem treatment of hypertension when oral - Nicardipine is not a beta-blocker and therefore gives no
therapyis notfeasible. protection against the dangers of abrupt beta-blocker
DOSAGE AND withdrawal. Withdraw beta-blockers gradually (5.8).
Closely monitor response in patients with angina (5.3),
congestive heart failure (5.4), impaired hepatic function
(5.5), portal hypertension (5.5), and renal impaiment (5.6)
andpheochromocytoma(5.9).

hypertension
andresponseofthe patient during dosing (2.1).

Single dose vials mustbe diluted before use (22).

When substituting for oral nicardipine therapy, use the
intravenous infusion rate as follows (2.9): ADVERSE

Most common adverse reactions are headache (13%),
hypotension (5%), tachycardia (4%) and nauseaivomiting (4%)

Oral Nicardipine Dose Equivalent IV Infusion Rate To report SUSPECTED ADVERSE REACTIONS, contact Micro
Labs USA, Inc. at 1-855-839-6195 or FDA at 1-800- FDA-1088
20mg cgh 05 mghr orwww.fdagovimedwatch.
DRUG
30mg ggh 1:2mghr Cimefidine increases nicardipine plasma levels (7.3).
pry— 22 mghr Nicardipine may increase cyclosporine and tacrolimus
plasma levels. Frequent monitoring of trough blood levels of
In a drug-ree patient, intiate therapy at 5 mghr. Increase the: cyclosporine and tacrolimus is recommended when
infusion rate by 2.5 mg/hr to a maximum of 15 mg/hr unil co-administering nicardipine. (7.5,7.6).

desired blood pressure reduction is achieved. For a gradual
blood pressure reduction the rate can be increased every
15minutes, for arapid reduction, every 5 minutes (2.4).
If hypotension or tachycardia ensues, discontinue the
infusion. After stabilized, patient can be restarted at low doses
suchas 3to5mg/hr (2.5).

—— DOSAGE FORMS AND STRENGTHS ——
25mg/10mL (25 mgiL) single-dosevial (3)

—-— USE IN SPECIFIC POPULATIONS -— -
Pregnancy: Based on animal data, maycause fetal harm (8.1).
Nursing Mothers: It is recommended that women who wish
tobreastfeedshouidnotbe giventhis drug 8.3).

Safety and efficacy i patients under the age of 18 have not
beenestablished (8.4).
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FULL PRESCRIBING INFORMATION:

1 INDICATIONS AND USAGE

1.1 Hypertension

Nicardipine hydrochloride injection is indicated for the short-term treatment of hypertension when oral therapy is ot feasible or
esirable. For prokonged control of blocd pressure, transfer patients to oral medication as soon as thei clincal condtion permits [see

Dosageand Administration (26)].

2 DOSAGE AND ADMNSTRATION

2.1 General Information

based on d the response of the patient. d
heart rate both ct nd after the infusion too rapid or in etther systolic or diastol blood
pressure.

Adninster nicardpine hydractloride by slow cantuous infision by a ceriral ine o trough  arge perphera vein Chiange the
infusion site every 12 hours via peripheral 7).

22 Inspection and Preparation
pect solution

andcontainer permit.
Do ot use the solution if parficulate matter, precipitate, or crystallization is present, or if the container appears damaged.

SingleDose Vids

mumn

Each vial (25 mg) must be diluted with 240 mL of compatible infravenous fluid (see below), resulting in 250 mL of solution ata
concentrationof0.1 mg/mL.

Compatabitty

Nicardipine hydrochioride injection has been found compatible and stable in polyvinyl chioride containers for 24 hours at
controlled room temperature with:

Dextrose  (5%)  Injection,  USP
D

1 usp
D hloride f UsP
Dextrose (5%) with 40 mEq Potassium, USP
Sodium Chloride (0.45%) Injection, USP
Sodium Chioride (0.9%) Injection, USP

USPorLact ger's Injection, USP.
Discardunusedportion.

23 Dosageasa Subsiiut for OralNicarcipine Therapy
infusion rate required to prod gt toa steadystate is
showninthefollowingtable:

Oral Nicardipine Dose Equivalent Intravenous Infusion Rete
20mgggh 05mghr
30 mg géh 1.2mghr
40mg g8h 22mghr
z 4 Dosagefor nitatonol Therapy na rug:FreePatent
blood ton the inital rate of infusion and the frequency of dosage adjustment.
N\card\pme injection is by infusion at of 0.1 mg/mL. With constant
infusion, biood pr begins tofal treaches about 50%of ts ‘about 45 minutes.
When s
of action in B0minutes + 7 minutes but plasma many hours.

'mramn

ure, arake o Smgh. fcsired bbod pressurereducton’s ot achieed ams
dose increasethe infusion ra(eb/ESmg/hreve(mem tes up p
achieved. Formore rapid blood pressure reduction, tirate every Sminutes.

Maintenance
Adjust he rate of infusion as needed to maintain desired response.

25 Conditions Requiring Infusion Adjustment

Hypotension or Tachycardia: 'n e 3s¢ o Wypolersion o 1aebyeaiais aiseonimuc usion Vihen Mooa pressu ana bea 13l slabile
restartinfusion at low doses such as 30mLhr to 50 mL/hv (3mg/hr to Smg/hr) and fitrate tomairtain desired biood pressure.
Infusion Site Changes: Change infusion site every 12 hours if administered via peripheral vein.

Impaired Cardlac, Hepatic, or Renal Function: Monitor closely when tirating ricardpine hydrochioride injection in patierts with
congestive heart failure or impaired hepatic or renal function (see Warnings and Precautions (5.4, 5.5 and 5.6]].

26 Transfer to oral Antihypertensive Agents

ofnicardipine hydrochloride njection.
™ thefirst dose 1 hour prior todiscontinuationof the infusion.
DOSAGE FORMSAND STRENGTHS

Neardpine ydrconord ecion, USP is availbl n e folowing presetaors:
USP n 10mL injection (2.5mgimL)

4 CONTRAINDICATIONS
41 Advanced Aortic Stenosis
Donat dipine in patients with advanced because of the afterload reduction effect of nicardipine. Reduction of
diastolc pressure in th rather than balance.

5 WARNINGS AND PRECAUTIONS

5.1 Excessive Pharmacologic Effects

In adminisrating nicardipine, close monitoring of blood pressure and heart rate is required. Nicardipine may occasionally produce

acute cerebralinfarction or hemorrhage.
5.2 Rapid Decreases in Blood Pressure

No clinical events have been reported suggestive of a too rapid decrease in blood pressure with nicardiine. However, as with any
Inhypeersie a5en Moos piessuie oveing shoula he accomplishea ove 3 lorg 3 me 35 15 compatle ik Ihe palien's clinical
status.

5.3 UseinPatients with Angina

Increases in frequency, duration, or severity of angina have been seen in chonic oral therapy with nicardipine capsules. Induction or
cusecibalon o argna has heen seen i less Iha 1% ol coiomaly a1icly aisease Palen’s liealea vih meaapie The meekarismof this
effecthas notbeen established.

54 Use in Patients with Congestive Heart

Failure
in pr of CHF patients. However,
in vitro and in some patierts, a negafive inatropic effect has been observed. Therefore, monifor vial signs carefully when using
nicardipine, partcularlyincombination with a beta-blocker, in patients with CHF or significant left ventricular dysfunction

55 Usein Patients with Impaired Hepatic Funcion
Since nicardipine is metabolized in the liver, consider lower dosages and closely monitor response. Nicardipine administered
intravenously increased hepatic venous pressure gradient by 4 mm Hg in cirhotic patients at high doses
(5 mg/20 min) in one study. Usecaution in patients with portal hypertension.
5 s Use in Patints withImpaited Renal Functon

given tomild: pa al mpaiment, a lower s,
Comes g higher AUC was heemves Tresoramis ith those seen after oral nicardipine. Careful
dose titration is advised when treating patierts with more than mild renal impaiment.

5.7 Intravenous Infusion Site
To reduce the possibilty of venous thrombosis, phiebitis, local initation, sweling, extravasation, and the rare accurrence of vascular
impairment, administer rug through large peripheral veins o central veins rather than arteries or small peripheral veins, such as tose
onthe dorsum of the hand or wrist. To minimize the risk of peripheral venous initation, consider changing the site of the drug infusion
every12hours.

58 Beta-Blocker Withdrawal

Nicardipine is not a beta-blocker and therefore gives no protection against the dangers of abrupt beta- blocker withdrawal. Withdraw
beta-blockers gradually.

5.9 UseinPatients with Pheochromocytoma

Only limited clinical experience exists in use of nicardipine for patients with hypertension from pheochromacylorma.

6 ADVERSEREACTIONS

6.1 Adverse Reactions Observed in Clinical Trials

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the diinical trials of a drug
cannot. torates in of another ci ates observedin practice.

Two hundred forty-four patients participated in two multicenter, double-biind, placebo-controlled trials of nicardipine. Adverse
cuperierecs veie geverally POl SCI0US 37 MOS! VEIC CHPLEEa CoPseqUEREcs 0l \as0ala1on AaveIse 1eaehons oceasionaly 1cquited
40835¢ 3ausImen| TheiaDy 36 GISCONIUCG I8 pDIOWMAICly 2% 0 DaleRs mawly Gut 10 hypolersion Meaazebe ara laehyeardia
Adverse reactons that cccurred more often on nicardpine then on placebo by at least 2% were headache (13%) and nausealvomiing
(4%).

The following adverse reactions have been reported in clincal tias or in the theuse of

nicardipine.

BodyasaWhole: fever, neck pan
Cardiovascuier: 3743 pecions. 3110y
Digestive:dyspepsia

Hemic and Lymphatic: thrombocylopenia

lea Tuave aeep-vein trombophiebitis

wieuls Moc' S Tsegmen acpiession n

Nervous:confusion, hypertonia
Respiratory: respiratory disorder
SpecialSenses:conjunciivits, ear disorder, innitus
Urogenital: urinary frequency
Sinus node dysfunction and myocardial infarction, which may be due to disease progression, have been seen in patients on chronic
therapywith orally administered nicardipine.
7 DRUGINTERACTIONS
74 Antinypertensive Agents
i being treated with other
ammypeﬂe(swe agents, careful monitoring of these patients is necessary to detect and to treat promptly any undesired effects from
cconcomitant administration.

7.2 BetaBlockers
In most patients, nicardipi safely be jth beta-blockers. However, monitor response:
carefully when cambiring ricardipine hylrochicrice inecton with a beta-blocker n e treatment of congestve heart fare patients
[see Warnings and Precattions (5.4)].

7.3 Cimeticine
Cimsticin has bogn shown o rrease icardipine ith oral nicard Carefuily monitor
patients receiving Data with other not availabl

7.4 Digoxin

i
Studies have shown that oral nicardipine usually does not lter digoxin plasma concentrafons

75 Cyclosporine

Concomitant infravenous nicardi is i elevated levels through
nicarcipine ihibton ofhepat mirosamal enzymes, nckding CYPGA4. Moniar losely plasina concentatons ofcyclosporie
during nicardipi nd adjust

76 Tacrolimus

Gonoamiant administraton ofriravenous icardpine and acraimus may resut i clevated plasma tacrolmus vl trough
ricaripie Ptifin of hepati microsomal enzymes, ncuding CYP3AY, Closey montor

650 mm

77 n vitro Interaction
The plasma protein inding of not attered when furosemide, propranolol, dipyridamole,
wartarin, quinidine, or naproxen were added to human plasmain vitro.

8  USEINSPECIFIC POPULATIONS

81 Pregnancy

There are no adequate and wel-controlled studies of nicardipine use in pregnant women. There are limited human data in pregnant
women with pre-eclampsia and preterm labar. In animal reproduction and developmental toxicity studies, evidence of fetal harm was
observed. Therefore use nicardipine during pregnancy only if the potential benefi justiies the potentialrisk to the fetus.

Inreprocuoton sudies conducted n rats nd rabt, increased emoryoethlty occurred when icardine was administered
6(rats) (rabbits).

ased when oralyto pregnantrabbis at  doso equivalrt oa
Vuman 013 405€'0! 3hoA" 48 3G B3y (3 GOKE 21 IWEE INC MNMUR. CCOMERGL4 M 30013 SOLE 3% 0 4KOCTHCA M1 D MAINCE
maternalbody weight gain suppression). At e oaldose,equivalent 0. human doso of bout 32 mkg/cay (16 mes the
maximum in abbit, the merems though there was
increased materal mortality. There was hen pregn
T e 0y TS Core e e s Y 03 Socc o bl 1§ g sy b ek e Ly S eyt oubed
weight, reduced gain Noncinical Toxicology (13.3].

83 NursingMothers
Nicardipine is minimally excreted into human mik. Among 18 infants exposed to nicardipine through breast mik in the poctpatm
perod, calculated daly infant dose was less than 0.3 mog and there were no adverse everts observed. It is recommended

In a study of 11 women who received oral nicardipine 4 days 1o 14 days postpartum, 4 women received immediate-elease nicardpne
40 to 80 mg daily, 6 women received sustained-release nicardipine 100 mg to 150 mg daily, and one woman received intravenous
nicardipine 120 mg daily. The peak mik concentration was 7.3 meg/L (range 1.9 to 18:8), and the mean mik concentration wes,
4.4megl(range131013.8).

Infants received an average of 0.073% of the weight-adjusted matemal oral dose and 0.14% of the weight-adjusted maternal
intravenous dose.

17 390/0e) Slugy 01 SEYER 1OMER 1B0 ICEEN A IRV POUS PIEAIGDPE 101 3R 3VE135¢ 0/ 9 3ys 1 Ihe mmeaiale posipattum period as

herapy for pie-cclangsia 3¢ mile sampis V1€ OD'ARCa a1 WPSDEeIica ImCs ana we DR a8 wpaclee b (s an 5 megly

829 of the samples. Four women who received 1 to 6.5 mg/hour of

(e 511013 meg Ly Mhe bghes! comecrlialon o 185 megL s ouran 3 vaman Do 1Ceenca 5 5 mgdous ol e pno.The
X kginfant

84 Pediatric Use
Safety and eficacy in patients under the age of 18 have not been established.

85 Geriatric Use

The steadys'a'e phaimacoarelies o meziapive a1c similar i elactly Wpetlersie paterls (ealer han 63 years) ava yourg beslhy

aduls.

Clinical studies of nicardipine di not include suficient numbers of subjects aged 65 and over to determine whether they respond

differently from younger subjects.

Obe 1 1eporiea elmesl caperieree has vol aemiica ailercrees i iesporses beluicen b clacly 36 yourse palien’s I general, dose

scleetion 01 3w claerly paten! shoua be eautous ususlly 5131w 31 Ihe lovi cva ol Ihe qosing 1ange Tellecing he gieater frequency of

decreased hepatic, renal or drug therapy.

10 OVERDOSAGE

Several overaosages vih o1ally aammsieiea weaapive have beew 1eporiea One aqull paliew! sllegealy wgesiea 600 mg ol vicardipine

immediate release capsules, and another patient, 2160 mg of the sustained release fomuiation of nicardipine. Symptoms included
matked hypotension bracycarci, palptatons lushing, donsiness, corfusion and slurted spoech. Allsympiems resolve wittat

Soaueiae. AN overdosage CGoUITed 1 & 0ne.year-0a £0Ta 1100 PGex €4 bal 0 1N pOIIaE! 193 30 my me ApnE K1avaz s espaule The

childremainedasymptomatic.

Based on results obtained in laboratory animals, lethal overdose may cause systemic hypotension, bradycardia (following initial

tachycardia) and progossio atrioventricuiar conduction block. Reversible hepatic function abnormalities and sporadic focal hepatic
receiving ver nicardipine.

Fo leaimer! o 0veia0sage slaraiia meass Ireluaing mOmIoNRg ol caiaiae ana cspiloly lurclions shoula be mplemenied. The

palier! shoula he posilonca 0 3101 eiehisl sroma Ficquen! Moog Piessule aeleimmaions aie essenial \azopiessois aie clinically

indicated for petients exhbiting profound hypotension. Intravenous calcium gluconate may help reverse the effects of calcium entry

blockade.

11 DESCRIPTION
Nicardipine hydrochloride, USP is a calcium ion influx inhibitor (slow channel blocker or calcium channel blocker). Nicardipine
hycrocFlorice jeoton, USP fo nravenous adinitaton conans 25 momi- o ncardpine ydrochioride, USP. Niardpine
Union of Pure and App\ed Chermistry) chemical name
-2-(benzy- memy\ ammo; ethyl methyl 14-dihydro-2,  6-cimethyl-4 .

H

ND, C,H.N,0.HCI

Nicardipine hydrochloride, USP is a yellow to pale yellow, odorless, crystaline powder that has a meling point range of 165 to 170°C. It

is soluble in methanol, sparingly soluble in ethanol, slightly soluble in acetone, chloroform and water. It has a molecular weight of

515.99.

Nisardine hydrochibride ection, USP i avalible a a steie, nor-pyrageri e, yellw soluion n 10 vias o ntravenous
diution. EachmL contains 2.5mg nicardpi USP, 0.305 mg benzoic acid and 7.5mgsodium chioride, in

Waferbr Infection. Sodium hycroxide (4. may have been addect 0 acust pH10 3210 4.2.

FDA approved acceptance citeria for pH differ from the USP.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Nicardpi
concertrations. The cortractile processes of cardiac muscle and vascular smooth muscle are dependent upon the movemert of
tracelular The effects of

i nicardipine produced /ascular smooth muscle at drug levels
whichcause itle ornonegative inotropic effect.
12.2 Pharmacodynamics
Hemodynamics

Nicardipine produces signiicant decreases in systemic vascular resistance. In a study of intra-arterially administered nicardipine, the
atgiee 0 \as0a310m 796 N Iesul 1004 pressuc eiE mOiC pOmFER! 11 Wypeilersne palerls (ham i pomotensive
Volurlee's Aammsiiaton ol weziapive 1o oimolersne \olurles 3 G0saes 0/ 025 10 3 mgh o1 £1gh bours progucea changes of
less than 5mmHg insystolic blood pressure and less than 3mmHg in diastolicblood pressure.

Anreiease n heart 31 5 3 romal 1esponse 10\ a50ala0m 34 aeeiease 1n Moog piessuie 8 some Palenis ese el ses in heart
rate may be pronounced. In placebo-comlialica 1nls b meaw wereases 1w b33l el T <\ hgm m Dosioperain e Paenis 3na B~ 1
bpmin tihe endof period.

Hemodynamic studies following infravenous dosing in patients with coronary artery disease and nomal or moderately abnormal left

venfricular function have shown significant increases in ejection fraction and cardiac output with no signiicant change, or a small

decrease, in left ventricular end-aiasiolie piessue (LVED®) Mheie is evacree 3l meaiapive 1reie ascs Woos lon Coiomaly alaizhon

induced by nicardipine improves perfusion and aerobic metabolism in areas with chronic ischemia, resulting in reduced lactate

prodcton and augmentec axygen corsumpton n patients wihcoronary arery cisesse, ncarciaine, administered ater bta-
function.

In congesiive heart faikre patients wih mpaired left ventiuiar function, nicardipine increased cardiac output both at rest and during
exercise. Decreases in left venticular end-aizslolie pressue veie a0 observea “oveve 1% some paler’s wih severe le/ vertieulst
dysfunction, itmay have a negative inotropic effect andcouid lead fo worsened falure.

“Cor has not been treatment with nicardip is the def | of coronary
blood flow in patients with coronary artery disease from underperfused areas toward better perfused areas ) Nicardipine has been
shown to improve systolic shortening in both normal and hypokinetic segments of myocardial muscle. Radionucide angiography has
confimed that wall motion remained improved during increased oxygen demand.  (Occasional patients have developed increased
r4173 upor 1ceeing mearapine eapsules Videhel g 1epieserls coomaly sieal m hese palens o 15 he esull o rereased heart
rate and decreased diastolic pressure, is noxc\ear.;

In patients leftventricular the early filing phase,

probably due to a faster rate of myocard\a\ re\axanon n previously underperfused areas. Thero i e or o effect on normal
esting is mainly by indir d reduced ischemia.

Nicarcipine has roxaionat : Thechm‘a\ benems it properties have not yet

beendemonstrated.

Electrophysiologic Effects

Ingeneral, ith nicardipine. D

studies, itincreased heart rate and prolonged the corrected QT interval to a minor degree. I i not affect sinus node recovery ors SA
conducionimes. The PA, AH,and HV infens* o
periods of the His

*PA = conduction time from high to low ngm atium; AH = conduction tme from low rightatium o His bundle defletion, or AV nodal

conduction time; HV the His bundie and th
Hepatic Function
the liver, influenced by changes in hepatic function. Ina
cinia smdyw\m nicardipne capsues npatierts wih severe ver disease, lasma concentaions were levated and the hafifowas
)J. Similar results in patients with nicardipine
hours at0.6 mg/h

Renal Function
When nicardipine was given to mild-to-mod patients with of renal impaiment, significant
reduction in glomerular firaton rate (GFR) and effective renal plasm flow (RPF) were observed. No signifcant diferences in Iver
blood flow were observed in these patients. A significantly lower systemic clearance and higher area under the curve (AUC) were
observed

When nicardipine capsules (20 or 30 mg TID) were given to hypertensive patients with impaired renal function, mean plasma
concentrations, AUC, and C,..were approximately two-fold higher than in healthy controls. There was a transient increase in

Acute bous admrsraonolrcardpne nyrachirde nfcton (25 mo) i heliy voiniers decressed mesn areral pressure and
1emal vaseuls esislaree glomenula iaton 1ale (€ vl plasma lov, (RBE) 3ng he Il alon 1 aclon vieie urehanged. In healthy
ationt uncergoing abceanivel surgery,reexdiine! hydrocmoﬂde ijecton (10 g over 20 miutes)ncreasedGFF with o change
RPF when compered with placebo. In hypertensive type I diebetc patients with nephropethy, ricardipne capsuies (20 mg TID) dd not

ge| 3 vascular resistance.

Pulmonary Function
In two well-contralled studies of patients with obstructive aiway disease reated with nicardipine capsules, no evidence of increased
Dorehospasm w3k seen Inore 0 Ihe SGIEE ME3GIRE €ISUlEs IMPIoNEa (oicca cupiaoly volume | secora (FEV ) and forced vital

apacity (FVC) metoprolol. Adh reported in a limited number of patients with asthma, reactive ainway
disease, or obstructive aiway disease were similar o reactions in other patients reated with nicardipine capsules.

12.3 Pharmacokinetics
Distribution

A rapi cosgroltod erease in noardpine plasma concentatons i seen duing he fist o hour afer o statof an fusion of
meagpre Blasma corcenialons eicase 312 muek slover 1ale aller he sl ien bours avg appioaeh slesay slale 31 24 o

The SiBady 5131 PhamacoameIes o meaapine 3 S, 1 ciacly Wpel EREne DR 51 £t W3R 63 Ye3d) s vours M by
aduls. On termination of the infusion, ricardipine concentrations decrease rapidly, with at least a 50% decrease during the first two
hours postnfusion. The effects of nicardipine on blood pressure significanty correlate with plasma concentrations. Nicardipine is
highly protein bound (greater than 95%) in human plasma over awide concentration range.

Following infusion, nicardipi with a rapid early distribution phase (a-half-fife of

3 minutes), an infermediate phase (3-halkife of 45 minutes), and a slow teminal phase (y-haltife of 14 hours) that can only be detected

after long-term infusions. Total plasma clearance (C) is 0.4 Lihrkg, and the apparem volume of distribution (V) using a non-
The ipine s finear over the

Metabolism and Excretion
Nicardipine has been shown 1o be rapidly and extensively metabolzed by the hepetic cylochrome P450 enzymes, CYP2C8, 2D6, an

pros iR it i o R G i ou
criymes (reluamg CYP3A4 CYB2D6 CYR2CH ana CYRZC19, mhbion ol hese eroymes may esull n meieasca plasma levels ol
cartan cugs, inclucing oyclosporine and ecrolimus seo Drug | 5, 76]. The atered may necessiate
treaiment.

radioactive intray hours, 49% of the
vad\uacnwy e e s e S5 e Name o o v i s unchanged icardpine.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairmer o Fert

Rats treated with ricardipine in the diet Jculated to provide daiy dosage levels of 5, 15, or 45 mgkg/day) for two

yeas shavwed a osedopendent ncresse in yod Pyperpisia and neoplsia (cicuar acenomalcacinma), Onemorth and free-
inthe rat nkedtoa inplasma thyroxine (T4) levels

With a consequent ncrease in plasma levels of thyroid stimulating hormone (TSH). Chronic elevation of TSH is known to cause

hyperstimulation of he thyroid.

Inrats onan o foronemonth s prevented

by T4supplementation.

Mice treated with nicardipine in the diet (at concentrations caloulated to provide daily dosage levels of up to
upto

The ne year

nicardipine onthyroid function (plasma T4and TSH) inman.

There was no evidence of amutagenic potential of nicardipine in a battery of genoloxicity tests conducted on microbial indicator
organisms, inmicronucleus tests in mice and hamsters, or in asister chromatid exchange study in hamsters.

No impairment of fertiity was seen in male or female rats administered nicardipine at oral doses as high as
dose about 8times ).

133 Reproductive and Developmental Toxicology
Embryoktraly,but no eratogeniity, wes soen at inravenous doses of 10 mgicardpinekgday i ras and 1 mghkglday in rabbits.
These doses inthe rat and rabbit are equivalert to human intr fabout 1.6 and 0. respectively. (The total
iy uman dose (divered by contiuots nravancs imsion rnges hom 1.2.10 6 mokghiay, dspencing on duralion i diferont
infusion rates ranging from 3 to 15mghr as individual patients are tirated for optmal resu'ts.) Nicardipine was also embryocidal when
3ammsieiea 01ally 10 pegrant dapancse VNI 1MNS qu %G 0153R05ERESTS 31150 Mg sy (3 g0se ass0eiaiea vk m ks body
weight gain suppression in the treated doe), but not at 50 mgkglday (human equivalent dose about 16 mgkgiday or about 8 times the
maximum recommended human oral dose). No adverse effects on the fetus were observed when New Zealand albino rabbits were
teatod orally, durng organogencsis, wih up © 100 mgkg/cay (a dose assooited wih signifart motalty i th treated coo). I
pregnart doses of upto bout there was
no evidence of embryolethality or teratogenicity. However, dystocia, reduced birth weight, reduced neonatal survival and reduced
neonatal weight gainwere noted.

14 CLINICALSTUDIES
Effects in Hypertension

In patients with mild-to-moderate chronic stable essential nicardipine to 4 mg/n)
e Gomaapevat s e emice ot proctas Svogh oo he steianee s L b e e R on iy

ALihe end of a 45-rou infusion at 4 mg/h, he decreases were 26 Mg (177 Insysol blood pressure and 21 mHg (20%) in
diastolic blood pressure. In other settings (e.g., patieris with severe o injection
(510 15 mgh) produced dose-dspendent decreases in blood pressure. Higher ifusion rates produced therapeuti responses more
rapicly. The mean time to therapeutic response for severe hypertersion, defined as diastolic blood pressure less than or equal to
95 mmHg or greater or equal to 25 mmHg decrease and systoic blood pressure less than or equal 1o 160 mMHg, was 77 5 minutes.
‘The average maintenance dose was 8.0 mg/hr. The mean tme to therapeutic response for postoperative hypertension, defined as greater
than or equal to 15% reduction in diastolic or systolic blood pressure, was 12 minutes. The average maintenance dose was
3mghr.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
Nicardipine Hydrochioride Injection, USP is supplied s a sterle, clear, yellow solution in a 10 mL single-dose vials. Each mL contains
25 mg of icardipine hycrochloride, USP. Itis available as follows:

10mLVid NDC 72485-116-01
10x 10mL Vial-Carton NDC 72485-116-10
16.2 Storage and Handling

Stro 8120 1o 25°C (680 7°F) see USP Contrlled Room Tempera]
Freezing does ot adversely affect the product, but exposure o elevated temperatures should be avoided. Protect from light. Store vials
incartonuntilused.

Manufactured by:

MicroLabs Limited

Bangelore-560099, INDIA.

Manufactured  for:

Armas Pharmaceuticals, Inc.

Freehold, NJ 07728 (USA)
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