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Mk - At .

HFEM 2Tk L'C. AHARA 1 [ IOmg T1R3MEE|
nigEtT s, MRICE Lﬁﬁ.ﬂ‘lﬁ‘ﬂ'é
Lo (i3 5 .
ARSI, FHEBILER : =7 =S¥ LT, MERA |
1 10~20mg % 1 0,2 @i Cg b+ o, SRich CHERRT A, |
Bl s =7 2P EY kLT, HRBA 1B 20mg % 1 0 2 R
TS, RIS SRS S,
CR (WiEZR) &
ES PR, TREETTMEES S, 'F?an’b“’rﬁh.ﬂulfr 1@% FRA
BTV LT 20~40meg 2 1 A 1 BBRORSTS, 2L,

1.1 B 10~20mg -k W 5 FMRA L., SEE U THHLT 5,

Yol RANLEE : SR RARE=7= U8 LT 40mg
# 10 1EENRET 5, 5, SRS CEERRT 538, &6k
ALXI A 1R 60mg &5 5. .
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DRAEDE P IR B0 P— b A P, WAV IULE, EAYy b-R
AWPIRE L | DTN, F—DF— MET M b=T T b LG = T
'ﬂi‘.‘rfbgﬂﬁ‘ CREE, =TI rh7En (B #); =FxAp—f, =7=
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Bt - S

Capsu]as
Treatment of coronary heart disease;  Chronic stable angina pectoris
(angina of effort)vasospasiic angina pecioris (Prinzmetal’s angina,
variant angina) ' ’

- Treatmont of essential hiypericnsion

Treatment of hypertensive crisis
Treaiment of Raynand's syndrome (grimary and secondary Raynamnd's
syndrowe)
Retard:
Treatment of coromary heart disense; Chronio stable angina peetoris |
(angina of eHorf) ’

Treatment of hyperiension

Coat Core:
Treatment of hypertension

2. pken
AFRRHBL

ABBBE]

RUEREF

.HE

Gnpsulo: Germnny(1974 Mar 20), Portugal(1974 Dee 1), Spain(1975
Nov 21), Ialy(1976 Apr 28), Yeland(1977 May 25), United
Kingdom{1977 Jul 15), Belgrum(1978 Mar 0), France(1978 Ny 02)

Retard(L tzblét). Germany(1981 Jan 30), Ireland(1981 Apr 15), Uniled

| Kingdom(1982 Feb 12), Switzerland(1982 Dec:02), taly{1583 Jan 19} -

ChatCorc(CR lablet): United States(1993 Apr 21), Gezrmany(1993 Jul 02),
Anstria(1995 Mar 24).

Capsule: Adalatlg, Adalats
Retard; AdalatRetard, Adalat AR
Coat Core:Adalat CC, Adalat ETNS

R

Bayer Health Care

T

Capsule: Smg 10mg
Retard: 10mg 20mg -

Cost core: 30mg 60mg S0mg

33
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Has B ERAL  Mietiiae
EBAL ; Nifedipi ‘ ’ , A
. [ | vhemeisesse: L Nifsdipine 10me rlad gt o daily
R¥: AZ | Capsule: : i ) " Chronio stable _ 2 g xr:tar?lgt{:bﬁl"miw daily
1 In coronary hieart disease:) nifedipine 5 mg capsule 3 times daily angini pectoris 1 Nifedipine (2Bx 20 madey)
Chronic stable angina pecioris ’ (G x5mgltayy | . (angine of efforf) &
(Angina of effort) . | ‘ e be i sed i stages |
if the therapeuic result iz inadequate afier about 2 - 3 days of treatment If higher dosages are neceSSary, the dosg oan be merea 8
with nifedipine 5 mg, e dose should be increased individually. up to maximusm 60 mg daily. . _ .
1 nifedipinc 10 mg capsule-3 times daily (3 x 10 mg/day) . _ C . 14 days -of
Starting dose should be nifedipitie 3 mg preferably, ' If thero s no adequate therspentic f;};eﬁﬁe 20umg yotord |
If higher dosages are necessary, the dose can be increased in stages up troatment with Nifedipine 10 mg retar ediate release formulations
to maximem 60 mg daily. ’ o a change over shanld iz made to-tmmedia _
Vasospastic angina pectoris I niledipine. 5 mg capsule 3 fimes daily : ’ (rifedipine capsules).
(Prinzmetal’s angina, variant angina) (3% 5 mp/day) e sablct fwice dail
If the therapeutic result s inadequate after about 2 « 3 days of treatnient “In‘hypertension: 1 Nifedipine 10 mé ﬁ%’gj o d:y) o
with nifedipine 5 mg, the dose shouid be increased individually. | ] Nifedipinc 20mg rotard
| vifedipine-10 mg capsule 3 times daily (3 x 10 mg/day) - ablet twice daily.
Starting dose should be nifedipine 5 mg preferably. ‘ . (2320 mg/day)
I higher dosapes are nccessary, the dose can be increased in stages up. | |

{o makimum 60 mg daily. ]
In hypertension: 1 nifedipine 5 mg copsule 3 times daily

If higher ‘dodages are necessary, the dose an be’ incroased: in
] {3 % 5 mp/day} .

stages up to maximum 60 mg daily.
IC the: therapentic result is inadequate after about 2 - 3 days of treatment
with nifedipine 5 mg the dose should be increased individually. : . J Caat Core . . dait
1 nifedipine 10 mg capsule 3 times daily (3 x 10 mg/day) A 3 In hyperiension. 1 Nifedipine CC30 tablet( ;nlcgo z; glday)
Starting dosc should be nifedipine 5 mg preferably. ' . . s sis o OC 60 fablet onee daily
If higher dosages are necessary, the-dose ‘can be increased in stages up | '} Nifedipine- L4 ¢ 1 %60 mg/day)
to maxivium 60 mg, daily. ‘ o s dail
| In hyportensive orisis: I nifediping capsule s a single oral dose. ' . I Nifedipine CC90 mble(tlowr(m;() deaY)
’ Storting dosc should be nifedipine 5 mg preferably, N
For established diaghosis of hypertensive urgency
(= wilhaut tarpet orpan damage):

" In genersl therapy should be initinted with 30 mg once daily. -

oo : i H the patient's
1 nifedipine capsule as a single oral dose - : ' Depending on the severtly. of 31? ?:Ef:u;n ti 12; le’g ‘(mce
' For cstablished diagnosis of hyperténsive emerpency © . response the dose can be increasea 16 &1 i
(= witl target orgar dumage): ) . daily.
Primary care: 1 nifedipine capsule as a single oral dose : - l
Secondary care:; | n'iﬁadipi‘ue‘cnpsulc as a single.oral doso followed . L_’_,_L_ﬁ
by iv infusien with nifedipine or nitroglycerine, * clonidine, ' '

dihydralazine as secondary trealment-and i.v. sodium nitroprosside s
terfiary treabment. . ]
IF the effect is insufficient, depending on the reaction of (he blood
pressurs, a further 5 me or 10 mg dose'(1 mifedipine capsuls) tan be
administered afier at least 30 min, If the dosage imtervals are shorier
andfor the dose higher, dangerous liypotensive states can ocour.

In Raynavd's syndrome: 1 nifedipine 5. my capsule 3 times daily
. (3% 5 mp/day) )
TF the therspeutic result is inadequale after about 2 - 3 days of reatment -
with nifedipine 5 mp, the dose shoeid be increascd individually, - . :
1 nifedipine 10 mg capsule:3 times daily (3 x 10 mg/day) N
Starting dosc-should be nifedipine mg preferably.

I higher dosages are necessary, the dose can be increased in stages up
“to maximum 60 mg daily. .
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| known hypersensitivity to nifedipine.or to any of the excipients,

Contraindications:”

Nifedipine (Capsule, Retard, or Coat Core) m;ist‘nol & used in cases of

e

brenitieeding
cflicient plasma levels of nifedipine may by obtaified dve to enzyme
inthuction. )

Special warnings and precantions for use:
Case ‘must be cxereised in patients with very low blood pressure {severe

hypotension with s_ysto]ic pressure less than 90 mmHg), i cases of

nsanifest heart failure and in the casc of severe aorlic stenasis.

Mifedipine must nof by vsed in combination with rifampicin begause no

Fodn (4
%)

1

hoth mu(hor.and fetns,
Pregnancy and Lactafion

Pregnancy and Fertili ty

In single cases of in vitro fertilization caleinm antagonists like nifcdipine

have been aseocisted with reversible biochemical changes ‘in the
| spermiatozoa’s head section thal may resilt in impaired sperm funétion,
In those -men who are repeafedly. unsuccessful in fathening a.child by in
| vitro fertilization, and where no ather explanation can be found, calcivm

antagonists like nifedipine should be donsidered as pogsible causes,
Lactation
Nifedipine passes into the breast milk.  As there is no experience of

possible effscts onr infints, bmqstfeeding should first be swopped if®
nifedipine ireatment becomes necessary during the breastfeeding period:
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B2] (7) | DRSS, 72 YA CH, B &AL LCER & |
OTEH M| %, . -
DT | 5

AN

| fTode & 25, BEZR & FIRIZEER. DR ok ML F IO -

A E TRBN TV B U7 5 AT

TR ORI % SHR I nifedipine & hydralazine DE IR DVVCRCT ®
Toik -9 nifedipine D HAEEMERE < . FIHEE L 253 LENEREER
BERBoR (1),

Hydralazine & W00 W EEAI LIRS MEER RN ICH 5 2 ICH8T 5 RCT 0
metaanalysis b= & A k. Nifedipine I Hydr.ulazinc L L TRESR 4N, Lo
RHER S LA dsat (2).

A MR SRR & 5T, aificdipine & Tabotalol OO EMER- ST RCT *

VAT nifedipine AATRICH L ET LG,

R 2 BE - BT 13, BRI T E T

-20—

4. (1)
| s o R

BES

BlR2] (1) | OREET 5,

D | BRSO RGN, BROEATE - RAMEST R
C oY CHRBEET, BMSA TS TRRER TS,

TG

ﬁﬁmﬁﬁﬁmmﬁﬁﬁ%ﬁﬁﬂ nifedipine & hydralazine OF B R U ROT %

T2t k' 5, aifedipive DHEREPIENT <, RRMRIL 25 & > BRI
bbnidon 1), ’

| Hydralazine & H10) M FERIO IR TS [ ESE BB I3 5 S I3 RCT 0

metaanalysis I- & 3 L, Nifedipine I Hydraluzine & Mot L, CHESRICER, Ly
BHERIB D2 drate (2),

MR OIHRR MUERRE A W vifiedipine & labetalol DA BIHER VAT RCT %

Tored 25, BIESR L ARIBEER. MEEORES AR DR -
VT nifedipine 25 EICHME LR LG4,

RIE 25X - BRIV, P mgm T, ' ]
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rabbits and monkeys, nifedipine has been shown to
have a variety of embryotoxic, placentotoxic
teratogenic and fetotoxic effects, including stunted
fetuses (rats, mice and rabbits), digital anomalies
(rats and rabbits), rib deformities (mice), cleft
palate (mice), small placentas and underdeveloped
chorionic villi (monkeys), embryonic and fetal
deaths (rats, mice and rabbits), prolonged
pregnancy (rats; not evaluated in other species),
and decreased neonatal survival (rats; not
evaluated in other species). On a mg/kg or mg/m’
basis, some of the doses associated with these
various effects are higher than “the maximum
recommended human dose and some are lower, but
all are within an order of magnitude of it.

The digital anomalies seen in nifedipine-exposed
rabbit pups are sirildngly simifar to those seen in
pups exposed to phenytoin, and these are in tum
similar to the phalangeal deformities that are the
most common malformation $een in  human
children with i wfere exposure to phenyloin.

From the clinical evidence available, a specific
prenatal risk has not been identified. Howeves, an
increase in perinatal asphyxia, cassercan’ delivery,
prematurity and intrauterine growth retardation
have been reported.

Careful monitoring of blood pressure must be
exercised in pregnant women, when administering
nifedipine in combination with IV magnesium
sulfate due to the possibility of an excessive full in
blood pressure which could harm the mother and

administering nifedipine with LV. magnesxum sulphate, owing
to the possibility of an excessive fall in blood pressure, which
could barm both mother and foetus. For further information
regarding use in pregnancy, refer to section 4.6.

4.6 Pregnancy and lactation
Nifedipine is contraindicated in pregnancy before week 20,

In animal studies, nifedipine has besn shown lo ;;roduce
embryatoxicity, foctotoxicity and teratogenicity (see Section 5.3
Preclinical safety daia).

Therz are no adequate well controlled studies in pregnant
woinen.

From the clinical evidence available a specific prenatal risk has
not been identified, although an increase in perinatel asphyxia,
caesarean delivery, as well as prematurity and intrauterine
growth retardation have been reported. It is unclear whether
these reports are due to the underlying hypertension, its
treatment, or to a specific drug effect.

The available information is inadequate to rule out adverse drug
effects on the unborn and newborn child. Therefore any use in
pregnancy after week 20 requires a very careful individual risk
benefit assessment and should only be considered if all other
treatrment options are either not indicated or have failed ta be
efficacious,

5.3 Preclinical safety data '

Nifedipine has been shown fo produce teratogemc findings in
rats, mice and rabbits, including digital anomalies,
malformation of the extremities, cleft palates, cleft stemuin and
malformation of the ribs.
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fetus.

There are na adequate and well-controlled studies
in pregnant women,

Digital anomalies and malformation” of the extremities are
possibly a result of compromised uterine bloed flow, but have
also been observed in animals treated with nifedipine solely
after the end of the organogenesis period.

Nifedipine administration was associated with a variety of
embryotoxic, placentotoxic and foetotoxic effects, including
stunted foetuses (rats, mice, rabbits), small placentas and
underdeveloped chorionic villi (monkeys), embryonic and
foetal demths (rats, mice, rabbits) aand prolonged
pregnancy/decreased neonatal survival (rats; not evaluated in
other species), “The risk to humans cannot be ruled out if a
sufficiently high systemic exposure is achieved, however, all of
the doses associated with the teratogenic, embryotoxic or
foetotoxic effects in animals were maternally toxic and were

several times the recommended maximum dose for humans.
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ADALAT XL (nifedipine) is indicated in the management of chronic stable angina
(effortassociated angina) without evidence of vasospasm in patients who remain
symptomatic despite adequate doses of beta biockers and/or nitrates, or who cannot
tolerate these agents.

Hypertension _

ADALAT XL is indicated in the management of mild fo moderate essential

hypertension. ADALAT XL should normally be used in those patients in whom

treatment with diuretics or beta blocker has been ineffective, or has been associated
with unacceptable adverss effects.
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INDICATIONS AND CLINICAL USE INDICATIONS
Chronic Stable Angina Adalat OROS is indicated for:

1. the treatment of mild to moderate hypertension
2. the prophytaxis of chronic stable angina pectoris

DOSAGE AND ADMINISTRATION

Angina

Therapy with ADALAT XT should normally be initiated with 30 mg once daily.
Experlence with doses greater than $0 mg daily in patients with angina is Hmited,
therefore, doses greater than 90 mg daily are hot recommended.

Hypertension

Therapy should normeally be initiated with 20 or 30 mg once daily. The usual
maintenance dose is 30 to 60 mg once daily. Doses greater than 90 mg daily are not
recammended.

DOSAGE AND ADMINISTRATION

Hypertension - In genera] Adalat OROS therapy should be mmated with
30 mg once daily. A starting dse of 20 mg may be considered when
medically Indicated. Monitoring of trough blood pressure should be done
initially to ensure blood pressure contrel lasts over the dosing interval.
Depending on the severity of the disease and the patient A starting dosc of
20 mg me decreased to 20 mg or increased in stages to 120 myg daily, ln
general, titration should proceed over a 7 u 14 day period so that the
physician can fully assess the response to each dose level and monitor the
blood pressure before proceeding to higher doses. Since steady state
levels are achicved on the second day of dosing, titration may praceed
more rapidly if symptoms so warrant, provided the patient is assessed
frequently. Titration to doses above 120 mg per day is not recommended.
Chronic Stable Angina - Adalat OROS should be initiated with 3¢ mg
once daily. If necessary, the dosage can be increased in stages to a
maximum of 50 mg ence daily. Expen‘ence with doses greater than 90 mg
pet day in patients with angina is limited.The initiation of Adalat OROS
therapy in South Asians who have not previously taken nifedipine should
start at low doses (see PHARMACOKINBTICS)

"

women of childbearing potential. Fetal maiformations and adverse effects on
pregnancy have been reported in animals. -

An increase in the number of fetal mortalities and resorptions occurred after the
administration of 30 and 100 mg/kg nifedipine to pregnant mice, rats, and rabbits.
Fetal malformations ocourred after the administration of 30 and 100 mg/kg mfed:pme

to pregnant mice and 100 mg/kg to pregnant rats.
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CONTRAINDICATIONS CONTRAINDICATIONS

ADALAT X7 (nifedipine) is contraindicated in pregnancy, during lactation, and in | Adalat OROS is contraindicated in:

+ female patients throughout pregnancy

TOXICOLOGY

Reproduction Studies

Pregnant mice, rats, rabbits were treated orally with 10, 30, and 100 mg/kg nifedipine
from Day 6 to Day 15 of gestation,

In the mouse, at doses of 30 and 100 mg/kg, there was an increase in the number of
fetel resorptions, Fetal malformations in the form of cleft palate and rib deformities

1 ocowrred at all dose levels in a dose related fashion {cleft palate occurred in 5/213

controls, 13/190 at 10 mg/ke, 22/112 at 30 mg/kg and 3/3 at 100 mg/kg).

In the rat, the dose of 30 mg/kg was not toxic to pregnant dams, but caused reduced
fetal weight and increased fetal loss. The- dose of 100 mg/kg produced malformations
in the fetuses from 20 percent of the mother animals. In a total of 11 fetuses, 10
showed malformation of the front or hind paws (ectrodactyly, oligodactyly and
adactyly) and one developed a severe malformation of the sinciput.

In the rabbit, there was dose-dependent anorexia and weight loss in mothers during
the dosing period. At 30 and 100 mg/kg reduced litter size and weight and increased
fetal loss wers evident.

Studies on pregnant rhesus monkeys with oral doses of 2 (1 animal) or & mg/kg/day (4
animals) revealed no teratogenic. effects. The placentas were poorly developed in
these animals.

PRECAUTIONS

Use in Pregnancy

Category C: Nifedipine is contraindicated throughout pregnancy.
Medicines in this class carry the potential to produce.fetal hypoxia,
caesarean deliveries, prematurity and intrauterine growth retardation,
which may be associated with maternal hypotension. Nifedipine was
shown to produce teratogenic findings in rats, mice and rabbits, including
digital anomalies, malformation of the extremities, cleft palates, cleft
sternum and malformation of the ribs. Digital anomalies are possibly a
result of compromised uterine blood flow. Nifedipine administration has
been associated with a vartiety of embryotoxic, placentotoxic and
fetotoxic effects, including stunted fetuses {rats, mice, rabbits), small
placentas and underdeveloped chotionic villi (monkeys), embryonic and
fetal deaths (rats, mice, rabbits) and prolonged pregnancy/decreased
neonatal survival (rats; not evaluated in other species). All of the deses
associated with the teratogenic, embryotoxic or fetotoxic effects in
animals were maternally toxic and several times the recommended
maximum dose for humans. There are no adequate and well comrolled
studles In pregnant women.
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development of the newborn animals was impaired when doses of 30 mg/kg or more

had been administered. Al! offspring in the 100 mg/kp group died.

showed that nifedipine caused sigpificant prolongation of the gestation period at
dosages of 10 mg/kg upwards and a decrcase in litier size. The post-natal

Pre- and post-natal studies on rats with daily doses of 3, 10; 30 and 100 mg/kg
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administering the drng to patients who have sustained an acute cerebral

infarction or hemorrhage.

emic hy

Cardene LY. (nicardipine hydrochloride) Premixed Injection is indicated for

not desirable, For prolonged control of blood pressure, transfer patients to
oral medication as soon as their clinical condition permits fsee Dosage and
Administration (2.6)].

In administering nicardipine, close monitoring of blood pressurs and heart

the short-term treatment of hypertension when oral therapy Is not feasible or
rats is required. Nicardipine may occasionally produce symptomatic
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EKR Therapeutics, Inc.

1. INDICATIONS AND USAGE

5. WARNINGS AND PRECAUTIONS
5.1 Excessive Pharmacodynamic Effects
hypotension or tachycardia. Avaid syst:
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