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INDICATIONS AND USAGE

I. Vasospastic Angina

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

111. 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 FafR L, BHEEL REEAD) ORMIELZ#R L (KA 202146 A 14 H), 72b, A#
IR SCE ORI & R L 72 S LIS OB DI SCEIT OV T H, RO TH 5 Z L 2R LTV D,

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

HiE : 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.

[SREND)!
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.

IEIF~D
k5

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 I.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)
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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.
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(3) f 4  ADALAT OROS (nifedipine extended-release tablets))/ Bayer Inc.
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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.

[SREND)!
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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/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% 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

PO 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

TG ~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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FEMWN TR G L 5220380 b v > 72, A3 100 mg/kg/day £
HRECH IR ITE O, BIREEORA, sARET (DHER. K5,
AR OB REEEE) O, EREEE (FHERE, WEEE%S) OBMNRALLh,
AHE 25 mglkglday # 5-5ETILIA RAKE ORI 880 Bz, A 10
mg/kg/day #E Ti3ix G- ORBITEO bk oT,
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@ ~ v ARSI DR

EWtE (EIREMWE)

~ 7 A (2~11 VL/EE)

P55 1T

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

Beb & - G

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

it B oo

RN I3 52 LD BT bz o To, IR 9 AR GRETHLE
MRIRE DM A B, iR 10, 11, 12 HRSRETHETIRIEEOHEM,
IR EOWRAD, AAFERE (DFA, KiE, KB OHENNED LU
776

@ ~ v ARIRICHT D8

I EgREW 0

~ 7 A (5~8 L/iE)

PG

FERR 10, 11, 12 HOWF A 1 H 3R 10~12 H

Beh - Felieting

AZE 25 mg/kg/day (FRHIRE OB E  ATHR 10, 11 X% 12 H)
A 25, 50 mg/kg/day (ifil#k O %5« iF4R 10~12 H)

e MYl

R 1P G L B BITRRD b o 72, A3 50 mg/kg/day (4
Jz 10~12 H) #5HCTHRIEAEEOWEA ., AAFRRE (DHZR) OBNAER
O BT,

@ 7 v MRS 5%

I3

L

WM HREME) | 7 >~ & (16~26 IT/RE)
e 551 R % 9~14 H
B b - B HRRK ASK 10, 25, 100 mg/kg/day (FHIRE 05

it B oo B

AK$E 100 mg/kg/day # 58 CRBIMOFEL (26 FIF 2 ) K ORI
RS, RIRAEEORD ., ARRE (KRG, ZEE. B2 ©
W, EASEE (EHERT . MEEEs) Ol asER (et
BALARA) OB A B, A3 25, 10 mg/kg/day #&5-1E THEAE LR
(M B EbAR4E) OGRS bz,

® 7 v MRIEICHT 5 2%

EWtE (EIREMW £

Z v kb (5~12 JL/E¥)

P54

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

Beb & - BeGREs

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

e MYl

REMW TG X DR8I35 b v o7z, IElR 12, % 15 A#&
HRECIHTIR RO, ik 13 A& 53 TR TR O, s FR5E
WOORIE. 2L, ER) O, 4R 14 BERGEECR TR IO,
RRAREORD, SRR (REHR. RiE, 2. 82) OHfmiRD
bz,
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©® 7> MRIEICHT 5528

P22

Z52

iE EIREM S0

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

Fe 5511

TR 12~14 H

Beha - Bt

A#£10, 25, 50 mg/kg/day (SRHIRE M%)

e MYl

FEMWIC TG L D B3RO b o> 72, A3 50 mg/kg/day #5-
BECITIR IS OB, AFERER OB, BIREEORD, SR

(RFE. FR) OHIINNAI v, A 25 mg/kglday $5-1E THFREE (K
fe. KEE, EEE. Bk, ER) OEnEO LT,

@ ~v2AHAERISHT 5 2%

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

$5- 11 IR 7~12 H

Pe b - BEGRREE | ASK 10, 25, 100 mg/kg/day (GEIRE %5

& B oM AFE 100 mg/kg/day $ 5-BE T HIA B ORI MR Hiviz,

7 v MHAERITKT %

Bl EREWE) | 7 v b (5~8 IL/Ef)

Easn Ll IR 9~14 H

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

o B OB ZR3E 100 mg/kg/day 5 -5-#f T HiEEVLEL DI D3FRD B ATz,

(2) FRHEFEHE S EER IOV T 2

ByWfE GEHEEE) | 7 v b (5~9 IL/Ef)

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

fh R O

REEWMI I3 5 KD B3R 0 b o Tz,
PEfR 15 H LA iR B AR CIEC IR BN, SR EH
i, Mg, KB, FENE) O¥INNEEO b,

(bRt H

() B TH&GIZL DB

DRELRLRICABREFICB LT TEY

D ~ 7 ARk 2

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

% 5- W1 IR 7 ~12 A

Pehi - BRI | ARZK 10, 25, 100 mg/kg/day (FZ R4 5

il O 2 RE, IR E BITITREGIC 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 A 10, 25, 100 mg/kglday (FZ F#5-)
FER OB R, BIRE IR L 2EEITED SN o T,

@ 7 v MRS 5%

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

b B oo

AL 100 mg/kglday & 5-8E O BV EIEININHI 2 A H vz 25, fRRic
TSI KB EEITZRO b o T,

@ 7 v MRS 5%

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

511 IR 12~14 H

Peh - BRI | ARZK 10, 25, 100 mg/kg/day (FZ R4 45
it R OWLEL e VI GAZ LD BITRE O b o Tz,

® ~vAHAERISHT 528

B fE AR E) | ~ o A (5 IL/EF)

511 IR 7 ~12 A

PehE - BRI | AZK10, 25, 100 mg/kg/day (R T 5)

il SO 2 REh, AR E BICTREICE2EBIIRD LN -T2,

©® 7 v FHAERICHT 528

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

e MYl

25 K% 1) 100 mg/kg/day T 6 il 2 Je OF 3 BIOREEM) DIETL 23 A H v, 25
mg/kg/day LA b CHEAEHIRI S EE R L 7=, 25 mg/kg/day DL _E CHIA AR o
DRH LT,

@) 7THTP VORI KESREY

I EgREW 50

T H AP (1~4 PLlEf)

P54

IERE 22~31 |

Beha - Bt

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

fh R O

6 mg/kg/day #5-H CHREROBERR, IO HIEE - B30, s IE5E
(1 61)., 2mglkg/day £ 5B THREILOIEE AR RBED b2, B
REICITHEII R, b AN T,
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(5) ~ v ARIEFEMEIEM

(ZBE3 58 )

EWtE (EIREMW £

~ 7 A (20 VT/EE)

P51

IR 6~15 H

Beha - Bt

AR# 10, 30, 100 mg/kg/day (REIRE 115

b B oo

TRCOEKEGRETREMOILE DA ST, FHEMBEMETRD b
Moty Eio, TXTOEGHE TR O, BIRAEEORA ., 5t
KR (DHEZR) oENRALNZ, WRROBEIMIZ N, A3
100mg/kg/day BE TIFAETEIRIE T & A 15 BT, 43K 30 mg/kg/day #f
THAEFRIE O BRD b,

(6) 7 v MnREMEERIZET 54158 ©
R GEIREMWE) | 7~ & (17~20 PL/EF)
5 11 #TH% 6~15 H
Pe b B - e | A3K 10, 30, 100 mg/kg/day (HEHIRE 05

it B oo B

AHE 100 mg/kg/day #% G-HE DRI LRI, IREHS NG A3 2 B 4,
MR DONFEE (R, BEOREE) OB bz, A% 30
mg/kg/day LI b D$e GHE THALE OB | WIIROHIN, iR EARE D
B DERO b,

7 =2—vY—J7 2 FNH

BT FOMIRICE KT ED

M (HEEWE) | =2 —Y—F  FA®RMEY X (10~13 JL/Ef)
e 551 R 1% 6~18 H
BehE - BHRRK A 10, 30, 100 mg/kg/day (FHIRE %5

fh R O

3K 100 mg/kglday ¢ G5B CITREMICIET A SR L (913 61) . 453
7R AAEIR AN B Ao 2, A 10 molkglday BL_E0#2 T REBNY
O FBRIR, PREBIIBIH 237 B, A 30 mglkg/day T IXUILIED

B, BREERAE 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 - Rl wEraliR) ©

EWtE (EIREM £

v¥x (11 PL/EF)

P54

IR 6~18 H

Beb & - BeGREs

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

it B oo B

-
—

FAEIRSE T =R DHN,
) BERH BT,

REEN) S B PE S QM BB INENHI 23 2 S 4, Ba el
AR R Db S CRARE R OHIN (259 A DR IE

9) 7 v MBI DA EYENE T ORI R BRI B9 D AP ©

EWtE (EIREMW £

7w b (10~21 L/EE)

P54

AR 9. 10, 11, 12, 13, 14, 15 HOWT 1 H 3R 16~
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19 H

B - B ARES | A 200 mo/kgiday (IR 1)

FrEh T R

ATHR 9 BEGRE © IS O N

WA 10 B &% 58 - (RE I

ITHR 11 B8 - SETH (3/13), (REBEImHI

ATHR 12 B 58 © SRRRILEFEM OB, (REHE NS

ATHR 13 B & 58 - (RE I

IEHR 14 B#G8F © SRR EFEN OGN, (R EHEINImH]

IEHR 15 B #G-8F © SRRRINEFEN OGN, (R EHE NS

ATHR 16~19 A G-8F : N2F - FH - SeRUER, SECH (10/22) . R
ikl

fia Ve AL

PEBR 9 R RGHE - IRFE L EREN

PEAR 10 A GRE « IRFE TSR, B RE (E o8k

FERR 11 HPGHE  IRSET RN, RIRE, BT (WE 00

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

PEHR 13 A GHE - IRFECERIN, AR R ORD | ShREE (R

)

PEHR 14 REGHE - IRFECSREIN, AR R ORD | shREE (kR

)

PEAR 15 HPGHE - RSB REIN, EFR IR ORI E

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

S (B

it B oo B

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

iR (ZREWE) | 7 > & (10~20 PL/RF)

& 581 R IR 0~5 H i3z 6, 7. 8 HOWT i1 H
B b - BeERK A 200 mg/kg/day (B HIRE 0 5)
REEN T L

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

WL 8 H R GHE - R EIE IS

i R O Jia VL AT S

PEBR 0~5 H R GHE « WU OB, KA EH

BEHR 6 H 451« WU D HE N

PEHR 7 HEGHE © BRI R O HE

PEIR 8 HARGHE - WU o N, (KR E
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(11) T v MRS I D R O &I B 5 e B 2B B4 W

@ KHE 0~5 [ {535

i (ZHEWED

Z v~ (10~13 PT/EE)

PG

IR 0~5 H

Beb & - BGREs

AH 10, 30, 100 mg/kg/day (FaflIRE Q%5

it B oo

AHE 30 mg/kg/day LA ORETREM) ORERIININH 222 S 7225, IBIR
CIEWTORGHTHRGICE BT bR,

@ Iz 8 A& 5Bk

i (ZHEWED

Z v~ (10~13 PT/EE)

P54

IR 8 H

B - G

AH 10, 30, 100 mg/kg/day (FaffIRE Q%5

e MYl

A 100 mg/kg/day $ G TIXRIEMIS B DIVIRIN S T2y, FET
B DEINAGED BTz, T OMOBHIITEGIC L 5 BT bk
Moz

(12) FIEREIRT b o T BB R R 15 R

I EgREW 0

HORRIE m L+ 7 >~ b (SHR) (12 J5)

P54

iR 21 H

B - GRS

A3K 0.2 mg/kg/day (LN 5

fh R O

ASEDORFENY) O MATENRE & IR ERE I AT 384 B ARISIE & M4
Z v & W THETL72 (radioactive-labeled microsphere technique), 44
WM OIER ME~OIKRT 2B T 72010, HiR7 HIC 1§47 2
DERIRIZH S LT,

12 B O REAITARAR RN 2 BR IR, 2 R L ARIR (1 BRIIEuinE) 23
Boniz GHET BICEATEICE LIRIROARFET X 5 I,

A (200 12 glkg) (TR STZ 38% D S D Z LT KV SEEIIRE &
25% N FHNTAR T S 7z, DA EIE 15%HE 00 L7z, ARIEEE 1% IS ik
& ARTEAR A~ O MR ST L7z, ARFEER~ D ML & o0 HE I i A Rk
DELWVETIZ L DINEF N ERE~ DR EDOHEMOFER ThH - 72,
JRRE M B B 72 B i e oy o T2y, IRPUMEIED Lz, #E- T 4T
BRAIZAE T 2 RHROBE O mfLE L T 5 7e Ol 13 2 A3 T2 I
DM EZ LT L HED S5 LITRL 0,

(W)IEFMER OB IMEZ » S ORRMT R, IR E &k O R EIC TR W

I (EAREM 50

1E & I £ Wistar Kyoto 7 » b (WKY) RO HARRIESMLET v b
(SHR) (5 It #¥)
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G-

1% 15~19 H

Beha - Bt

A5, 10, 25mglkg/day (BREIRE (145

HARFIEM IMEZ ~ N (SHR)Z AW T, IERIE Wistar Kyoto 7 v k
(WKY) & Felg U 72 23 B ARFEDO R LR S KT At Lz, 7>
N DRI RIXER DRI L > TRAELIZKETAD I VT Z AT
L0 FHm L7,

I, AR GICL Y milET v b TIEEFERICED L2,
EFMET > hTIERD LadoTz,

FRVEARE X, EWMET v b CiIxt B (RIEIEEGHE) 12T
10mg/kglday LA EOAFEE GHETHEIZHED Lics @it » b Tk
B HAIZ L DWW A NIRRTz,

RO MR R ERCILE S o b CHASER 10 & 0 R L,
mILET v FOBBERT, SRETIZERLES v M EESTHEIZ
<, WTNOARFERGHETH EFMET » M TRMEZ R LT,
Fio, WILET v N OMRBEEEL, Smg/kg/day ORI R HEART
10mg/kglday LA D ASE R G- 1 CILIEIME M 23380 b7z,
Jefg I I, B IE T » b Ol RRRE & bl U CARSER 5-8£(5. 10,
25 mg/kg/day) THEIZHEA Lz, millET >~ F TIEAELELE L TYH
ZACIZH DR o T, WTNOAER G TS | AR &3 0EH i
JEZ v MTHANEmMET v S THEICHEM L,

SCHREE

1. HESRPEERE 1 (5 &3 - S46)

2. HFERFERL2 (G5 - 548)

3. HRERFEEL3 (G5 EHUE - s47)

4. WGHEIRFERE 4 (EHPAF - S47)

5. HIFERFEELS (N =L - 547)

6. FFERFEEL6 (/341 T/L - 545)

7. HEERFERLT (N F o b U HRFSERT - S44)
8. HFHEFRFERL8 (/A =/ - 1973)

9. HIFERFEEL10 (A T b - 1972)

10. HIFEREERL 13 (N =L - 1973)

11. HFERFERF 14 (N4 )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.

BWRBRIC 31T 2 ARSI B3 2 SCHkiR 2R

FRZEH : 2019457 14 A

PubMed |2k STV D L& x5 s LT, TRUSRTHF—U— FRFEICL D AT D
283 OFm L A fhH L7z,

ZNDHOFML (P L D) 2l Loy, JeFERRS O HFER KO 2011 FFE O AFEDEL Sf Il
D FLE URE TRl S AUV ATEAERICE L TR RITIN A, iz iidido b iie o7,

PubMed (T & 2 35545 5
[nifedipine AND reproductive toxicity] 32 #

[nifedipine AND developmental toxicity] 8 ik
[nifedipine AND teratogenicity] 7
[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 #

A 283k

24



5. ERARMEAIZEET 2

AHELT 2n UV E2EDI Ca fEHUIE LIHRICBET 2 /R SNSRI OWT, Y AT~ T
4 v LB a—%fTol,

g7 — % ~—A & LT CINAHL, EMBASE, MEDLINE, } O} British Nursing Index % i\ >,
HAZOER, Wkl v =—, MeSH (Medical Subject Headings) “5D#EiilzEZ E@B L, ¥—U—
R& LT TAmlodipine. Nifedipine) [1ttho> Ca #HiAl > 45 3E74 95544 ) TCablocker) [Pregnancy .

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

T U722 ZESCHR 1647 1D 5 5, # A hJL=° Abstract 7> 5Din vitro 7Bk, @Bhialhc, OREH
HOT—=ZGIHOBDICHER 2R L, 248 A2 RE LTz, T b 248 R DRR IR AT Y FE T
FEAM 2 BT L7 S BRI BT A RIS O W TR R ARICET 25 #0N H 5 10 2t L
7oo F7o. IDUP <V —HMTEHENDL NV R —FIT L0 Sk L A2 BET L7z (3),

/N7 D3 O ARFECARTE L Trde Ca H5H13E, Ca #5513 (FERIA A (2K D60 TR RAFIED
BRI R L & OfFERA (ak— MFSE : 1, 3, 4. 6-8, JEBIKIIRAFZE : 2, 10, 11) 2’
Bdn, —HT, KEORBKFERIZHES ML T Ca FEHIFMRFERE 40 4 2 Bl EEELE %

GEMARE) 237 Hiv, RIS TEOBERmP -7 (VA7 H7.20 (1.89-2751) &9 H#
ERNDHD (6), NHAV—DLTA RNV ERNTE IR0, WORBEREHEZ SR E LRI
HEAFE Tl population control #f & o L TIIARSE & D BIHEAFR® & 41, matched control #f & @ bhik
TIIARIE L ORFEITERO BV Do T2 (11), i, AR OIRAE - PAZEHRZ & AR BRE 2 780
HAEGI A TE s (4> XHE 7.03 (3.13-13.84)) (9), FHIBHE ATE & OB 238 60 2 SEF
W (v X 2.88 (1.22-6.79) (5) 3% %,

SJDIIP #~ U — : Reprotox. TERIS DT EMEE#T — % ~— 2 MEDLINE 065 6L 2 A i - 3T
liLERIL7=H D (ZH 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

ESR e I

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

B2 HFE T AV I, A XY ZAD 6 S>DOMET W ERFRY— b AT &

LA & 37— MIFSE (1985-94 AE2kGk)

PERRTE 1 = Ca fEPUERICIREE D & o 7o 78 ADVEA Bk LI

TN DWW TR L7z, 73%I355 1 = F-BDO B OBRFE T, 19%I(34E

WA 08 U CE L CTu/e,

REFBIEAEIRIZONTIL, CafHPUEIRFE IO VL T3 3.0% (2/66 1 :

66 BT EEWIE L 0 2 Bl &G Te) . WEim O L BRI T~ v F

7 LT AT TR ~DIEREES] CefIR) 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

to calcium channel blockers, Acta Obstetricia et Gynecologica

Scandinavica,2001;80:397-401

ﬁ%ﬁ}%’\

e I

A B

Ca fipk D HIX, K REFBDH 5 r— A 22,865 D 9+ 586 i,
ERFOIVWa L ha— L 38,151 fHld 5 5 907 i, FHKIL OFLE
72 L,

(e

NTV—=DEFZL VA MY ZHWAERF O Ca #HEHI3ENRE 17 ©
SERH, FRCEMERR (7> b)) TY R LR ORI S
7o VU ELH & DB A RRRIE L 72 S 1] 6F BT 4T,

JEGNIERIEF LU A R UGS 22,865 I CZ D 9 % 586 4
TR Ca FEHISRRE N H - 7=, RTIRITMER, fEREE. mo
R Z~ > F 72 38,151 BT, Z D 9 H 907 il TEEARHIZ Ca
PUERIREE N B o 77,

Ca #EHUHEDIEYR 2-3 » A TORGEMEMGIL, R 25007
DHEFE HELEEZ RO oo 7z (UBERFICONT R4~ XL (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 LIRS
EARLHAE:S Ca fE PSR T 299 IR, AIK 76 i
RS RN O S T B A ot — & A X % S ffaak ailia & =4 — MRS

(1986-2003 H%54%)

IEARE 1 =T Ca FEPUSRICHRTE L7-RE (299 MHHR) & At
o HWEITVRTE waﬁwﬁ%ﬁ(WG%%) IZBWWT, KAFITg
FET 3.5%, FEMREE mf 1.9%CTH Y. aOR 2.27 (95%CI 0.90-5.69)
ThHoln, AERETIRD LNRhoTz, Ca FEHEHBRBEHEDO S D
Kﬁm%ﬁbtgﬁmmﬁm&m\émﬂ%wEMEanmm@
I 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 i JE
A 512 Ca FEPIER AR T 343 f51], AHK 53 4
g Ay 2—T U OMAELVI A N T —Z =2 % Hu iz 3k — ML,

ﬁ%@%K%Eﬂ%ﬁ%Lk&ﬁuwﬁ%%ﬁ%m%ﬁbtﬂh%
P A G TREREAROME I XV DA a1 aOR 2.59 (95%CI 1.92-
351) LU R OEMEZRDTAN, CafEH o BEME AR S & |
DE AT 3217 ThH Y . FHXHERE (RR) 1.15 (95%Cl0.24-
335 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, HEBHEAOH D7 —A 3BLHFEIDH 6 13 fil, XK
DR b a— 719 D5 b IBIEEND,

W anm BT ORERIKR RIS, BB 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) & [ & 386 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.

POE 3 e L

FEA 1% Ca fEHIEE A L7 S H7= 804 Bl D 5 BIFHRES 1 = B g#E L 365 H
eI 218 > 72 40 1], HEHIA OFEEZ L,

e T AU B O 5 DOREBREERE B AR U725, dEg=H B E AT R

WaAATF S, WE O, HEETE BRI NTIEFOK R & ak— b
9%, 1996-2000 FAfk, ATRURE 1 = FHAIC Ca #EHAIREOH - 7=
40 N & PER 365 H 7 ru— L7z,

PENRES 1 =W Hs1T 5 Ca %ﬁ%m@ﬂ%ﬁé@ﬁﬁ L RAFAZ DN
THHET LT, BRI OV T, BERE 6/40 1] (15%) .
FENREERE 6825/49,796 ] (13.71%). RR0.96 (95%Cl, 0.47-1.97) &
U RT EREBDIRPS 120, EELE TR OV TIIRERTH
BV AT O AR T [GEEERE 2/40 1] (5%) | FEMREZHE 422/49796
%1 (0.85%). RR7.20 (95%Cl,1.89-27.51) |,

(7) X. Jais et al.Pregnancy outcomes in pulmonary arterial hypertension in the modern management era,
European Respiratory Journal,2012;40:881-5,

E SR JI v 1L
BRCTTES Ca fififilk 8 fil, HF4 DFLHZ L,
RS S—nyX TAUT, 21‘*—/'4 N7 U7 2D ORI & 2R — M,
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Therapy,2013;33:476-82.
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(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

WAL KT 1 2 KEERBES - KELBGS - KEHLERS

(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.

?ﬁﬂ‘ﬁ/f' }\\“’7‘/( ~‘/ de‘l‘l%_[ﬁl}j_‘_‘.#% M [;k'}‘l‘l:tmj&fﬁ#%

(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.

wmHNTA T4
HERSEZS  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 11
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.

BHNDOHA RTA~ AT TERBARFES - WS 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 RSGAYy 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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