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(1) #54 PROCARDIA XL/ PFIZER

RIRE - R

INDICATIONS AND USAGE

I. Vasospastic Angina

I1. Chronic Stable Angina (Classical Effort-Associated Angina)

I11. Hypertension

PROCARDIA XL is indicated for the treatment of hypertension, to lower blood pressure.
Lowering blood pressure reduces the risk of fatal and nonfatal cardiovascular events, primarily
strokes and myocardial infarctions. These benefits have been seen in controlled trials of
antihypertensive drugs from a wide variety of pharmacologic classes including PROCARDIA
XL.

Control of high blood pressure should be part of comprehensive cardiovascular risk
management, including, as appropriate, lipid control, diabetes management, antithrombotic
therapy, smoking cessation, exercise, and limited sodium intake. Many patients will require more
than one drug to achieve blood pressure goals. For specific advice on goals and management,
see published guidelines, such as those of the National High Blood Pressure Education
Program’s Joint National Committee on Prevention, Detection, Evaluation, and Treatment of
High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different
mechanisms of action, have been shown in randomized controlled trials to reduce cardiovascular
morbidity and mortality, and it can be concluded that it is blood pressure reduction, and not some
other pharmacologic property of the drugs, that is largely responsible for those benefits. The
largest and most consistent cardiovascular outcome benefit has been a reduction in the risk of
stroke, but reductions in myocardial infarction and cardiovascular mortality also have been seen
regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute risk
increase per mmHg is greater at higher blood pressures, so that even modest reductions of severe

LUTOT =7 %A MR L, BHEEL REEAD) ORMIELZHR L (MEKA 202146 H 14 H), 72b, A#
IR SCEOFEHMRI & FUH L 7 S LA OB DI SCEIT OV T H, FRROFLM TH 5 Z L 2R LTV D,

K[E : https://www.accessdata. fda.gov/scripts/cder/daf/

Hi[E : https://www.medicines.org.uk/EMC/

JINE : https://health-products.canada.ca/dpd-bdpp/index-eng.jsp

Z2N : https:/itga-search.clients.funnelback.com/s/search.html?query=&collection=tga-artg
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hypertension can provide substantial benefit. Relative risk reduction from blood pressure
reduction is similar across populations with varying absolute risk, so the absolute benefit is
greater in patients who are at higher risk independent of their hypertension (for example, patients
with diabetes or hyperlipidemia), and such patients would be expected to benefit from more
aggressive treatment to a lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in black
patients, and many antihypertensive drugs have additional approved indications and effects (e.g.,
on angina, heart failure, or diabetic kidney disease). These considerations may guide selection
of therapy.

PROCARDIA XL may be used alone or in combination with other antihypertensive agents.

g ~D
5

PRECAUTIONS

Pregnancy : Pregnancy Category C:

Nifedipine has been shown to produce teratogenic findings in rats and rabbits, including digital
anomalies similar to those reported for phenytoin. Digital anomalies have been reported to
occur with other members of the dihydropyridine class and are possibly a result of
compromised uterine blood flow. Nifedipine administration was associated with a variety of
embryotoxic, placentotoxic, and fetotoxic effects, including stunted fetuses (rats, mice,
rabbits), rib deformities (mice), cleft palate (mice), small placentas and underdeveloped
chorionic villi (monkeys), embryonic and fetal deaths (rats, mice, rabbits), and prolonged
pregnancy/decreased neonatal survival (rats; not evaluated in other species). On a mg/kg basis,
all of the doses associated with the teratogenic embryotoxic or fetotoxic effects in animals
were higher (5 to 50 times) than the maximum recommended human dose of 120 mg/day. On a
mg/m2 basis, some doses were higher and some were lower than the maximum recommended
human dose but all were within an order of magnitude of it. The doses associated with
placentotoxic effects in monkeys were equivalent to or lower than the maximum recommended
human dose on a mg/m2 basis.

There are no adequate and well-controlled studies in pregnant women. PROCARDIA should be
used during pregnancy only if the potential benefit justifies the potential

O A GEE)

(2) Bih

Adalat LA 30 mg prolonged-release tablets/ Bayer plc

ZhRE - DR

4. Clinical particulars

4.1 Therapeutic indications

For the treatment of all grades of hypertension.

For the prophylaxis of chronic stable angina pectoris either as monotherapy or in combination
with a beta-blocker.

IEF~D
B

4. Clinical particulars

4.4 Special warnings and precautions for use

Adalat LA should not be used during pregnancy unless the clinical condition of the woman
requires treatment with nifedipine. Adalat LA should be reserved for women with severe
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hypertension who are unresponsive to standard therapy (see section 4.6).

Careful monitoring of blood pressure must be exercised when administering nifedipine with 1.V.
magnesium sulfate, owing to the possibility of an excessive fall in blood pressure, which could
harm both mother and foetus. For further information regarding use in pregnancy, refer to section
4.6.

4.6 Fertility, pregnancy and lactation

Pregnancy

Nifedipine should not be used during pregnancy unless the clinical condition of the woman
requires treatment with nifedipine (see section 4.4).

In animal studies, nifedipine has been shown to produce embryotoxicity, foetotoxicity and
teratogenicity (see section 5.3).

There are no adequate well controlled studies in pregnant women.

From the clinical evidence available a specific prenatal risk has not been identified, although an
increase in perinatal 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 requires a very careful individual risk benefit
assessment and should only be considered if all other treatment options are either not indicated
or have failed to be efficacious.

Acute pulmonary oedema has been observed when calcium channel blockers, among others
nifedipine, have been used as a tocolytic agent during pregnancy (see section 4.8), especially in
cases of multiple pregnancy (twins or more), with the intravenous route and/or concomitant use
of beta-2 agonists.

4.8 Undesirable effects

System  Organ | Common Uncommon Rare Not Known
Class

(MedDRA)

Respipatory, Nosebleed Dyspnoea
Thoracic, and Nasal cogestion Pulmonary
Mediastial edema**
Disorders

**cases have been reported when used as tocolytic during pregnancy (see section 4.6)

5. Pharmacological properties
5.3 Preclinical safety data
Preclinical data reveal no special hazards for humans based on conventional studies of single
and repeated dose toxicity, genotoxicity and carcinogenic potential.
Following acute oral and intravenous administration of nifedipine in various animal species, the
following LD50 (mg/kg) values were obtained:

Mouse: | Oral: 494 (421-572); | iv.: 4.2 (3.8-4.6) |

12
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Rat: Oral: 1022 (950-1087)*; i.v.: 15.5 (13.7-17.5)*.
Rabbit Oral: 250-500; i.v.: 2-3.
Cat: Oral: ~ 100; i.v.: 0.5-8.
Dog: Oral: > 250; iv.: 2-3.
* 95% confidence interval.

In subacute and subchronic toxicity studies in rats and dogs, nifedipine was tolerated without
damage at doses of up to 50 mg/kg (rats) and 100 mg/kg (dogs) p.o. over periods of thirteen and
four weeks, respectively. Following intravenous administration, dogs tolerated up to 0.1 mg/kg
nifedipine for six days without damage. Rats tolerated daily intravenous administration of 2.5
mg/kg nifedipine over a period of three weeks without damage.

In chronic toxicity studies in dogs with treatment lasting up to one year, nifedipine was tolerated
without damage at doses up to and including 100 mg/kg p.o. In rats, toxic effects occurred at
concentrations above 100 ppm in the feed (approximately 5-7 mg/kg bodyweight).

In a carcinogenicity study in rats (two years), there was no evidence of a carcinogenic effect of
nifedipine.

Nifedipine has been 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 and malformation of the extremities are possibly a result of compromised
uterine blood 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 deaths (rats, mice, rabbits) and
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.

In in vitro and in vivo tests, nifedipine has not been associated with mutagenic properties.

(e
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ELTHEMT 2 Z & & S, R 20 BRI IEREE S & STz, 2012 005
EU Bl 251 K D60 — Al T < 2372 S4. 2014 4 1 H 22 HIZHEAR 20 38 A5 D4
IOV T OFEL# %2 [Contraindications] 7>5HIBR L, [Special warnings and precautions
foruse| |ZHEE L L CoOREMICEF SN,

B OAl CinE)

(3) T4  ADALAT OROS (nifedipine extended-release tablets))/ Bayer Inc.

RIRE - ZhAR

INDICATIONS AND CLINICAL USE
ADALAT OROS (nifedipine extended-release tablets) is indicated for::
Chronic Stable Angina

Hypertension
ADALAT OROS is indicated in the management of mild to moderate essential hypertension.
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ADALAT OROS should normally be used in those patients in whom treatment with diuretics or
beta blocker has been ineffective, or has been associated with unacceptable adverse effects.
ADALAT OROS can be tried as an initial agent in those patients in whom the use of diuretics
and/or beta blockers is contraindicated, or in patients with medical conditions in which these
drugs frequently cause serious adverse effects.

Combination of ADALAT OROS with a diuretic has been found compatible and has shown
added antihypertensive effect. Concurrent administration of low doses of ADALAT OROS
andenalapril has been shown to produce an enhanced antihypertensive effect with no additional
safety concerns when compared to that observed with either of the monotherapies.

Safety of concurrent use of ADALAT OROS with other antihypertensive agents has not been
established.

g ~D
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CONTRAINDICATIONS
ADALAT OROS (nifedipine extended-release tablets) is contraindicated in:

Pregnancy, during lactation, and in women of childbearing potential. Fetal malformations
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 occurred after the administration of 30
and 100 mg/kg nifedipine to pregnant mice and 100 mg/kg to pregnant rats (see TOXICOLOGY,
Reproductive Toxicology)

WARNINGS AND PRECAUTIONS

Special Populations

Pregnant Women

The use of ADALAT OROS is contraindicated during pregnancy (see
CONTRAINDICATIONS).

There are no adequate and well-controlled studies of ADALAT OROS in pregnant women. 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 occurred
after the administration of 30 and 100 mg/kg nifedipine to pregnant mice and 100 mg/kg to
pregnant rats (see CONTRAINDICATIONS).

.TOXICOLOGY

Reproductive Toxicology

Pregnant mice, rats, and 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 fetal
resorptions. Fetal malformations in the form of cleft palate and rib deformities occurred at all
dose levels in a dose-related fashion (cleft palate occurred in 5/218 controls, 13/190 at 10 mg/kg,
22/112 at 30 mg/kg and 3/3 at 100 mg/Kkg).

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% 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.
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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 were evident.
Studies on pregnant Rhesus monkeys with oral doses of 2 (1 animal) or 6 mg/kg/day (4 animals)
revealed no teratogenic effects. The placentas were poorly developed in these animals.
Pre-natal and post-natal studies on rats with daily doses of 3, 10, 30, and 100 mg/kg showed that
nifedipine caused significant prolongation of the gestation period at dosages of 10 mg/kg
upwards and a decrease in litter size. The post-natal development of the newborn animals was
impaired when doses of 30 mg/kg or more had been administered. All offspring in the 100 mg/kg
group died

e O A (ZEIN)

(4) B,

Adalat OROS/ BAYER AUSTRALIALTD

BHHE « A

INDICATIONS

Adalat OROS is indicated for:

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

IEF~D
k5

CONTRAINDICATIONS
Adalat OROS is contraindicated in:
-female patients throughout pregnancy

FERTILITY, PREGNANCY AND LACTATION Use in Pregnancy (Category C)

Nifedipine carries the potential for fetal hypoxia, caesarean deliveries, prematurity and
intrauterine growth retardation, which may be associated with maternal hypotension.
Accordingly, it is contraindicated throughout pregnancy.

Nifedipine has been 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 was associated with a variety of embryotoxic, placentotoxic and fetotoxic effects,
including stunted fetuses (rats, mice, rabbits), small placentas and underdeveloped chorionic
villi (monkeys), embryonic and fetal deaths (rats, mice, rabbits) and prolonged
pregnancy/decreased neonatal survival (rats; not evaluated in other species).

All of the doses 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 controlled studies in pregnant women.

Acute pulmonary oedema has been observed when calcium channel blockers, among others
nifedipine (primarily in IR formulation), have been used as a tocolytic agent during pregnancy,
especially in cases of multiple pregnancy (twins or more), with the intravenous route and/or
concomitant use of beta-2 agonists.
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EENTNDT v bOEYR 15~19 BIZHE A5 U Cafm it &, feiE & & U IR EIC K
ETEEBIZOW TG LR, ARERGICLY EFMET v FOIREAE, BEREREL)

R EIIVT NS ARICHED Licn, @iiET v N Tk, REZEGICXDREEE, b
AR B N OSBRI B O IR Diie o Tz, 72k, IUHEMIMIE X, AEHIZL D,
BIILET > N CIEEIICED L, ERIET v F TS Led o, ZhboTr—4
EEE 2 ARSKO NG ME RIS NI TR TR M EY & & i) EE Tl R B R & R
TZENRBINT &, ROFFITELL TN D,

(1) BIEORAELR L VCEREBICB I THED

O ~ v ARSI L8

R CEIREWI%E) | ~ 7 2 (15~16 IL/EF)

B 5 R 7 ~12 A

Pe i - e GAREE | AZK 10, 25, 100 mg/kg/day (SRR O 4% 5)

FEMWNC TR G L 522380 b v > 72, A3 100 mg/kg/day #
HRECHCIRIBE O, BREEORA, sARET (DHER, K5,
AR OB REESE) O, EREEE (FHERE, WEmE%E) OBNRALLh,
AHE 25 mglkglday # 5-8ETILIE RAKE O 880 Sz, A 10
mg/kg/day #E T35 ORBITFEO bk ol
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@ ~ v ARIRICHT DR

EWtE (EIREMWE)

~ 7 A (2~11 VL/E¥)

P55 11T

MEAR 6, 7. 8, 9. 10, 11, 12, 13 HOWF 1 H

B - GRS

A 100 mg/kg/day (5 HIRE 0 5)

it B oo B

RN I3 5 LD BT bz o To, IR 9 AR GRETHLE
MRS DM A B, iR 10, 11, 12 HRSEETHETIRIEE O HEM,
IR EOWRAD, sAAFERE (DFA, KiE, KB OHENNED LU
776

@ ~ v ARIRICHT D8

I EgREW 50

~ A (5~8 JL/iE)

P G-

JERR 10, 11, 12 HOWF A 1 B 3R 10~12 H

Behi - Belieting

A3K 25 mg/kg/day (IR O£ 5 ¢ AEHR 10, 11 U 12 H)
AFE 25, 50 mg/kglday (gl 0 &5 : iEIE 10~12 H)

e MYl

REEI 13 P G L B BITRRD b o7, A3 50 mg/kg/day (4
Jz 10~12 H) #5HCTHRIEAEEOWREAD ., /AFRRE (DHZR) OHNAER
OB,

@ 7 v MRS 55

9

L

B HREME) | 7 >~ & (16~26 IT/RE)
e 551 % 9~14 H
B b - B HRRK A 10, 25, 100 mg/kg/day (FHIRE %5

it B oo B

3% 100 mg/kg/day # 5-8ECREIOFEL (26 FIF 2 ) K OMK D
MRS, RIRAEEORD ., ARRE (KRG, ZEE. B2 ©
o, B (EHERT . MEEE%) O, LR (et
BALARA) OB A HIL, A3 25, 10 mg/kg/day 58 THEAR LR
(M B ELAR4E) OGRS b,

® 7 v MRIEICHT 5 2%

EWtE (EIREMW £

Z v kb (5~12 JL/E#)

P54

iR 11, 12, 13, 14, 15 HOWT i1 H

B - GRS

A 100 mg/kg/day (5 HIRE 0 5-)

e MYl

REM TG X D835 b v o7z, IElR 12, % 15 A#&
HRECIHTIR O, ik 13 A& 5-H TR TR RO, SR 5E
ORI, ZEE. ER) O, 4R 14 BERGECR TR IO,
RRAREORD, SRR (REHR. KIE, 2. 82) O
bz,
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©® 7> FMRIEICHT 5528

P22

Z52

i EIREM S0

Z v kb (3~10 PL/E#)

P51

TR 12~14 H

Beha - Bt

A#£10, 25, 50 mg/kg/day (SIRE M%)

e MYl

FEMWI 1T G L DR8I b > 7=, A% 50 mg/kg/day 5
FECHTIR I oM, AFREERORD . BIRIKEORD, S FRE

(RFE. BR) OHINNI S, A 25 mg/kglday $5-1E THA G (K
fB. KEE, B, Bk, ER) oEnEO LT,

@ ~vAHAERISHT 528

Bl UEREWE) | ~ o X (5~T7 IL/Ef)

& 5- W1 IR 7~12 H

Pe b - BEGREE | ASK 10, 25, 100 mg/kg/day (BEIRE %5
Y AFE 100 mg/kg/day $ 5-BE T HIA B ORI B3RO Hiviz,

7 v MHAERITKT %

BifE UEREWE) | 7 v b (5~8 IL/Hf)

¢ 5411 IR 9~14 H

PG - BEGRREE | ASK 10, 25, 100 mg/kg/day (BEIRE %5

o B OB ZR3E 100 mg/kg/day 5 5-#f T HIEEVLEL DI H3FRD B ATz,

(2) FRHEFEHE S IEER IOV T 2

ByWfE GHEEE) | 7 v b (5~9 IL/#f)

P 51 ITHR 14 B

Pe b B - e | ASSK 100 mg/kg/day (BRI 1 $ 5

fiFg) B iR 14, 15, 16, 17, 18 . 19 (%20 H

e MYl

REEWM I3 5 K D B3R 0 b o Tz,
PEfR 15 H LA fiEE] B AR CIEC IR BN, SR EH
i, MAE, KB, BN ORGSO b,

(FgiE> H

() BTFH&GIZL DB

DRELRLRICAEREFICB LT ITEY

D ~ 7 ARk 2

T AREWED | ~ o A (15 VT/EE)

& 5- W1 IR 7 ~12 A

Peh - BRI | AZK 10, 25, 100 mg/kg/day (FZ R4 5

il O 2 RE, IR E HITITREGIC L 2HBIIRD LN -T2,

@ ~ 7 ARk D

i EgREW 50

~ 7 A (5 JL/EE)
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& 581 R IThE 10~12 H
Be b - BEHRRE ASK 10, 25, 100 mg/kglday (FZ F#5-)
FER OB R, BIRE IR L 22T N o T,

@ 7 v MRS 5%

Bt GEiREM 3D | 7 > b (15 L)
&5 JElE 9~14 H
B - BB/ | A3£10, 25, 100 mg/kg/day (B¢ F#5)

b oo B

AL 100 mg/kg/day % 5-8E O B R EIEIINHI 2 A H vz 25, fRRic
TSI XD EEITZFRO o T,

@ 7 v MRS 5%

ByWfE GEIREWE) | 7 v b (5 IL/EE)

51 IR 12~14 H

Peh - BRI | ARZK 10, 25, 100 mg/kg/day (FZ FH#%5-)
it R OWLEL e WRIZHGAZ LD BTGB O b o Tz,

® ~ v AHAERISHT 528

T REMWED) | ~ o A (5 PL/EF)

51 IR 7 ~12 A

Pehg - BRI | AZK10. 25, 100 mg/kg/day (FZ T 5)

il O 2 REh, AR E BICREICE2HBIIRD N2 -T2,

® 7 v FHAERICHT 528

B (B0 | 7 v 1~ (5~6 PL/EE)
BG40 SRR 9~14 H
Beh - BRI | A9E10, 25, 100 mg/kglday (B2 TS

fh R O

25 K% 1) 100 mg/kg/day T 6 il 2 J OF 3 B REEM) DIEL 23 A H i, 25
mg/kg/day LA b CHEAEHIRI S EE R L 7=, 25 mg/kg/day DL _E CHIA SR o
DRH LT,

@) 7THTPLORBICE KESTREY

I EgREW 50

T H Y (1~4 PLlEf)

P54

IEE 22~31 A

Beha - Bt

AHE 2, 6 mg/kg/day (GRHRE H#%5-)

fh R O

6 mg/kg/day #5-HE CHREROBERR, IO HIEE - B30, s IE5E
(1 61), 2mglkg/day £ 5B THREILOIEEARRBED b2, B
REIITHEII R, AR AN oT,
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(5) ~ v ARIEFEMEIEM

(ZBE3 2 H5E )

Bt GEIREME) | ~ 7 A (20 DL/Ef)
e 551 1% 6~15 H
PGB - BHRRK A 10, 30, 100 mg/kg/day (FHIRE 05

it oo B

TRTCOFKEGRETREMOILE DN ARSI, AEMBEMETRD b
Moty Eio, TRTOEGHE TR O, BIRAEOWRA ., 5t
KR (NHEZR) OENMNA LIz, WROBEIMIZ N, A3
100mg/kg/day BE TIZAETERIE T & A 15 BT, A3K 30 mg/kg/day Ff
THAEFBRIEORD RO b,

6) T v kAR

(2R3 5 F5E ©

Wi EgREW 50

Z v~ (17~20 JT/EE)

P54

IR 6~15 H

B - BGRLE

A#£ 10, 30, 100 mg/kglday (I 0% 5-)

it oo B

AHE 100 mg/kg/day #% G-HED BRI LRI, (REHS NG A3 2 B 4,
MR DONFEE (R, BEOREE) OBIMRTRD bz, A% 30
mg/kg/day LL_bDHe 58 THLER OB | WIIROHIN, iR EARE D
B HERO b,

7 =a2—Y—F7 2 NH

BT FOIMIRICE KT ZED

M (HEEWME) | =2 —Y—F  FA®RMEY X (10~13 JL/Ef)
e 551 % 6~18 H
PGB - B HRRK A 10, 30, 100 mg/kg/day (FHIRE 0% 5

e MYl

3K 100 mg/kglday ¢ G- EECITREMICIET A SR L (913 61) . 53
7R AAEIR AN B Ao 2, A 10 molkglday BL_E0#2 T REBNY)
DL, TR 2372 HAL, A 30 mg/kg/day BECIHRIIED

B, BREERER 3E) OO 6T,

(8)Embryotoxicity study on rabbits after the oral administration of 100 mg/kg per day (100 mg/kg/day % 5-
2R DU - R ErEaiR) ©

EWtE (EIREMW £

v¥x (11 PL/EF)

PG

IR 6~18 H

B - GRS

A 100 mg/kg/day (B IFE 0 5-)

it B oo B

-
-

FAEIRSE T =R DHN,
) WERH BT,

REENI B PE S QM BB INENHI 23 2 S 4, Ba el
AAFEIR R Db S O E L O (259 A DR IE

9) 7 v MBI 2 fEarEYENE N ORI R IR IC B9 D AP ©

EWtE (EIREMW £

7w b (10~21 VL/EE)

PG

AR 9. 10, 11, 12, 13, 14, 15 HOWT 1 H XIFHER 16~
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19 H

By b - BB | A 200 mo/kglday (BRAHIRE 11 )

FEh T R

ATHR 9 BEEGRE © IS O N

ITHR 10 B 58 - (RE SN

ITHR 11 B8 - SEH (3/13), (REBEImEI

ATHR 12 B G8E © SRRRILEFEM OB, (RN

IEHR 13 B #G-8F « REH I

IEHR 14 B G8F © SRR EFEN OGN, (R EHE NS

IEHR 15 B #5-8F « SRRRINEFEN OGN, (R EHE NS

ATHR 16~19 A G-8F - N2E - TH - SeRIHR, SECH (10/22) . REEIHY
ikl

Jia Ve T AL

PENR 9 RRGHE - IRFE L EREN

PEAR 10 A GRE - IRsE TSR, B RE (E 28k

FERR 11 HPGHE © IRSETT RN, ARIRE, BT (WE 00

PEHR 12 ¥ GRE - RSB SRIIN, AR B DR | RIRE, AR
(M5 53 BfE)

PEHR 13 A GHE - IRFECERIN, AR R ORD | SR EE (kR

)

PEHR 14 R¥GHE - IRFEC SR, AR R ORD | shREE (kR

)

FEAR 15 HPGHE - RSB REIN, AEFR B ORI E

IEHR 16~19 A& GHE - MAE TR, AFR RO | KIKE, SR

SH (MBS

it B oo B

(10) 7 v b ORI 05 LI BEOMIE LI d KT8 0

i (REWE) | 7 > & (10~20 PL/EF)

& 581 R IENR 0~5 H X3z 6, 7. 8 HOWIT i1l H
B b - BeERK A 200 mg/kg/day (B fIRE 05
BB T L

WEBR 0~5 H¥GHE « T - DVE (213 6) . AREIE IS
PEIR 7 RERGRE - REIE IS

PEIR 8 H R GHE - R EIE IS

i R O Jia VLA S

PEIR 0~5 H R GRE - WU OB, KA E

BEHR 6 H 451« WU D HE N

PEHR 7 HERGHE © BINRE OHE

PEIR 8 HARGRE - WU 0N, (KR E
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(11) T v MEEISHNC I D R O &I B 5 e R B 2B B W

@ FER 0~5 [ 535

B (ZHEEMWE) | 7 > b (10~13 DL/EE)
e 5411 IR 0~5 H
Beh - B HRRE A#£ 10, 30, 100 mg/kglday (il 0% 5-)

it B oo B

AL 30 mg/kg/day LA _EORETREENM) OREEININGE 23 A Bz, pR
WZIEWTNOERERETHRGIZLDEEBIIRO Lo Tz,

@ Yz 8 A5k

B (ZHEEMWE) | 7 > b (10~13 DL/EE)
e 5111 Hik 8 H
Beh - B HRRE A#£ 10, 30, 100 mg/kglday (GEifI#E 0% 5-)

e MYl

A 100 mg/kg/day H G TIXRIEMNSSE B D IVIRIN S T2y, FET
IO ERD BTz, T DOMOBEIZITFHREIC L 2 2B D b
o=

(12) FIEREIRT b o T BB B R 1 R

I EgREW 50

HRRSIE L+ 7 >~ b (SHR) (12 JB)

P54

IEiR 21 H

B - BGRLE

A 0.2 mg/kg/day (DL=ENHEE)

o MYl

ASEDORFEN) O MATENRE & BRERE I AT 358 A | ARISIE & 4%
Z v b & W THET L72 (radioactive-labeled microsphere technique), -4
WM OER ME~OIKRT 28T 572010, W7 B2 1§47 2
DAERBIZH S LT,

12 B O REARITARAR RN 2 B2, 2 /AR L ARIR (1 BRIIEuenE) 23
Boniz WHET BICEATEICE LIRIROARET X 5 I,

A (200 11 glkg) (IR HLZ 38% D S D Z LT K0 SEEIIRE &
25% N FHNTAR T S 7z, O EIE 15%HE 00 L7z, ARIEE 1% IS ik
& ARTEAR A~ O MR ST L7z, ARFEZR~ D Lk & oo HE I i A Rk
DELWVETIZ L DINE L N ERE~ DR EDHMOFER Th - 72,
JRRE M B B 72 B i e s o 20y, IRBUMEIED Lz, 6> T 4T
BRAIZAE T 2 BRI O @ fLEZ T 5 7o Ol 13 2 AT ha
DM EZ 4T L HED S5 LITRL 20,

(WR)IEFMER OB IMLE T » - ORRMT R, IR E &k O R EIC TR

I (EAREM 50

1E & I £ Wistar Kyoto 7 » b (WKY) R OHARRIESMLET v b
(SHR) (5 It #E)

22
31




G-

1% 15~19 H

Beha - Bt

A5, 10, 25mglkg/day (BREIRE M5

HARRIE @ £ 7 ~ M(SHR)Z HW T, IE# I Wistar Kyoto 7 v b
(WKY) & LLlg L7278 DASED g M &I KT TRHEL BRI L., T
N ORI EIZER DRI L > TRAELIZKETAD I VT F AT
L0 FHm L7,

WM S, AFRR SIS XD SET v b TIEERICED Lzos,
EFMET > b T Laedoiz,

JRVEARE X, EWMET v b ClkxtBEE (RIEIEEGHE) 12T
10mg/kglday LA b OAFEE GHETHEIZHED Lics |miET » b Tk
B HAIZ L DWW A NIRRTz,

RO WA R ERILE S o b CEASER 10 & 0 R L,
mILET v FOBBERT, SRETITERNET v M EESTHEIZ
<, WTNOARFERGHETH EFMET » M TERMEZ R LT,
Fio, ®ILET » N OMRBEEEL, Smg/kg/day DA HREZHEART
10mg/kglday LA D AR G-FE CIIEIME M 23380 b7z,

JER MR R, BT > b Cldoe R & tig U CARIER 5-8£(5, 10,
25 mg/kg/day) THEIZHEA Lz, millET > F TIEAELELGE L TYH
ZACIZH DN D o T, WTNOAER G TS | AR &3 0EH i
JEZ > MTH_EmMET v S THEICHEM L,

SCHREE

1. HESRPEERE 1 (&3 - S46)

2. HGERFEEL2 (G5B - 548)

3. HRERFEEL3 (G5 EHUE - s47)

4. WGERFERE4 (AT - S47)

5. HFERFERLS (/A =)L - S47)

6. FAFERFEEL6 (/34 =)L - 545)

7. HEERFERLT (O F o b U HREFSERT - S44)

8. HGERFEEL8 (/34 =)L - 1973)

9. HIFERFEEL10 (A xb - 1972)

10. HIFERFERL 13 (N =L - 1973)

11. HFEREEEL 14 (/A )L - 1975)

12. Danielsson,B R et al. Histological and in vitro studies supporting decreased uteroplacental blood flow

as explanation for digital defects after administration of vasodilators. Teratology. 1990 Feb;41(2):185-

93.
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13. Ahokas R A et al. Nifedipine does not adversely affect uteroplacental blood flow in the hypertensive
term-pregnant rat. Am J Obstet Gynecol. 1988 159(6): 1440-45.

14. Furuhashi N et al. Effects of Nifedipine on Placental Blood Flow, Placental Weight and Fetal Weight
in Normotensive and Spontaneously Hypertensive Rats. Gynecol Obstet Invest. 1992 34:193-96.

B aBRIC 31T 2 ARSI B3 D SCHkIR 2R

FRZEH : 2019457 14 A

PubMed |2k STV Dam L& x5 s LT, TRUSRTHF— U — FRFEICL O AT S
283 OFm L A Al L7z,

ZNDH O (P L D) MR Loy, JeFEHRS O HFER L O 2011 FFE DO AFEDEE g
O FLIE LB S CRMl S B AEAERICE L TR Z, F-2miiERo o,

PubMed T & 2 5555
[nifedipine AND reproductive toxicity] 32 #

[nifedipine AND developmental toxicity] 8 ik
[nifedipine AND teratogenicity] 7R
[nifedipine AND placental transfer] 6
[nifedipine AND fetal weight] 32
[nifedipine AND blood concentration AND fetal] 21
[nifedipine [T1] AND toxicity] 113 ¥

[nifedipine[TI1] AND blood flow AND rodent] 64 #

Al 283k
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5. ERRAEAIZEET 2

AHELT 2u UV E2EDI Ca fEHUIE LIHRICBET 2 /R SNSRI HOWT, Y AT~ T
S4B a—%fTol,

g7 — % ~—A & LT CINAHL, EMBASE, MEDLINE, } O} British Nursing Index % i\ >,
HAZOER, Wkl £ =—, MeSH (Medical Subject Headings) “5D#EiilzEZ ZE@ L, ¥— U —
R& LT ITAmlodipine. Nifedipine) [1tto> Ca #5HiAl 0045 3E74 945544 ) TCablocker) [Pregnancy .

[Pregnancy Complications). [Fetus] %% /= (KiZZ4EH H 201848 H 7 H),

T U 72Nk 1647 4D 5 5, Z A k=0 Abstract 7> 5 Dinvitro 75, @@hiiER, OREH
HOT—=ZGIHOHDICHER 2R L, 248 A RE LTz, T b 248 fFDRR TR AT Y FE T
FEAM 2 MR U7 S BRSBTS O W TR R ARICET 2 #0055 10 2 L
7oo F7o. IDUP =V —HMIEHENDL NV B —FIT L0 Sk L A2 BET L7z (3),

/N7 D3 O ARFECARTE R Trde Ca H5H13E, Ca #5513 (FERIA AM) 12K D60 TR RAFIED
BRI R L & OffFEA (aR— RFZE : 1, 3, 4. 6-8, JEBIKIIRAFZE : 2, 10, 11) 2’
Bosb, —HT, KEORBEFERIZHE-S S WFSET Ca FEHIFIRFERE 40 4 2 Bl EEELE %

GEMARE) 237 b, eI TEOBERm P -7 (VA7 H7.20 (1.89-27.51) &9 #
ERNDHD (6), NHV—DLIRA RNV ERANTEI 2o, WORERSHE 5 & U7 ERx
HEAFE Tl population control #f & o bR TIIARSE & D BHEAFE® & 41, matched control #f & o kb
TIIARIE L OBFEITERO B LD o7z (11), i, AR OIRAE - PAZEHRZ & ARIEDRRE 2 380
DAEGI A TE s (> XHE 7.03 (3.13-13.84)) (9), HHIBHE AE & OBIH 238 60 2 AEF
W (F > X1 2.88 (1.22-6.79) (5) 3% %,

SIDIP < U — : Reprotox, TERIS DA #T — % ~<X— XX MEDLINE %065 0 A @A A - 7F

MliLERIL7ZH D (M Global Health & Medicine 2021 Volume 3 Issue 3 Pages 175-179)

(1) L. A. Magee et al.The safety of calcium channel blockers in human pregnancy: a prospective,
multicenter cohort study,American Journal of Obstetrics & Gynecology,1996;174,3,823-8

SE R e I

BRLETES Ca FEPUHKIREE 78 Bl 81 4R, AKIRE T 78 B0 5 5 44%

B2 HFE T AV, A XY ZAD 6 SO TEMEWERFRY— b AT &

DA & 2 — MIFSE (1985-94 A8

PERES 1 = HC Ca EHIERICIRER D & - 72 78 NP4 8k LIk

AT DOV TR L7z, 73%I355 1 = B0 HOIRFE T, 19%I34E

Wik A 08 U CE L Tue,

REFERAEFRIZOWTIL, CafhHiZEngRF o Tix 3.0% (2/66 i :

66 P ITEEBISE L D 2 Bl &G Te) . WEim O L BRI T~ v F

7 LT AT TR ~DFEREES] Cef ) DR TIX 0% (0/72 1) T

bV, AEETRDONR T,
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(2) H. T. Sorensen et al. The risk of limb deficiencies and other congenital abnormalities in children

exposed in utero

Scandinavica,2001;80:397-401

to calcium channel blockers, Acta Obstetricia et Gynecologica

ﬁ%ﬁ}%’\

e I

At B

Cafipi D HIX, T REFBDH 5 r— A 22,865 D 9+ 586 i,
ERFOIVWa L ha— L 38,151 fHld 5 5 907 i, KL OFLE
72 L,

B

NTV—=DEFZL VA MY ZHWAERF O Ca #HEHI3ENRE 17 O
SERH, FRCEMER (7> b)) TU R LR ORRBERER S
7o VU ELH & DB A RRAIE L 72 JiE 1] 6f BT 4T

JEBNIERIEF LU A R Y ICEGR ST 22,865 I CZ D9 % 586 4
TR Ca FEHUSRRE N H - 7=, WFRITMER], FEMREE. wEio
R Z~ > F 72 38,151 BT, Z D 9 H 907 il TEEARHIZ Ca
PUERIREE N B o 77,

Ca P DIEYR 2-3 » A TORGEMEMGIL, R 25007
DHE L LEEEZFRD o T2 (UEREIZOWT %4 v Xk (a
OR) 1.4 (95%Cl 0.2-10.0)),

(3) Weber-Schoendorfer et al. The safety of calcium channel blockers during pregnancy: a prospective,
multicenter, observational study,Reproductive Toxicology,2008;26:24-30

S e L
EARLAES Ca PSR T 299 IR, AIK 76 i
RS RN O S T B A ot — & A K % S ffaak Al & = — MRS

(1986-2003 HE%54%)

IEHRE 1 =T Ca FEPUSRICHRTE L7-RE (299 MHHR) LA MED
&b HWVE I VREE waﬁwﬁ%ﬁ(WG%%) IZBWT, KAFITg
Ff5 T 35%, FEIRE fiJf 1.9%CH Y. aOR 2.27 (95%CI 0.90-5.69)
ThHoln, AERETIRD LNRhoTz, Ca FEHEHKBEBEHEDO S D
x%m%ﬁbt&ﬁmmﬁm&m\éM&%wEmibnmmm@
2 HRAFIT 26 (3.9%) Thoiz,

(4) Lennetal et al. Maternal use of antihypertensive drugs in early pregnancy and delivery outcome,
notably the presence of congenital heart defects in the infants. Eur J Clin Pharmacol. 2009

Jun;65(6):615-25.

KGR e L
A 51 2 Ca FEPIER AR T 343 f51], A3K 53 4
g Ay 2—T U OMAELVI A N T —Z_X—2 % Hu iz ak— M,

ﬁ%@%ﬂ%Eﬂ%ﬁ%bk%ﬁMB@%%@%K%ELKJ%%
P A G TREREAROME I X v DA 1L aOR 2.59 (95%CI 1.92-
351) LU R OEMERDTA, Ca fEHE O EMME AR S & |
DE AT 3217 TH Y . FHXHERE (RR) 1.15 (95%Cl0.24-
3.35) Th-oT.
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(5) Zarante et al. Impact and risk factors of craniofacial malformations in a Colombian population. Int J
Pediatr Otorhinolaryngol 73(10):1434-1437, 2009.

RERIR R e I

FEAm %R ARIEOMFHIL, HEBHE A OH D7 —A 36LHFIDH 6 13 fil, XK
DR ba— 719 D 5L IBIEEND,

R anm BT ORERIKR I, B EAEIC OV T, ARIEOMHGIE

r—2ADHH 133614, 2> Fr—LDHH YT BITH Y A v Xt
(OR) 2.88 (95% Cl 1.22-6.79) & [ & 8.6 7=,

(6) R. L. Davis, et al. Risks of congenital malformations and perinatal events among infants exposed to

calcium channel and beta-blockers during pregnancy.Pharmacoepidemiology & Drug

Safety.2011:20;138-45.

RE SR e ML

BRI TR Ca fHPLE A ALTT STz 804 il 0D 5 HAEHRTS 1 = -HIZHEHE L 365 H
PRI 2218 > 72 40 fil, REAIA OFSHR L,

RS T AU A D 5 DDOLRBRGEERNE WA R L2 bFE, AR B E AT T

WaAATF S, WE o, HEETE RS NTIEF DK\ & ak— b
98, 1996-2000 FXAcfk, ARURE 1 = FHiIC Ca #EHAIREOH - 7=
40 N & PER 365 H 7 ru— L7z,
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(7) X. Jais et al.Pregnancy outcomes in pulmonary arterial hypertension in the modern management era,
European Respiratory Journal,2012;40:881-5,
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(8) C. \Vasilakis-Scaramozza et al.Antihypertensive drugs and the risk of congenital
anomalies,2013,Pharmacotherapy:The  Journal of  Human  Pharmacology &  Drug
Therapy,2013;33:476-82.
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(9) M. Csaky-Szunyogh et al .Maternal hypertension with nifedipine treatment associated with a higher
risk for right-sided obstructive defects of the heart: a population-based case-control study ,Heart Asia,

2014:6;3-7.
/) e IfiL
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LEE A DT,

(10) M. M. H. J. Van Gelder et al. Maternal hypertensive disorders, antihypertensive medication use,
and the risk of birth defects: A case-control study, BJOG: An International Journal of Obstetrics and
Gynaecology,2015;122:1002-1009
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(11) Vermes G et al.Maternal factors in the origin of isolated oesophageal atresia: A population-based
case-control study.Birth Defects Res A Clin Mol Teratol. 2015 Sep;103(9):804-13.
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10.1 FeERE DRI (&A1)

ORI FH —RINIKIL, AT VRN (TR AY M), IFxXFZa— (FZ0F—h), =
TxVEY (THT— b R 20LE), B R TYY (TTLY Y LRE) v
WD,

WBATA T4y ERERSLERS

(6) Brown MA et al. Hypertensive Disorders of Pregnancy. ISSHP Classification, Diagnosis, and
Management Recommendations for International Practice. Hypertension. 2018 Jul;72(1):24-43.
doi: 10.1161/HYPERTENSIONAHA.117.10803. Review. No abstract available. PMID:
29899139

Section 4. Management Principles for the Hypertensive Disorders of Pregnancy

Chronic Essential Hypertension

Acceptable initial antihypertensives include labetalol, oxprenolol, methyldopa, nifedipine, diltiazem;
prazosin and hydralazine are usually used as second or third line agents.

WHNTA K74~ KEERBARFES

(7) ACOG Practice Bulletin No. 203: Chronic Hypertension in Pregnancy.
Committee on Practice Bulletins- Obstetrics. Obstet and Gynecol. 2019 Jan;133(1):e26-e50. doi:
10.1097/A0G.0000000000003020. PMID: 30575676

Clinical Considerations and Recommendations

»What treatments should be used for pregnant women with chronic hypertension, and what are the
goals of treatment?

Control of Chronic Hypertension

For chronic maintenance treatment, the oral agents listed in Table 2 can be considered alone or in
combination. The table lists the most commonly used medications in pregnancy and is not meant to
be comprehensive. For the long-term treatment of pregnant women who require pharmacologic
therapy, labetalol or_nifedipine are reasonable options and are recommended above all other
antihypertensive drugs.

Clinical Considerations and Recommendations

» What considerations are important for pregnancy counsein in patients with chronic
hypertension?

The medication review should place special emphasis on agents to be avoided, in particular
angiotensinconverting enzyme inhibitors and angiotensin receptor blockers.

Background

Effects of Chronic Hypertension on Pregnancy

Fetal risks

Limited evidence is emerging that patients with chronic hypertension may be at higher risk of fetal
congenital malformations. In a systematic review of 16 observational studies, a higher relative risk of
congenital heart disease of 1.4 (95% ClI, 1.221.7) and 2.0 (95% CI, 1.522.7) was found among the
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offspring of women with both untreated and treated chronic hypertension, respectively. The specific
mechanism involved is unclear, but it does not appear to be simply because of a teratogenic effect
from medication. The authors of a case— control study based on registry data confirmed the above
findings supporting the hypothesis that physiological changes early in pregnancy among women with
chronic hypertension may play a role in the etiology of cardiac septal defects, hypospadias, and
esophageal atresia.

Table 2. Common Oral Antihypertensive Agents in Pregnancy

Drug Dosage Comments

Labetalol 200-2,400 ma/d orally in two to three
divided doses. Commonly initiated at

100-200 mg twice daily

Nifedipine
preparation. Commonly initiated at 30-60
mg once daily (extended-release)

30-120 ma/d orally of an extended-release

Potential bronchoconstrictive effects.
Avoid in women with asthma, preexisting
myocardial disease, decompensated cardiac
function, and heart block and bradycardia.
Do not use sublingual form.

Immediate-release formulation should
generally be reserved for control of severe,

acutely elevated blood pressures in
hospitalized patients. Should be avoided in
tachycardia.

Satety data up to 7 years of age in offspring.
May not be as effective as other
medications, especially in control of severe
hypertension. Use limited by side effect
profile (sedation, depression, dizziness).

Methyldopa 500-3,000 mg/d orally in two to four
divided doses. Commaonly initiated at 250

mg twice or three times daily

Hydrochlorothiazide 12.5-50 mg daily Second-line or third-line agent

Box 1. Risks of Chronic Hypertension in Pregnancy

Maternal Fetal and Neonatal
« Death » Stillbirth or perinatal death
» Stroke « Growth restriction

« Preterm birth
« Congenital anomalies (eg, heart defects, hypospadias, esophageal atresia)

« Pulmonary edema

« Renal insufficiency and failure
» Myocardial infarction

+ Preeclampsia

» Placental abruption

» Cesarean delivery

« Pastpartum hemaorrhage

« Gestational diabetes

WHNTA K74 KERRGFES - KELBHS - KERLEZES
(8) Whelton PK et al. 2017 ACC/AHA/AAPA/ABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA
Guideline for the Prevention, Detection, Evaluation, and Management of High Blood Pressure in
Adults. A Report of the American College of Cardiology/American Heart Association Task Force
on Clinical Practice Guidelines. Circulation. 2018; Oct 23;138(17):e426-e483. doi:
10.1161/CIR.0000000000000597.
10.2.2 Pregnancy
Recommendations for Treatment of Hypertension in Pregnancy
1. Women with hypertension who become pregnant, or are planning to become pregnant, should be
transitioned to methyldopa, nifedipine, and/or labetalol during pregnancy.
2. Women with hypertension who become pregnant should not be treated with ACE inhibitors, ARBs,
or direct renin inhibitors.

WHTA R4 BRNELEFRS - BRINOBRES

(9) Williams B et al. 2018 ESC/ESH Guidelines for the management of arterial hypertension. Eur Heart J
. 2018 Sep 1;39(33):3021-3104. doi: 10.1093/eurheartj/ehy339

8.9Women, pregnancy, oral contraception, and hormonereplacement therapy
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8.9.1 Hypertension and pregnancy

Women with pre-existing hypertension may continue their current antihypertensive medication, but ACE
inhibitors, ARBs, and direct renin inhibitors are contraindicated due to adverse foetal and neonatal
outcomes. Methyldopa, labetalol, and CCBs are the drugs of choice.

WwHNTA T4
HEREZS  National Collaborating Centre for Women’s and Children’s Health, Royal College of
Obstetricians and Gynaecologists, British and Irish Hypertension Society
(10) Hypertension in pregnancy: diagnosis and management (2019) NICE guideline CG107. National
Institute for Health and Care Excellence
1.3 Management of pregnancy with chronic hypertension
Pre-pregnancy advice
1.3.1 Offer women with chronic hypertension referral to a specialist in hypertensive disorders of pregnancy
to discuss the risks and benefits of treatment. [2010, amended 2019]
1.3.2 Advise women who take angiotensin-converting enzyme (ACE) inhibitors and angiotensin Il
receptor blockers (ARBS):
that there is an increased risk of congenital abnormalities if these drugs are taken during pregnancy
+ to discuss other antihypertensive treatment with the healthcare professional responsible for
managing their hypertension, if they are planning pregnancy.
- to discuss alternative treatment with the healthcare professional responsible for managing their
condition, if ACE inhibitors or ARBs are being taken for other conditions such as renal disease.
[2010, amended 2019]

Treatment of chronic hypertension
1.3.10 Consider labetalol to treat chronic hypertension in pregnant women. Consider nifedipine[3] for
women in whom labetalol is not suitable, or methyldopa if both labetalol and nifedipine[3] are not
suitable. Base the choice on any pre-existing treatment, side-effect profiles, risks (including fetal
effects) and the woman's preference. [2019]
[3] At the time of publication (June 2019), some brands of nifedipine were specifically contraindicated
during pregnancy by the manufacturer in its summary of product characteristics. Refer to the
individual summaries of product characteristics for each preparation of nifedipine for further details.

BANDOHA RTA~ AT TERBARFES - VT RMLEFES

(11) Butalia Set al, Hypertension Canada's 2018 Guidelines for the Management of Hypertension in
Pregnancy. Can J Cardiol. 2018 May;34(5):526-531. doi: 10.1016/j.cjca.2018.02.021. Epub 2018 Mar
1. PMID: 29731014

Hypertension Canada’s 2018 Guidelines: Management of Hypertension in Pregnancy
I Management of nonsevere hypertension (BP 140-159/90-109 mm Hg) in pregnancy
Guidelines
2. A. Initial antihypertensive therapy should be monotherapy from the following first-line drugs:

oral labetalol, oral methyldopa, long-acting oral nifedipine, or other oral b-blockers (acebutolol,

metoprolol, pindolol, and propranolol) (Grade C).
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Table 2. Antihypertensive medications commonly used in pregnancy

First-line Second-line oral Medications
oral drugs (Grade C) drugs (Grade D) to avoid
Labetalol Clonidine ACEi* (Grade C)
Methyldopa Hydralazine ARBs* (Grade D)
Long-acting oral nifedipine Thiazide diuretics

Other belockcrs (acebutolol,
metoprolol, pindolol, and

propranolol)

ACEL, angiotensin-converting enzyme inhibitors; ARBs, angiotensin
receptor blockers.

*Fetotoxicity of renal system.

WBANDOHA RSGA Yy F—RAFFVT - =a—P—5 FEEEES
Society of Obstetric Medicine of Australia and New Zealand

(12) Lowe SA et al. SOMANZ guidelines for the management of hypertensive disorders of pregnancy 2014.
Aust N Z J Obstet Gynaecol. 2015 Oct;55(5):e1-29. doi: 10.1111/aj0.12399. Epub 2015 Sep 28. Review.
PMID: 26412014

9. Chronic hypertension in pregnancy

Antihypertensive therapy

First line drugs include methyldopa, labetalol and oxprenolol (55-57). Second line agents are hydralazine,
nifedipine and prazosin (58-61). These same agents may be used for treating gestational or chronic
hypertension.

Table 5. Guidelines for selecting antihypertensive drug treatment in pregnancy

Drug Dose Action Contraindications | Practise Points

Methyvl 250-750mg Central Depression Slow onset of action over 24
dopa tds hours, dry mouth, sedation

depression. blurred vision

Clomdine 75-300pug tds Withdrawal effects: rebound
| | | | | hypertension
Labetalol 100-400mg P Blocker with | Asthma, chronic Bradycardia, bronchospasm
q8h mild alpha arways limitation | headache, nausea, scalp
vasodilator tingling (labetalol only) which
effect usually resolves within 24
hours
Oxprenolol | 20-160 mg B Blocker with
qsh INirnsic

sympathomim
elic activaty

Nifedipine | 20mg -60 mg | Ca channel Aortic stenosts Severe headache in first 24
slow release Antagomst hours
bd Flushing, tachycardia

penpheral oedema
constipation

Prazosmn 05-5mgq8h | ., blocker Orthostatic
hypotension
especially after first
. . . . d.“‘-
Hydralazine | 25-50 mg q8h | Vasodilator Flushing. headache. nausea

| lupus-like syndrome
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<avbha— L UERTRETHRONELRDIZI-0, EREHIMICI O TRk 22 e = >
FE—=ANROHND LIRS TETWND,
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OEAEZ RS LTESA 3B B ER RS O B8 SN BB DT TEAEH 27D &
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VCoHFX) ZAVEEERRRICB O CE o 1 BEKREEEDOR 20 FI2HY%42 10
mg/kg/day O M & TIIMFE M IR OTERERFEFITRBD beho7c 2 & o, mifEmR
7 v M RWTZRER T, ASE 25 mglkg/day &5 L C b IR M7 B O T8 VAR E O
PR RN D, BILEORM T THW SN AEEFEHAOSMT (o
WA EAR T 2 2 S22k 2B\ TCiE, EE MEBRER A L X O e fdwm e
TERSER BT D Z L1135 2 #u,

@ BN O R — B AL D, IEIRES 1 =812 Ca F5H13K 299 ] (OR3K 76 i) (ThE
B LT bm A st ge & L7zaim & 24— MIFZE 3) I W T, RAFBDOFAEY A 712DV TH]
L ORBEEIIRENRD >, ZOMIZE 40-300 BIEBL OB IO/ O - K - Tz
DUEFTMEIG IR — B AT L D, ARIREE 1 = IT Ca 55138 78 5] (A% 34 ) (THREE L7
i xtg & Lchiim& ah— M), AV —FT P OHAL TR M) F—F2X—2 K
ZHIH L7852 4) (Ca f5PT3K 343 B, ASK 53 ). 1 U 2D General Practice Research
Database # %] L72#F%E 8) (Ca#5H13K 55 f5i) TlE, L REFEORAEY A7 BRI -
Too —Ji. T AV BRBGEREHRAEFIH L2058 (Ca+bbidk 40 f5) 6) Tl w2ED%
BRI EH TRV OO, EEEICERE L OBEN RSN, N T —DEF LT A
N U Z W EFIRHRAFSE 2) 11) Tid, B FEBRCH LTI E T 2 U ORGSR I
WAFMALIHZE 6) TY AN ERT S Z EAVRENT EEIMEEHE & OB#EIC W T
BAEL=M, D 2R DERIIE O o, N AV —DEFL VA N &R0
T=IE BRI RRFZE T OB ORAE - ZEIRA L OBEIZ OV TERD - L OWEE 9) N5, 5
BRI OBREEZ SR E L TR, aa B 7 THbN-EEEE A 361 6 & xR 719
) 2 AT U 7 et FRAFSE 5) Cld, AFINEREERE CRARNEEGICRD Z EBRINTn, #F
FOIL AEKIREIEHSINHIEELTHY  ZORRIFZBEICL D BDEBLEL TS,
F7o, AEOBBIEFI AT SN TORY, ZOMIS, K« IITIT - 725 K 4% 5568 i & it
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sk FEAREEREE (SHEIA T O BHD

T B o JF B BE 2 (Child-Pugh 20 JHA 8 B1) L id b B o JiF bR ik
[% % (Child-Pugh% B 8#l) 0H 5B HIC=7 = V¥ YGITSHE
(Gastrolntestinal Therapeutic System, RFZE/AIIE) 30mgd 1 >~
FHNE Y YLUFEFI gk OFASE(EPRAR) & Wl
HLAEE BEBRALRRT=72VEYDAUCRZERER
93%, 253% 5L, CmaxldZhZN64%, 171% LA L7,

W ERIRRRAE

CHEERILERBRE FO T, BE691H1IZDo W TEE S N7z KRR

BOBEZIRDEBY THBHY.

® S AE ¢ ATEYE 5 ML SE TIE5738H50165187.4%, B & IfiL -
JETIX6THIHS7HIS1% DAEREEZR LTS, /2
CZIHERILERBICE Y SR LN TV,

o fk s JE : FHIHRIOPLIET= 7 = V¥ Y Dk H 7LV H %
IR L L ZEERILEGRBRIC X D A HESRO Hh
TWwWh.

W EREE

=7 = V¥ I OB E I T D B Cad ML P KO0

LN AN OFEA Z 806 L C, il 23 5 & & H IR

FIKPLZ WA 8, HRIEER & OBBREERNT v 208

HEdH5b¥.

©® LB HIEIIR DIEHRIC X 0 AR AP Z WD 88, BENOH
BTN ZH 50T, ILAERAMNZRR L TOBEZ
%ET 5.

© 55 L % FHe IR U CuEsR 2 B3 2 & & b ISR AT
OFERRAEL, FloOEMEFRHE2IHTL LD, LFhE
ML~ DB B % BIN$ 5.

O ATP, CPER I AN =Y VBLEWOHBZWHITLZLICE
D, RO ANVF =T 2% %EL, KEBEFZRBITT Stk
PR,

—3— 56



© L OMBLNCal BT X 2 BIIRBEADCalk R 7 71—
2 PEBWRATEA L 25 o 3 S OV e P v ML A Ak ) A2 D itk
=T 5.

1.MEICRIETIER
© ATEME B A K OB s I i R 1 LB 1l 20mg 2 1 1 2

[, 9~23» H ¥ HE K o BRI BMm L TRO%S- L
72354, MR ) B O 3R 00 ML o 394l 13 $ 5. 51173.6/107.5
mmHg & 0 $¢5-% 2 8 H1213145.3/88.3nmHg, 4 38 H 2131274/
82.0mmHg & AT ML, BRI HZ Y BAFARINE 2 My
5.

© ML EE B E21 B2 1 M20mg% 1 A 2 BFROHE L2g4a, 1
H 8 1] o> I 0 5 Al O BEHEAR 7 & MLE H R 2 S & 72 IiLE
HNZBDOKRE SIIFAROZLE RIZET, 1 HOMEHW
BHONT — 2 KEBRENZE RITE R,

2.0 - 2B MITHREICRIT T ER
R BRI RAC 5 ug/ kg% BRIRINEX G- L 7= F28R L, 6 5- 3 12121
SEBMEAF AT U, ABRKEBHEED LA-% P 95 O
RO & ERMMFELOBD DA LN L. KSR E R
DHBUIZALE T, - AR IIIEEOREBIIRD SR,

3. BEBICRIFTIER
© RIS IR N 5 U 22 28R T, RO I B 2 b < &

LAERERIXI~5ug/kgT, Sug/kgDEy, Wil &2 1212100
%IEMT 5. F72300ug/kg% R G Lz 8fs, Rt it
BH5100 %2 HWMLIZ U, 1EHIZ 2 B BT 57,

O FHEAIZ1 H60mgZ 4 ~5 » HMd S5 Lo kIS L7
EETIE, AEEIIRET T ORE 1 EMZICBT L0
TEEIRE LD SREBRBIE O, NEOKESEHITHZIC
5ET 5.

4. 0BIRINVF-—RKBRUVBREEEICRIZTIEAR
O FRIBRINRAZ, 3, 10ug/kg% BRIRIIPE G- L 728 Ci, D8

FIEE A BT, SEYBIIRIE X F 2110, 20, 31% T L,
[ R I O R E8, 20, 30% AT 5.

O XKW 2mg/kgZ 1 H2M, 4 ~5 HMH O LR TG L%
DML TIX, EBBIRFE AR X 590757 o 6 LI K OF R I 74
30 I D FREFIFICA SN HBALK Y V BALREDIKT & .08
AL b v FY 7HOCagBORMAIH EShE, 2R
B ORI O T ROV F—1) YBILAW (ATP, CP) 2%
Hashaz,

5.M% - BRI RIFTIER
® FILE HARTERES v b (At 4 38#5) 12 1 H50~150mg/kg% 5 #

H RIS U 22 BTl R BIIR B OV [ BB IR BE D Ca o> 12
HEM Monckeberg W BIIRIEALSE) A T ISR X h 5™,

O Dahl & ZEEMES v M2 8 %NaClZHAM L, =72V
>300ppm#% 6 FEFEOPE L2 EETIZ, LDIEOMEK B L,
B, BB OBIRIC T B NI O EE L RRHEESE O F A %
W35 EEHITBEHTLY.

6. ZDDER
® [/]\iR

FRIEERAIC 1 53125 0 dug/kg % ERIRPINC Fifid% 5. L - BT,
W RBRENRICHEA L 2R Y 7 b7 7 vk axF L > A TS
TOMInkEk B RIM/MEO L5 K OIVMIESE BB A IR
T5aY.

O EERE
JRR I B R L R M 5 B % 100 % B h 3 2 JH R D3 ug/kgh 510
ug/kgZ HRPE G L7232 T, in sitw g B S {58130
ENTLLABREMRMET 5. 30ug/kgE THET 5 & R IER
MEESEERDBEASHIZE D ICEET 525, FAENK
20, 0IVPDILEEICEET), ALMEEZRIFTE RV,

B B3RS (CRT SIRERIAR

Mt

— e,
fesr -

i oW
SR
21 =
oK

,C N CH,
H3C’0 o‘cn3
o o

NO,

1 =7 = V¥ ¥ (Nifedipine) JAN (Nifedipine INN)
Dimethyl 2,6-dimethyl-4-(2-nitrophenyl)-1,4-
dihydropyridine-3,5-dicarboxylate
C17HISN206
346.33
172~175C
AT R OO/ MEOR KT, TBVWRUTRIZ W,
KME7E Py XiZyzauxry JIiZEFRedL, x5
—, T % J—)V(95) LIZHERE (100) 12 R ReiEmiFicl <,
VIF NI —FVZETIZL, KiTIZEALEBET RV
AT > TELT 5.

%

me
se Al

10mg PTP@W# 1005 (105E x 10), 5008 (105E % 50)

700%E (14%¢ x 50)

NTABE 100058
20mg PTPE 100%% (105E x 10), 500%% (105¢ % 50)

7008 (14%€ x 50)

NTAEE 100088

W EE30R
D ERHE AL © 254 VSRR R (S Bh ] (1983)
2)Duhm, B. et al. : Arzneim. -Forsch./Drug Res., 22(1),
42(1972)
3)Duhm, B. et al. : N4 TOVEEMINERLT v MBI 23k
1(1971)
4) BB - B & AFZE, 61(4), 261(1984)
5) FAS 5 B ¢ TSR & FZE, 60(6), 309 (1983)
6) M APE « HFE L hHE 11(9), 393(1983)
7)Hayase, S. et al. : Jpn. Circulation J, 35(8), 903(1971)
) AEAE M+ L, 3(11), 1294 (1971)
9)Kanazawa, T. et al. : Arzneim. -Forsch./Drug Res., 24(9),
1267(1974)
10) Vater, W. : In Proceedings, 2nd International Adalat®
Symposium, p.77 (1975)
11)Nayler, W. G. et al. : Am. J. Cardiol, 46, 242(1980)
12) Fleckenstein, A. et al. : In Proceedings, 5th International
Adalat® Symposium, p.36(1983)
13)Kazda, S. et al. : In Proceedings, 5th International Adalat®
Symposium, p.133(1983)
14)Pumphrey, C. W. et al. : Am. J. Cardiol, 51(3), 591 (1983)
15) Taira, N. et al. : In Proceedings, 2nd International Adalat®
Symposium, p.40(1975)

W SHREER ST
FEHICFEROHHNEFHCOE T LTH FRICTHKRT W
WA ZVEEAREEM - AFA INAL VT3 A=Y gy
T530-0001 KB ACXHEH =] H4% 95

B\ TIERREZEROSHEVEDEE
A TV R S AE - <3 D Ml 80120-106-398

wisiRss INTITILE RS
AETIEXEH_TH4EIS



%k 20164E10A4ET (55 150R)
** 20134 6 BikE]
B A EE [EEHIC
32
fEFHARR : SHEICRT

B 2
UVSE JES-Hn

BAYER

FEM Cal Al (BILE - JeD A %)
. NV - |~CR E10mg
7"_ |~CRﬁE20mg
¥"'5=kCR:240mg

Adalat=CR10/Adalat>CR20 /Adalat>CR40

[ HARE R 872171
10mg 21000AMZ00571
20mg 21000AMZ00572
40mg 21000AMZ00573
10mg 19984 6 H
20mg 19984F 6 A
40mg 19984F 6 H
10mg 19984 6 H
20mg 19984F 6 A
40mg 19984F 6 H
10mg 20084E10 /]
20mg 20084E10H
40mg 2008410 H

K
i

R

BE

U

3
bl

(Z7 T IYEVRBSER)

I o

T
i

Ei

D5

B ERROBZIEHG LR L)

(DARF DK xt LB BAE DB RO H 5 ME

(2)4T Jat AT AR 2038 e ) G IR LT 2 WEEtE 0 H 2 it
N, Pk, BZAWE~ORYL | OFHBM]]

G EEY 3 v 7 0 BELIEAR T2 & 0 ERSEALT 2
BEThyd 5. ]

W fERE - K
Wiz, 7% 5—bMCREE | 7% 55— FCREE | 7% F— bCREE
- 10mg 20mg 40mg
1, HR=| 18, HR=| 18, HR=
Wi | 72V V10ng | 72 V¥ ¥20mg | 7 = V¥ Y40mng
X X a8
vrfefFryrroerenru—x, A57Y VST
Ay A, ZTRLE:, TYEZFTAFAMRASY
wmn Yi—tbaRYy=x—, e70xu—X, ¥70d—
V4000, FEfbF% >~
FUBR AN Z D2 55 FLBE K FN 9
WRIRBDT7 4 | FREaD7 4V | RO T 4
m-HE |(vaia—F4 v | haA—F4 T | VAT —F 4V
7 7
e | DS
5% (mm) 71 81
JE X (mm) 55 4.3 5.0
H X (ng) 312 151 237
W 08¢ - R
© SIMLERE, BFILRME MU, A i S
O PRIME, FEIPLE
HRx-BE
* @ ZIMESE :

BE, BMAICIE= 72V ELT20~40ng% 1 H 1 l#%
#5945, 72721, 1H10~20mgk W #%5-Z2HkL, 23
WIS Uik ET 5. &8, 1 H40ngTHEREA TS 25E
121k, 1M40mgl H 2 F THETE 5.

o FXREMBSMARE, BFMEMSIMEE :

BH, AR 72V ELT20~40ng% 1 H 1 %
%535, 72721,
W Uik a5 5.
O SROE, EEEE ¢
EE, RAIZ= 72V e LT40ngZ 1 H 1 FIFEOHS:
T5. 7B, RIS CHEEINKT 25, kESHRIZ1IHL
[Bl60mg & 9 5.

1 H10~20mg & Y #e5-Z2 Bk L, S%

B ERALDER

1EERE(ROBZICIMECKETSZE)

(DREIRFIRAE, MO D L BH, HSWEDD %
B AR X ) BEELMTHEOELZHL B
FhDH 5. ]

(2B EICIE R BE [HICMEPE T T8 d
5%.]

(3)1L 7 328 AT 8¢ 3 W D 9 BRI ¥ 2 92 % £ 9 T I SR (G
BMEMETT2B8E013H 5. ]

(4R BRABERTE O D 2 BE (B2 BESIC L 0 Bk
PEALTBBEND DL, ([RYBREIDOESHR) ]

GIEELRITREREDD 5 B MAFRENER TS L8
H5bH. FLMREPEATEBENDDH 5. ]
(6)9 o ML O AE IS E O/ IR IERERL E) 0 H 5 BH
A EPEALT 2BEhdH 5. ]

(TEE [ EiE oS J0ES R

2.EELERNEE

(DA Ny ZEERRIOREG 2210 L7z &, ERPE
LR HE SN TWADT, AROKELET B15

BRBRAICHREL, BEzATI L. TLBERCE
fiofRz LIREZPILL WX ) ITEE TS &,

QFNBECMERTZRIL, ¥av ZiERe—E%
DOFWREE WHEEXDOLDLNLEIERDHILDT, Z0D
I A CREEEPILL, #WRLEZIT) L.
GREEAHICESLC DT VENHLDLNLZ LD HLHDT,
FEYE, BEEOMBESGRE LS BN E BET 55
CREEEEsZ L.
3. fHE/EH
AFNFFNZF b 7 7 — 2P-450 3A4(CYP3A4) 12 X DACH &
nas.

HREEWHRICEETAZL)
HERZE BRERIEIR - HEEFE | #F - BREF
feoRER | AEICIEAR TV % 5 | 3 B0 42 1Y 2 4
VeV, |BTH2E0H5. - AR
AF N F | BEOREBZERERIB | XAb0LE 2
A, 7| BL, BEOMEMK T | 5hTw2D
3\/‘:/ y:{ﬁl %ﬂb%h?’:%/ﬁ\, 2"(%']1
I i A BRI &2 A L
- Wk % % Lty 7
WLE 24T

) ER— RSO L) g 22 &



R &E

BRERAER - BB &

#r - ERET

B WA
77/ a—
v, Tk7
Fu—iE
Wi, 7 u
77 u—
P

MHEVEH 2 WM 5 2
LD 5.

BEORBEZEERERB
2L, HEOMEMKT R
DAEEDREIRHFED &
N7=fr, AFZ p %
Wil 2 wlam s L < iddik
?é&&ﬁ@&%ﬁ%ﬁ
i

Y 2 M
- RIS
rrdnt#Ez
LNTW5,

vaxv v

TITF YV OMHPEEEAS
FRTAEZ LD S.

VIF Yy EEIRGE
O - WEH:, UFEgE, HaER
H, PNERS) 2D 5
n=3a, ERCR LY
T VOHEE R
ARAOR G 2HET 5
T &Y R 2T .

B i3 se4aicix
R Eh T
was, YaFy
v O K OEA
IVT T VAN
BLT B2k
26N TWn5,

VRAFTY

AF o I v A% E A
L, fERHmENSGC
LD 5.
BEOREEZFEFRIBE
21, BEOMTERT R
IR SS OIERAED
T8y, AH & o g
VAF VoG R
?é&aﬁw&%ﬁ%ﬁ
9.

VAF I UBIF
Mt 2 KT &
&, ARHDOH 3
279V —ALTD
T A 2 S0
$5—h5T, H
BEIT S ¢,
ARH DWLIR % 18
mEgsi-nt
EZHNTW5,

INVFTEL

AFH) o AfiL v 3 BE 2% L A
L, {2 Hmsha
VB 5.

BEHEOREZ IR B
2L, MWEO M
DRERDED b7
&, A2 EERIOE TV
FTELDOEG EHIET
% 7 &) 7 ML & AT
3

SR O R
IAHTDH 5
B, INVFTE
2 DSARK O AR
#HFrruo—2
P-4508 % %) KX
wEREHEL, 7
VT 5V A R
TEEL-0E
Ez2oHhTWn5,

MIT Y=V R
PLEEH]
4 +7ar
V=, 7
VaF ) —
L&

A FH o M v R AY B 5
L, fEf»HmEns
LD 5.
BEOREEEERLBE
#1L, HEOMTRT R
S ORERIED S
T8, ARH 2 RE
MY T V=V RILERA
Y 2=t | s R s ]
Y)W % 4T 9 .

SR E O R
IIAHTH %25,
MY TV—=LVER
PUE W A HSAH
DN (F 1+~
a7 — A P-4500%
FR) Kb &
WL, Z2Vrs
VARKTSHE
LizbEEZD
nTws.

Kk

V77 vEY Y
A= N Ve
AN EE v

ARFH A% L i R 23S
LY, TEHPRIST %
ZENDHSD.
BEORBEZITEERIB
821, MEEFRHOE
S D BALSE DAEIRATFR
»oNLgE, WHEI~D
EHIXIZYV 77 vEY
v, Jxz=FL T, A
NI LYy oPh 2k
?é&&ﬁ%&%ﬁ%ﬁ
9.

V77T,
2 =N N
AN LY
WCEhFHESN
7= IFSEWp AR S
F(Fbru—a
P-450) 254H#] @
1z AR L,
IIVT I VAR
EREEED
tEZzZohTw
5.

EHBE

BRERAERR - EEHE

#r - ERET

Frmal) LR

¥ 7 a) AADI AL
BEATLZ DS,
BEOREEZEFRIME
21, ERREESORE
WARD SN E, ¥
7 aY) AADNR%E R
EARA RS 2 kg
% 7 L) e ALE % AT
J.

SEBT O R
BAWTDH 5
B, KHED S 2
o) A RO
#(Frra—2
P-4508 % %) KK
LEREL, 7
V7TV ARK
TEEL-DE
25N TV5.

YIURARY Y

HAREDLRD S b
W OHERD S.
BEOREEEERLB
2L, HAMEED S
ni=d, RHIEY 2
2 2Ry v O¥E5 E )k
3% 7 &Y R LE & AT
3

SEBRT O R
IATH 593,
Wi ORI %
EHICE B b D
tEzzohTnw
5.

HIVZwu 57

— B RHEA
HFFen,
Yy hFEN
&

AR OAUCH LA THC
EHFHING.

BHEONEZERRL B
FL, MEOIMEMRTS%
DREIR DT D H N7
o, AR R Y
WYY LB 2 AT ) .

SEHREE O FE
EAHTDH B
5, AFlEZh
5 DO IEHF O FFHAR
HEENFEL
(CYP3A4) THh
L7720, BAm
WHEBL, &H
DA AR E X
NAHWHEEYRD
htEzohT
w5,

FXT)RAF
Ve FNVEKT
JAF Y

AF 0 1 v i BE 7S E 5
L, fEH H® I DB
INDD 5.
BHEOIRNEZERRL B
ZL, MEOMEMRTS%
DREIRD T D H N7
o, AR LR Y
WYY LB ZAT ) .

FXTYVAF -
FIWVET) AF
A, CYP3A4
ZHEL, &H
DIIVT T VA
EPRT &S
HEEZLNT
w5,

W~ 7 42
v D RAI (3
UopailD)

3 B OO ML AR T R0 A A
{2EE R OWRA D b
N ehdsn. [k,
PE I, BEFLIR AN DT
DHZM]

BRI X Y BRI
FEH R MRz
MW A3 1
MENLEEZ
S5NTW5.

TV—T77)
—YVa—A

AF o I i B A% B A
L, TEl»HmaIhsc
LD 5.
BEORBEEERB
2L, MEOMFEMRTE
DIERPED 572
&, ARzRET IR E
B RUEEITY. Fiz
TL—=FIN—Y Va—
AL DK Z Lew
EIEETS.

FV—T7N—
VY — AT
TN DA,
CYP3A4% %
NS YD)
75 Y ARKT
SRHDLE
ZbNTWV5S,
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4. BIfER™

AR ERI o OV SRS R AR © 0 SR ASE 95, 745814163941 (11.1
%) VR (RO RE LD 2 &58) o oh, &
Ze BRI S TEG - BEER159%1 (2.8%), BAMMIAL - B3
TH13061(23%), EIFE7HHI(1.3%) TH -7z, (HHEAKT
1K)

40mg 1 H 1 [l TREERI A 155 70 AR 5 1L )£ 58 8 %
Z0240mgZ 1 H 1 H3Z 1 B 2 E#S L2 HE MR
BBV, 40mg 1 H 2 M358 TLX17761941661(9.0%)
2, 40mg1 H 1 [E$ 5 TR1758IH 1761 (9.7 %) (B
MBS 2 EOEEH S Sz, 40ng 1 H 2 %5 #
TOELRIVERE, B 3B (1.7%), 25 (1.1%) % T
Hot:. ZEEREBRBGIES DS H, ML T40ng
1 H 2 W35 0EMRS RBDOR G & &5 72120680 Tl3, #%
5. BB %528 T TI2218) (175%) ISR MR 2 &
RITEHI 2SR Sz, ERRIERIIE 7 4 (58%), il
261(1.7%), AIPLEA28(17%) % CTh-72. 72, 40mg
1 H1mE RNy ZEEGH DA O BEER OB 5 TR’
JERI A 05 7 A BBk 150 0 R % 05 1240mg 1 H 2 [l
FOREER L RS LR HES RBRICB W T,
2 5- oA 5208 F TL27260 02161 (29.2% ) V2 I AR AR Ak 5%
HEEURWERERD Stz 2R IHEIR 5 51(69%),
BPIE 3 61 (42%) % CTdh o 72. JHEE - HEO—#ZEH
FREBIE)

(MEX&EBIER (0.1% Kiii)

RO LS HRWEH D S5bhB I ddbsb. DX LR

TEM 23 Sbhhzaicid b 2k L, @2 uE %

19 2

1) KL AE (UM A% Rz 7§ %¢)

2) EFARIEKAE, M/IMRiED

3) Fr#gepE=®, #/E : AST(GOT), ALT(GPT), y-GTP
OLAEZES IFRRREREEND Sbh b 2 LA
HHOT, BIEE T, RESRDOLGE
S EpILL, @YRMEZITY L.

4) BEEE  fho=7 = V¥ VEHIT, MWEETICES —
BYOEBEENRD LML EDHLEDT, REIHR
wohlgacEEsEEPILL, B AREZT) &,

(2)Z D OEIER

UTDL) REEHD D Sbha12iE, RIS T

WY RMEEITH) &, KFORIEHIZO WIS %

ik sz k.

0.1~5% A 0.1% A

AST (GOT) £ &,
ALT (GPT) L&,
Y-GTPLER, AP
+H, LDHER

BUNLER

A KL, B,
DT, #IFL, B
%, MERT, &
SAVRILE, (RN
(TR, PATS)

i, T v,
8 B

I fik HE

JLT7F=_ LR

MaERE, SR, BUR,
FEAT, R

=®| ;]
b
| E

s RER s, MK, B,
AR, PO L OV,

RS, R

LIEERAE, POM, LK
APIE, Die, WU,

oAb AR -

W -, 5 b

BRI, sl

0.1~5% HKiwi 0.1 % =i

B E | RP, EE RARBEUE, %3, M
E7IE

B Jie HANEE

G = M 4E

1L i3 /R, i, 8
MmERR D

W d FROREREE, MK, S
i, 5P

z o M T LIE, SRR
(HHLF), WE, A
i, BASE, BYSEERE,
A4

EDREBBER, =7 = V¥V RFOKRER E TOHK
R (72721, AR O - RO — 8% HRGE
DGR FRER % B <) B OV H BRI A8 0 B RTSE (2 Jk

<.

5. amENDERSE

A TERICBEORIEZIHELLIZVEINTWS
(W FEEAEZ B BZNDH H) DT, HIMLEIED S
WA 2056 13 & (10ng/ H) 2 53 5- % BiG 3 5 7
EREOREZBIG L 2o HEIIHRGTHI L.

b, ENTERSNERRBEICENT, 66 LEoE
#iner T ORIVERIZ20661H 218112 A b7z, 7oL E o
FTOMMRBID 0D, 5 IN19610 9 © 4 BIZH]
e 23380 H 7.

IR, ER, RIBENOERS

(DI GEAR2058 R 35) IER L T 2 Wit o H B i@ A
WIS Lkwz . [BEBRICBVWT, #BaBERy
JEEFEE S S hTn 5. ]

(2HEHR20:8 LB DI 3 59 B BH4121E, R oA
Mt B2 &K SN EAICoAEEST 52
L. UERPOHRGICHET 2RI L Th 2w, ]
PGB L T, RITOMELNL F54 v SE28R LD
O, BMUIOBEOMERT LESRVE D, KR
HARBHI O AL L, ABEOREZ 53R L
TobhTkE59s2 b, 72, BAERKBEROTAEROR
B2 HCEE L, B0 MTEE T R BN O
THORENED ONZLGAITTHEY RN EZITH
L. RS A~OREFIB VT, BT T 5258
HIhTws. ]

BWEEE~ 7 4 ¥ 7 ZKFI DS 2 PR 5 2 A1,
MEHEZREBRSE=F Y7352 8. [BHHICED,
HE O M T o MR 2R E W DM AD Sbh s 2
LB 5. ]

(WRATORBANHEET LI L2, RL2ETHET
A EELE LS ®sZ . (BAFABT TS
EAHmEINTVWS, ]

JNREADERE

CHAEARER, BHiAR, 2L PRIGNBICHT 2%t
V. LT Wi,

SBERE

BfR EAER ¢ BRI GCHT 2 MWL v, ERRE
WIER & UCREDIE T 5535] & 2 Sh 2 hetss
bh. TR END D EIERIEBIET L5 DD 5.
o & AFo@YEREICE LTI, W, HisEE L
R, PR O R O35 % EOMIEREZAT ). b
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BINPIPERBEELE DT = 7 — 4T VRS, THo% L,

I BEIS UCHR, AV YT A0FHE, AR Ok

Bo7p ERINY 7 XFF - SHEREZATY . B, BAMNSA

BRROOT, WEIFIR, MBENT S EAF OB

FREEHHTREVWEEZONS.

9. BALNIEE

(VARAIEF : AFNZB 720, Bwizh, §028L%4DY
LaWwT, Z0oFI»IFIRASELZLE. [Eo7
0, HRBVZ) LTIRET S L, mphRE»EL &
D, B, HEEASEORIERPRIALL T ko0
D 5. ]

(2)ZHI3Z(F8F : PTPREOHEFNIPTP Y — 25 Y H
LTS5 L948E 352k, [PTPY— FO#EKICE
0, BOSMAIITERBEARA L, HICI3glz ik
CLCHEEHASOERLAIMELIRT 22 L%
HEIRTWS. ]

W FEi1)EhRE
TRAR - s
FERE R A 1220, 40mgZ MR 5 L7z & & ol R 2 bR
EOHBRIROLBY THS".
PRI RB RIS g, B 5560 £ TI2H60% A
R e U sz,

nif)mL- ® 20mgEI 1% 5-(1261) Cmax=25.7 *2.8ng/mL
sl A 40mgfE ¥ - (126]) Cmax=482=*4.3ng/mL
40
30
20 +
m_{}LL\§~§—§—§—§—§\}_____1

oLt

FEEE

B A

Sk ATEM: B L SE R (C40mgZ 1 H 1 I 1 H 2 1 2 AR
B Lz &0 b7 7R R bARBRE, 1 H 1S T
26.7ng/mL, 1 H 2 [al$%%5 T68.1ng/mL T - 727,

B~ FE OB R E L M) BEE RS CROEE Lz L
&, BREEO R WAREM ST RE & K L TCmax X FAUC
PRILARETH Y, RS OIR PP R RIE L 72,

& &) 4 %7

Sy MIC-= 72 V¥ U2 1 1 ng/kekld B W IZEHIRNE
B LU72928CiE, S8MmE D S OMICHRERE O BEHEE2 RO
STV, #5842 B YPNTHGHEM:D97% LA L 2sgEl S h
OB TIFBIZIZ D TH04% U TARELTWAISH X A
V. WTFROHKRICBWT S =7 = V¥ ¥ IS EY 0 IR
REREMN 2R T 2T READ SR TH AR, #HLF v IS
"C-=7 = V¥ % 1 Il 3mg/kgERIRPITR 5 U 72 EER Tl i A i
EDV/2~1/1DOWETAHPICBATL, MPREOKTFE L HIC
HER NPT T520O0EDONE.

%ok FABREREE (JLHELA Touih)

BB O IR GE R (Child-PughZ A 8 B) 55 B o P bk
f% (Child-Pugh%- B 84 ®»H A HFIZ=7 = Y ¥ YGITS
$¢ (Gastrolntestinal Therapeutic System, AFE/HIH) 30mg &
AYTFHNY Y YLFEF N Sugk DA (ENARKRE) 2
RS Lz &, BESALERT=72 V¥ Y OAUCIEZ
NZENI3%, 253% LA L, CmaxidENZFN64%, 171% L5
L7

W ERRRE
* “HEERILEGREZ SR RBROMBERIROEBY TH L™,
* 1. 2MEE, BXEMSIMERE, BOEHSIMEE
© B B MILESE (9 5 10~40mg 1 H 1 [lPe5:- W (Wi kg i)
DEREIZ89.8% (386/430) TH o 7. F7=, “HEHMIHLE
RBICBWTAHOAGHEIRD SN TV S,
®40mgZ 1 H 1101 4 ~ 6 MMEH 512, IR E 25K+ B
BEZE L e o 72 ARTEME & )T e BB 35150 2 2 #EC 0
T, 40mgZ 1 H2W3IZ 1 H 1 M 8 HMIKE L& S DIL
M R CHERBMEDOR—Z25 4 (1 H2MH$%KEE:
148.7/953umHg, 1 H 1 [l4%5-F : 146.4/95.6nmHg) 7> & ®
bR OBR/NF I, 1 H 2 bS58 C11.1/77mHg
OIKTF, 1H 1 E#KS5EET37/36mHgPIETFTHY, Wik
BRI AR A SNz, & 512, #kk L T40ng
# 1 H 2 s U <2 e 5 L7z BRI 5B o 4 3
MRS & 7o o 7211900 ik, U U B O% il 0 1 oo X —
294 ~(147.8/96.4mnHg) » & O ZAL &8 0 F 3 i 1%
16.8/12.0mmHg D F % 7/R L 7.
040mg% 1 H 1 W& AV 2EHAIDANOBEEHR %2 2 8
PRI S L2280, JERRIME ASHE B E L e dr o 72
ARBEE S ML A 71601240mg % 1 H 2 18l & Ao BEEH %
SEMPEHE G Lz & &, WU & 0L E O X — 2
5 4~ (150.6/93.5mmHg) 2 & DAL & O FHftiix, 19.1/
13 1mmHg DR F &R L 7=,
© I Yk MUEAE 12X B AR #1373.0% (27/37),
M L EAE VRS B AR 77.8% (7/9) Tdh - 7-.
2. 500, BRSO
O P IS B A RNEI1L734% (94/128) THh o7 F7-, =
HHRLBGRBRICB W TAR O HESRD SR TWAS.,
© FAVPLLME TN T 5 AR I1X88.2% (45/51) THhH -7z, 7z,
ZHEREBRBICBWTAFIOAHENZD ST Tnb.
3. EREADEKE
65 Ll L O IS B A AR, IfLEAE T127/13861
(92.0%), PeloiET51/69%1(73.9%), BRMAEMEY 2 &0
7= RIVEF 2 BL911321/20651 (10.2%) TH o 7. 75 LOE
Wi COMHARBIE D 2 wds, AR S I AE T8/1051
(80.0%), ez T6/861(75.0%), ERRBRAMAF 2 &7
RIVEH S BUBIZ4/195 (21.1%) T, B, TV, IV AT 0
— V@ F5, AST(GOT) - ALT(GPT) - LDH® F5H-%5% 1 #i
AT,

e
=7 = T ¥ VI o BB E T d 5 Cad il F -1 K
ORI~ RA ZHH L <, gmiEZiEds L &I

ERMMF YL Z M S8, BRIEER & OHERERN S

YADYEEHEDH LDT.

© L HIEIIR DILIRIC & D KM F P %2 A S ¢, REH
O EBEMEZH 5bT. FLAERAMZERL T
DB ZUET 5.

© L IfiL Y % FFBE I I PER U R BR 2 o3 5 & & & (R
T RERMRAEL, T8 mERHEZIHT L2212,
OB MR~ O R 2 I3 5.

O ATP, CPEEZ ALY =) VIILEWOHBZHHT L L
Xy, DO ANF NG v 2Z2HHEL, KERIREIZ
T Btk EED 5.

© Il 5 5 O MNP Cal £ 45 12 X B BIIRBENDCaik R 7 7
T — PR B R A A L 25 o0 S SIE OV e v LA VA ) LA
DR Z T 5.

1. MECRIFTIER
© % - rp S AR ) IO R 435112 1 19120~40mg% 1 H 1

o], 8 MEREOTG Uiz, WU K OV syl i & 3
58 0169/101mmHg & b, #5451 28 H1213149/89mmHg,
48 H1213143/88mmHg, 6 8 H21X144/86mmHg, 8 M H I
13141/85mmHg &, A REARBENED SN TW5EY,

5 I A
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© 1%« PR ARE A REE: i I SE FR A 27012 1 [M120~40mg% 1 H 1
RO G L7-%E, MEBNZEHONS 2 —%Th AL
JED HWNEGE R ORI 2 RITT &R, 24
BCh72 ) AR RED T 5.

2.0 - 2B MITEREIC RIFTIER

R BRI RS ug/ kg % BRIRNHE G- L 7 2B, &5 3 0%

WCIEMESZEIART U, ARRKEHEED EA7 %0k

I DA R OB & AR MEEILOBIBALNL. AR

AL S L AR LS, FARARMFICIIAREDOR

BIRD LAWY,

3. BRERICRIFTER

© BRI B R EIR N G L 72 BT, RO IO B & B
SEBARRIF1~5ug/kgT, Sug/kgD¥ity, HbIlLyEIZ
1F2100%B409 5. $72300ug/kgZ XIS L4, &
S MHE 13 5100 %A S WM LIE U, 1ERHIE 2 R
EFET Y.

O IEHEARIC 1 H60mgZ 4 ~ 5 » HiMlH &3 Lo RIS
L7-FEBRciE, AR FATARORE 1 EB#ZICHIT 5
D OB IR E 2 S EER WA O, TEOKRE S
EDITHBIZIET Y.

4.0BIRIVX—RERVBREEECRITTIER

O FRIEBHIRICT, 3, 10ug/kg% BRIRPIPES- L 72 EBR T, O
WX L A EEE T, FHEREIEZEhZN10, 20, 31
%KL, FIFCOHEEETE RIS, 20, 30%MA3 5",

O X EI2mg/kgZ 1 H2M, 4 ~5HBEHO» LD TFHRY L
HOFWMMOTIE, AEEIIRAE RIS & 59045 o i i I e O
R I #2305 F O FEREGR IR IS A H M A BRILIN Y ~ B ALEE DK
T OB Fa >y FY 7HOCas BEORIAHIH S h
5. TR OHMEANOEI A VE—) VBILEYW
(ATP, CP)»MH&hs"™.

5.M% - BRI RIFTIER

@ FIfiFE HARTEIE T v b (25 4 8#5) 12 1 H50~150mg/kg %
5 » A MRS U 72 28T R EIIR K O%0 [ B Bl IR 2 o
Ca® B4 R (MonckebergB By IR BEALAE ) 134 B 1ZINHI
nz‘)m)'

@ Dahl &R Z S IME S v M2 8 %WNaClZ ML, =7 =
Y¥ v300ppm%Z 6 MRS L7 T, OEOMK
B, B, BRI BINRIC 3BT 2 P o IR R ik
FEOFEAZEWHT 2 L & DITBEHT LY.

6. ZDMOER

® [/]\ix
BRIERAC 1 2024 1 4pg/kg % BRIRPIC bR 5 L 72928/ C
&, WHKBEEIRICHFALZ2RY F h ST VFRIFL Y
A T3 T ™M InkE ik B R IM/NK O L35 B O /MRS #
BIA I T 5.

O EECE
ViR T B T R V2 8 L O R 2 100 % W9 9~ 2 JH & D3 ug/kgh
510ug/kg% BRI G- L7288 T, in sitwb O E R
B ST LABEREST 2. 30ug/keE THERT S
ERESEGER T EEEEROBREAICIIEE DICERET
B, TNENRH20, 0IVHOERICEETY, M5EE
EEFITS WP,

B B35 (CRIT DIB(LEMHR
M H

—fk% - =7 = V¥ v (Nifedipine) JAN (Nifedipine INN)
1b%4% : Dimethyl 2,6-dimethyl-4-(2-nitrophenyl)-1,4-
dihydropyridine-3,5-dicarboxylate

CITHIBNZOG

346.33

172~175C

AFR
Vit et

£

*k

*k

PR AR EAOKMEOR KT, TBVRUKRIEE V.
A7V ruuRr sy AHETRTL, A
¥ =N, ¥ —N(95) LIFEERE (100) 12T
12K, VZFLZ—FMIZETFIZL L, KiTiFEA
EHET R,

ATIIBIC L 5T T 5.

Bz =
$e Al
10mg
20mg

PTPW%
PTPW%

5008 (105 x 50)
5008 (105 x 50) ,

1005 (105 x 10),
1008 (105 x 10),
7008 (148€ x 50)
5005

1005 (105 % 10),
7008 (148€ x 50)
5005

INT ke

40mg PTPW3 500%¢ (105 x 50)

NT Bk

W ==

DB e 8B &R, 23 (Suppl. 2), 7(1995)

DBNIRRE T4 0 N4 TV IR NG R [40mg 1 H 1 3% 5T
RIEAT 5 TS MR B E %2 xR & U7z RS B iR ]
(2009)

3) B AT B - SEBL L 35 H%, 23 (Suppl. 2), 173(1995)

4)Duhm, B. et al. : Arzneim.-Forsch./Drug Res., 22(1), 42
(1972)

5)Duhm, B. et al. : N4 T VEGHHNER[T v MZBIFSA
k] (1971)

6) FiFEE T« M & nH, 25(7), 121(1997)

7)Paulson, D. : N4 TVEGALNEE [40mg 1 H 1 M$F%5-TRY
BAT R E MR B 2 54 & U7z 2 S RG]
(2012)

8)Paulson, D. : /84 TOVIE AL R [ B B EGRER D S
ke o K IRk e -3 (2012)

9)Paulson, D. : 754 T V3 i #E U R RV BE 352 53085 ]
(2012)

10) IEEAI =16 - HHL L 59, 25(7), 195(1997)

11) AT =t 3R & 3A9, 25(7), 227 (1997)

12) 1304 PBaw - SE3 & 3R, 25(7), 69(1997)

13) A HE B - 38 L B, 25(7), 81(1997)

14)Hayase, S. et al. : Jpn. Circulation J, 35(8), 903(1971)

15) FAR e /5 - DNk, 3(11), 1294 (1971)

16) Kanazawa, T. et al. : Arzneim.-Forsch./Drug Res., 24 (9),
1267(1974)

17) Vater, W. : In Proceedings, 2nd International Adalat®
Symposium, p.77 (1975)

18) Nayler, W. G. et al. : Am. J. Cardiol, 46, 242(1980)

19) Fleckenstein, A. et al. : In Proceedings, 5th International
Adalat®Symposium, p.36(1983)

20)Kazda, S. et al.: In Proceedings, 5th International Adalat®
Symposium, p.133(1983)

21)Pumphrey, C. W. et al. : Am. J. Cardiol, 51(3), 591 (1983)

22) Taira, N. et al.:In Proceedings, 2nd International Adalat®
Symposium, p40(1975)

W SZEREEER ST
FECHICEROENERICOX T L TH TRRICITH KT SV,
N I NVEGHREE  AFA IV, VT A=Y a v
T530-0001 KPR HER — T H4%9%5
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20214 4 Hegal (88 1 hR)

B | SERE
BREAA : 3F

AU LEHA -

HAREER N EES

872171
REE S HR7E R s
R% 7E)V10_[16100AMZ03456000]  1986%E12H
R% 7+£)L20 [16300AMZ00536000] 19884 9 A
Z 7z VEVEIERE

gazrrs —J T IVEVFRIRATEIV

EIES
WTEEERY

ENISYE-RA74010

ENISYE-RA74)020

E) FE—EMSEOATZICLVERTLL

SEPAMIT*-R Capsules

2. 2 (ROBEICFZRS LBV L)

2.1 Kﬁﬂ@ﬁi’ﬁ ot LiBBUEOBEEIRED & 5 B #H

2.2 hE (EAR20EKN) XITHIRE L T WA AREHED H 5%
% [9.5.1 ]

2.3 DRV 2y 70BE [MEETICKVERIELT 2
BENDDHB.]

3. HERE - MK
3.1 #8R%
~ W&o - &R :
WRFE% (19 7 L) A
/83y PR _ e ryEOIaYFYS . A B RO
w7t |BR =7 EYEY N0.0mE L S S b a2 sy
t£/¢3 v h®-R _ e HTCVARE  EE55. T LEE
H7E 20 HF =7xY¥> 20.0mg FrymL
3.2 "MK
IRFE% & - Al S - k&S - EHE FIERR
w83y poR| EATEL E ) 839 FR 10
D I DR AR CANCAN G
&, KT FuEng) | KES =i
45H 7N 170mg
.. h 7L ( @& 2 .-
€93 v F&R e s S €83 v FR20
Breny | CFTTRLELLL G
@, RF RuEng) | KES HiE
25h 7 325mg
4. FEEX IR
OFEEMSMERE. BMSMAEE
O3FDVE
6. FiERURZ
(FEESMEE. BESIMEE)

WEERAICIE. =722 & LT1EI10~20mg# | H2EFED
BE5T 5, 4B, ERICEVEEERT 5.

(BRILVE)
BEEAICIE. =72 Y82 & LTIE0mgZ 1 H2EEO#RS
T5. 2B, ERICKVEEEMT 5.

8. EELRELRNWER

8.1 WLy aEHAIOKREZ&ICHIE L & &, ERSEL
TOEFIARESNTVED T, RAOKREZEHT 215513~
ICHE L. B2 01T . EREHICEMOEREZ L
WCIREZFRIEL WL ICERT R &Y,

8.2 TNICEBEOMEETZEI L, ¥ 3 v ZERYS—EEDOE
BEE, MEEZEPHODONLEFHEHDT. TOXDLBEE
JIdEEEFRIEL, BYALEBEITO S

&3%&@%t%6<&im%#%6bné EBHBHDT. B
FifEsE. BEEOEGEEREZ MO BT 13ET 2BICER
SH¥BHTE,

9. HEDNERZEI HBEICHT IR
9.1 GIHE - BIEESDH3EE
9.1.1 XBIRFABE, BIEAREDSZEE. MEMEDNSZEE
MERRIEAIC K DV EELMITHROE(L 2R BINNDH 2,
9.1.2 BEICIMEDENES
CIMEME RS 2B ENDPDH 5.

9.1.3 IEBEHEEPOERIEERD =4 S SIESE
BEICMEAE RS 5 BENHSH 5o

9.1.4 SoMiEDFE (FICEEDEZINEREE
DREPET BB BH 5,

BE) OH3EE

BEEEZEDH S EE
% K OBHRENELT E2BENNH S,
&3%% EEE
1112%&%% EBEEDHDEE
MHABENS ERITZ2ENH S, MRENP LEFTHBEN
a5,
9.5 1F®
9.5.1 {E4F (FE4R20:ERNE) IFIRL CW A EER DO H 5wt
RS LW &, BMERICBWT., BEHFEERCKES
HRRMEENTWVS, [2.2 3]
QSZﬂ%Eﬁuhﬂﬂ%k&%?é 21, BB LB
AfaftE 2 a5 S HE s N 515 @ﬁ&%?é &
Eia A beﬁ\ﬁ%@%éﬁ{b7{/%%ﬁﬁbﬁﬁ\%
HMAOBEOMEETELZS VLD, ERREERRSH OFE
RAEEAE L. AIEBORE 2 0B LI ETRE5T 52 L,
F/o. BEPHRERUHERORELZTSICHEL. BEDOM
FEETCHRERBEROE NEORENRO 5 N5 ICILHE
UHREEITH 2 & HIRBAOHEEFICB VT, BEDIMEK
TEPIRESN TN S,

9.5.3 Bt~ 72 ¥ L/KHM OESA 2 HHT 25, 1

EEZERRESEZSY VT T 5T, [10.2 3]

9.6 #ILw
BA LRV ENEZ LW, b PEAHRABITT 2 2 EPRE
SNTW3,

9.7 INB

NREZNRE U7z BRFHERIIFER L Tk,

9.8 S
g CIHERE» oG 2MIRT 20 EREOREZBEL
EHSEBIIHRET S L, —RIGBEORERIFE LI LW
EENTND, WEEEPEZ2BETNFH 5,

10. #BE{EA
AAENIFEICF 70 —LP450 3A4 (CYP3A4) I
%0 [16.4 ZH]

10.2 (HAEESR HACERIZI L)

L0

EHRE BRRAEIR - SEBHIE - falEET
1t B FEF MBI MM AR VE A & 450 9 | S22 A 2 A0 0 - AHSRIERIC
Ly 5T ENBHD LBHHDEEZOLNT VD,
AF IR BEOREZzERFBE

TV AEHREE (L. BEOMERTARDS

NG E. REAXIS M OREE
Al EZEEE L I3hikdsn
Y LB EITD o
B M HEIAEA &Y 2 2 & A SR A8 - HRIERIC
7T/ ua—) Hbo LB2HDEEZSNT VS,

7t 7 b O— L iEEE
Fur5 ) a— )ik
B

BEOREzERRBEE
U\ SBEOMER TR DAL
FOERNPBD 5NIHE
ARSI BT 2 B L
<IEHUIET B 72 S Y] 20 AL E
ilel
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DWENH 5o
BEORELZEBFELBE
L. HAREHRD 5Nz
A RE G 7 2R v
DG %FIET 5% EEY) i
WE#1TH o

A\ WA 2 RIS &
H2HDEEZOLNT VA,

HIVZ a5 7 —YHEH
HFFEL
U b FELE

AFIOAUCH LRT B &
HFEEN5,
BEOREZEREBE
L. BEOMEETNEORER
BRD S NIHE. ARAIZ B
B 2n B L 0NE 2T
Do

HBEBFOFMITHTH 2
A KA E Zh S OFEFORF
R#EHRNE L (CYP3A4)
ThoHrlH. BEWICHT
L. FAIOREAPEE S NS
RN H L EEZ SN T
2o

FXTYARFY - Ik
T AF

RElOMAPBENS EF L,
ArPEBInsBZNNH
%o

BEOREZEREBE
L. BEOMEETNEORER
BRD S NIHE ARAZ B
B9 2n B a0NE 2T
Do

FXTYRFY - FLARTY
AF v H. CYP3A4%ZHE
L. KEIOZ VT 5> A%E
TEsEsbEEILNTY
%

Filig~ 7 % > 7 LOKHIH

8 BE O I FEAE T 2P R A £ a2

BEFIC & 0 B AR F 0 MERS

BEHEOREZEFRELHE
U, BEOMmFEE NEOER
RO BN A REE R
B9 2% WY 08 ET
Do ElTL =TT L=V
Y a—RAEORKRAZ L
WEDICERT B,

(5 WO D SbN D & |REBEMEASERINS &
[9.5.3 ] Wb EI6NTWVA,

TL—=TTN—=Y V2~ |AROMFEES EFR L, B[ 7L =TT NL—YY2—-RIC
A FAPERENDZENH D, |[GENZHHHN, CYP3A4%

HEL. RAIOZ VT TR
ZETEELDEEILN
TWnd,

1. ElfeR

WOBWERN®H 5bNBIENHBDT, BEEZTFITITV,

BEPROONIBEICIKREZTIET 574 EHEY) 2 ME 21T

ST &,

EAEE B - BB BT - RAT 1.1 EXRZEIEA
PEESS ;zfzgg%ﬂl*ﬁﬁﬁftﬁ f’;‘?f%%‘jg%ﬂfgﬂ;} 1.1.1 $IRZGE (RIBRIERZRER) (SHEENBH)
Z N ° RV M2 e N -
SAR T URBIER (D - | 7T AREST S 11.1.2 EFEERERE. [VIWREA (LI h b SEERER)
WERE, FEE. AEEN. RE&|oeEIshTLs, 1M.1.3 Yavg (BEELRH)
REE) MRD 6 NGE. E 11.1.4 SHBEE GEETH)
RICELY T5S Y 0REE e X ;
gﬁgﬁgmz&m@;gg%q:ﬁ—g— [ﬂlE{&—F[ﬁé’)_‘:@‘ﬁ@E\%I%%ﬁ‘ﬁ@ bbNBHTENH5,
i;ﬁﬁzéﬁiﬁiﬁ% ~ — — 11.1.5 FFHEEEIEE. BB (W NS SEE )
VRAFI [2) BENSERL. IAFIUN Ui % K _ 2 B s 5 A
AN A - Enis . |, KAORI 20— L AST. éLT: v-GTPDO LFEZ S R ERECHENH 5
B DRI R < B TORRREE T 5—F bNHIENDH B
L. BEQIEEFOMERE| T BREETSE. KA 11.2 ZOMOEHESR
DIERATD 5N, K| RINE RIS €50 L5 - -
HERELEY A F V0| shTus, 0.1~5%A i 0. 1% A HEARH
2175, . AI-P LR
SLFTEL AR MPBER LF L. (5| RRRT OFMIE RS 5 oL, BUNER _ sVrs=v LR
FA RS NLZ DB 5. |7 VILFT7ELBERONT BB AR DITE, BFE, FFIE| HEL AL | MR, I ELE, &
BEOREAERE BE| RS (5 70— LPASORES ORI BHES). 2 HOR, SR, 60 (%
L. BEQIEE FEOER| %) REEWHL. 7077 B R ‘ ‘
WEDSNIBE, KRR ARERSEEEHEER RIS (M. DF ). B8 |RA TR B B, RE
BYEYLFT7TELOEE R 6N TW5, B PR L O UR BH, IRER
IR %70 S 2 AE % 1T WEE B - B, BACR| M. 8 TR, 1) 50
5, B (FR. _EIEHE
N U7 LRREEA | AA O M RES L5 U, (F| RREF ORI AATH S BEIE |20 BB SEEEBIEY . B, MET
A +FarV— FAPERENEZERDH S, [ P TV —LRTEFEA fiE
TNAFVLE | BEOREEEEE BE|ARAOFRE (FFro— O HAEE
L. BEOMEE TP IRIES| L P4AS0RERR) KIS 2 0] RatExw =
Mraeal i Mgl i AN T B B
— VR fl ° Sk 5 R % . .
RIEHI RS £hE T 5% HrE oy R DL B B
S MBETS . = -
P FADENITREAAER[) 77 ey s, T2 T ot B R AR
PR Y T EAPEBET I ENB| . AT EE I EDE W E‘gﬁﬁ,@é ﬁﬁ%é
HANTEE Y 5. BN FENREEE (F - -
BE QIR R EEE < BE| 70— LP4S0) AARAIOR =
U ME RS OERIED | B2 EEL. 7075 2% 13. BERS
E(LEORERATD 5 N | EREE S0 EEL6NT 13.1 fEIR
o ANOERIE 77| ee BEREEICET 2EREID VS, TELBERERE LGRE
)L/iv—{ffy@&lgg;gq:h:—g' OMEETENFI SRR SNSRI H S, £, FFtsaERE
27 CHEYLINEETTS . ENH D EMERIVEBET B ENH S,
CVEDIN 570 L ADMREED L ZHRERFOFEM AT b 5 13.2 LB
RTH DA, 7, AKAB Y 21 LADFF T kO s - -
B ORER EEE < BE|R3 (F 70— LPASORES EOBEEESEVLO T, BEFR, MEETSEAFORZEIC
L. BEEBSSOERIE|R) RELMEL. 2V75 HENEEERTIRARVEEZ NS,
a@%ﬂf:%%é\ IO LRA| Y ARERSESHDEER
Febintosiiernfitiiiord KA 14. BRLOER
5. 14.1 FRIRMFOER
STUARY > HATEE A S 5 bhod & | RRERF QM AR T 5 14.1.1 KFI % DA TRAT AL HEET ST &,

14.1.2 PTPEEDOEFIZPTPY — + 25O L TIRAY % &
SIEEITHT L, PTPY— bORAKICK D BELHAT P EE
REARIA L, BICZEAEB I L CHERARSFOEE 2 &0
EZHRETEIENFD S,

16. EYENRE

16.1 MIHiRE
BRERACARZREOHFG L EE20_ 7 PV FEFRERIROEBDTHY.
BIREIL B HH D RN RD SNz
7 B1E10~20mgZ | H2EFE 592 Z &1k 0 BRhMmEEH e 3322405
IR

ng/mL B—8 10mg (n=6)
150 A—A 20mg (n=6)
iR
87.2+20.8
42100
h
i
50 37.949.5
i3
0 . i
0 1 2 4 6 8 10 12 24h
44 +S.D.
16.4 {38
FHNEEICCYPIA4IC & > THILE N 20, [10. ]
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