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(1) @54 BISOPROLOL FUMARATE- bisoprolol fumarate tablet, film coated/Alembic Labs

e« %05 | INDICATIONS AND USAGE

used alone or in combination with other antihypertensive agents

Bisoprolol fumarate is indicated in the management of hypertension. It may be

7% - F&: | DOSAGE AND ADMINISTRATION

to 10 mg and then, if necessary, to 20 mg once daily.

The dose of BISOPROLOL FUMARATE must be individualized to the needs of the
patient. The usual starting dose is 5 mg once daily. In some patients, 2.5 mg
may be an appropriate starting dose (see Bronchospastic Disease in WARNINGS).

If the antihypertensive effect of 5 mg is inadequate, the dose may be increased

{Fh#~D | PRECAUTIONS
&5 Pregnancy
Pregnancy Category C.

weight basis and 77 times the MRHD on the basis of body—surfacearea.

resorptions) at 12.5 mg/kg/day.

In rats, bisoprolol fumarate was not teratogenic at doses up to 150 mg/kg/day
which is 375 and 77 times the MRHD on the basis of body-weight and body-
surface—area, respectively. Bisoprolol fumarate was fetotoxic (increased late
resorptions) at 50 mg/kg/day and maternotoxic (decreased food intake and body
weight gain) at 150 mg/kg/day. The fetotoxicity in rats occurred at 125 times
the MRHD on a bodyweight—basis and 26 times the MRHD on the basis of body-

surface—area. The maternotoxicity occurred at 375 times the MRHD on a body-—

rabbits, bisoprolol fumarate was not teratogenic at doses up to 12.5
mg/kg/day, which is 31 and 12 times the MRHD based on body-weight and body-

surface—area, respectively, but was embryolethal (increased early

VOUTOU=T7YA PR L, AREELORMCELHR L RRA 1202292 H 6 H), ¥, ARMEEICIRMA L
EOFLHMRI A Fed L2 LSO OWA SCEIZOWT S, FRROTEH TH L Z L& LT\ 5,

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

#e[H : https://www.gov.uk/guidance/find-product-information-about-medicines

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

Z%JN : https://tga-search.clients.funnelback.com/s/search.html?query=&collection=tga-artg



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

benefit justifies the potential risk to the fetus.
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Bisoprolol 2.5 mg Film—coated Tablet/Accord Healthcare Limited
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4. Clinical particulars

4.1 Therapeutic indications

Treatment of Hypertension

Treatment of stable chronic angina

Treatment of stable chronic heart failure with reduced systolic left
ventricular function in addition to ACE inhibitors, and diuretics, and

optionally cardiac glycosides

i - &

4.2 Posology and method of administration

Bisoprolol fumarate tablet should be taken in morning and can be taken with
food in morning. They should be swallowed in liquid and should not be chewed.
Posology

Treatment of hypertension and chronic stable angina pectoris

Adults

The dosage should be individually adjusted. It is recommended to start with
5 mg per day. The usual dose is 10 mg once daily with a maximum recommended

dose of 20 mg per day.

Treatment of stable chronic heart failure

Adults

Standard treatment of CHF consists of an ACE inhibitor (or an angiotensin
receptor blocker in case of intolerance to ACE inhibitors), a beta-blocker,
diuretics, and when appropriate cardiac glycosides. Patients should be stable
(without acute failure) when bisoprolol treatment is initiated.

It is recommended that the treating physician should be experienced in the
management of chronic heart failure.

Titration phase

The treatment of stable chronic heart failure with bisoprolol requires a
titration phase

The treatment with bisoprolol is to be started with a gradual uptitration
according to the following steps:

— 1.25 mg once daily for 1 week, if well tolerated increase to

- 2.5 mg once daily for a further week, if well tolerated increase to

— 3.75 mg once daily for a further week, if well tolerated increase to

— 5 mg once daily for the 4 following weeks, if well tolerated increase to

- 7.5 mg once daily for the 4 following weeks, if well tolerated increase to
— 10 mg once daily for the maintenance therapy.

The maximum recommended dose is 10 mg once daily.
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4. Clinical particulars

4.6 Fertility, pregnancy and lactation

Pregnancy

Bisoprolol has pharmacological effects that may cause harmful effects on
pregnancy and/or the fetus/newborn. In general, beta—adrenoceptor blockers
reduce placental perfusion, which has been associated with growth retardation,
intrauterine death, abortion or early labour. Adverse effects (e.g.
hypoglycaemia and bradycardia) may occur in the fetus and newborn infant. If
treatment with beta—adrenoceptor blockers 1is necessary, betal-selective
adrenoceptor blockers are preferable.

Bisoprolol is not recommended during pregnancy unless clearly necessary. If
treatment with bisoprolol is considered necessary, the uteroplacental blood
flow and the fetal growth should be monitored. In case of harmful effects on
pregnancy or the fetus alternative treatment should be reccomended. The
newborn infant must be closely monitored. Symptoms of hypoglycaemia and

bradycardia are generally to be expected within the first 3 days.

B OAl CinE)

(3) Hing

APO-BISOPROLOL/ APOTEX INC

RIRE - ZhR

INDICATIONS AND CLINICAL USAGE

APO-BISOPROLOL (bisoprolol fumarate) is indicated in the management of
patients with mild to moderate hypertension. It may be used alone or in
combination with other antihypertensive agents, particularly thiazide
diuretics.

APO-BISOPROLOL is not recommended for the emergency treatment of hypertensive

crisis.

A% - F % | DOSAGE AND ADMINISTRATION
In the treatment of mild to moderate hypertension APO-BISOPROLOL (bisoprolol
fumarate) must be individualized to the needs of the patient. The usual
starting dose is 5 mg once—daily either added to a diuretic or alone. If the
response to b mg is inadequate, the dose may be increased to 10 mg and then,
if necessary, to 20 mg once daily. An appropriate interval for dose titration
is 2 weeks. Increasing the dose beyond 20 mg once daily produces only a small
incremental benefit.

IEfF~D PRECAUTIONS

&5 Use in Pregnancy:

Bisoprolol fumarate was not teratogenic in rats at doses up to 150 mg/kg/day,
which is 375 times the maximum recommended human daily dose. Bisoprolol
fumarate was fetotoxic (increased late resorptions) at 50 mg/kg/day and
maternotoxic (decreased food intake and body-weight gain) at 150 mg/kg/day.
Bisoprolol fumarate was not teratogenic in rabbits at doses up to 12.5
mg/kg/day, which is 31 times the maximum recommended human daily dose, but

was embryolethal (increased early resorptions) at 12.5 mg/kg/day.
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There are no studies in pregnant women. APO-BISOPROLOL should be used during
pregnancy only if the potential benefit justifies the potential risk to the

fetus.

[LAF STVEM PHARMACEUTICALS ULC #4507t ]
Bisoprolol has pharmacological effects that may cause harmful effects on
pregnancy and/or the foetus/newborn. In general, f - adrenoceptor blockers
reduce placental perfusion, which has been associated with growth
retardation, intrauterine death, abortion or early labour. Adverse effects
(e.g. hypoglycaemia and bradycardia) may occur in the foetus and newborn
infant. If treatment with S - adrenoceptor blockers is necessary, f1 -
selective adrenoceptor blockers are preferable.
Bisoprolol should not be used during pregnancy unless clearly necessary. If
treatment with bisoprolol is considered necessary, the uteroplacental blood
flow and the foetal growth should be Page 7 of 40 BISOPROLOL TABLETS
monitored. In case of harmful effects on pregnancy or the foetus alternative
treatment should be considered. The newborn infant must be closely monitored
Symptoms of hypoglycaemia and bradycardia are generally to be expected within
the first 3 days
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BICOR /Alphapharm Pty Ltd
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4.1 Therapeutic Indications

Treatment of stable chronic moderate to severe heart failure in addition to

ACE inhibitors, and diuretics, and optionally cardiac glycosides.

ik -
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4.2 DOSE AND METHOD OF ADMINISTRATION

Dosage (dose and interval) Treatment of CHF consists of an ACE inhibitor (or
an angiotensin receptor blocker in case of intolerance to ACE inhibitors), a
B -blocker, diuretics, and when appropriate cardiac glycosides. Patients
should be stable (without acute failure) when bisoprolol treatment is
initiated. It is recommended that the treating physician should be experienced
in the management of chronic heart failure.

Titration phase

The treatment of stable chronic heart failure with bisoprolol requires a
titration phase

The treatment with bisoprolol is to be started with a gradual uptitration
according to the following steps:

- 1.25 mg once daily for 1 week, if well tolerated increase to

- 2.5 mg once daily for a further week, if well tolerated increase to

- 3.75 mg once daily for a further week, if well tolerated increase to

- 5 mg once daily for the 4 following weeks, if well tolerated increase to

- 7.5 mg once daily for the 4 following weeks, if well tolerated increase to
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10 mg once daily for the maintenance therapy.

The maximum recommended dose is 10 mg once daily.

[RIEND!
5

4.6 Fertility, Pregnancy and Lactation

Use in pregnancy(Category C)

Bisoprolol has pharmacological effects that may cause harmful effects on
pregnancy and/or the foetus/newborn. In general, [ -adrenoceptor blockers
reduce placental perfusion, which has been associated with growth retardation,
intrauterine death, abortion or early labour. Adverse effects (e.g.
hypoglycaemia and bradycardia) may occur in the foetus and newborn infant. If
treatment with  p-adrenoceptor blockers 1is necessary, B 1-selective
adrenoceptor blockers are preferable.

Bisoprolol should not be used during preghancy unless clearly necessary. If
treatment with bisoprolol is considered necessary, the uteroplacental blood
flow and the foetal growth should be monitored. In case of harmful effects on
pregnancy or the foetus alternative treatment should be considered. The
newborn infant must be closely monitored. Symptoms of hypoglycaemia and
bradycardia are generally to be expected within the first 3 days.

Studies in rats have shown that bisoprolol and/or its metabolites cross the
placenta and distribute to the foetus

Administration of bisoprolol at oral doses of > 50 mg/kg/day to pregnant rats
or > 12.5 mg/kg/day to pregnant rabbits caused embryofoetal toxicity,
resorptions and abortions. The no—effect dose for embryofoetal toxicity and
mortality was 40 mg/kg/day (associated with plasma drug concentrations (AUC)
11 times that expected in humans after 10 mg/kg/day bisoprolol) for rats and
10 mg/kg/day for rabbits (associated with AUC lower than that expected in
humans after 10 mg/kg/day doses). No evidence for teratogenic effects of

bisoprolol was observed at any dose in rats or rabbits
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4. BBk

ARIEO PR EI G OAGBRFERFZIT T » B RO Y 5 - A AR VNSRS
THY ., FRABEFREF LI TRRO LB Th b,

7 v bW IE A E TR RO G- C i3 REEM AR E NN I 23 7 & 20 72 ARFE 100mg/kg/
HOHEIZBWT, JRIEDFELT - WO, BIROREE, BIo R (ZEFEhIK) oH
MDFRD Htz, £z, HAERIZEBWTH AR 100mg/kg/ H O F & TR 72 (R HEIHNH] 2355880 5
iz, UL, A3 30mg/kg/ HDHETIEZ, MR, HAR S bEYR LI 2EETRD LN
Mo T, AFEEPEIC T D MEME R 100 mg/kg/ B, WA (BIREKOHAR) (254 2 Sk
(% 30 mg/kg/ H TH -7,

7Y X% TR RS E TR 53R BRI B T ASE 50me/kg/ H O ETHRIZDIET - I
FOHEMMBTRD TS, ARIE 10mg/kg/ H O AR TITIR RIS 512 L 2 BIIA LN ) o
Too AFEERVES G 2 MEEEME R 50 mg/ke/ H. WA (RIE) (2x7 2 M &l% 10 mg/ke/
HTohoT,

7 v b T2 JE E R O LB G5B Tl A 30mg/kg/ B K OASK 100mg/kg/ H T Fl
HAROIRARE R ORZRRBROE T RA LT, HAERDAEFR, MBS, BEEEDIEIZIEY
B ORBITFEO G- T, A3 10mg/kg/ H ODHETITWTNOHBIZHE W T BT D
S hotz, AFEFRMI T 5 ERMERIL 100 mg/keg/ B, WA (HAER) 12604 % HEHrt &
1310 mg/kg/H TH o Tz,

LLEXY | RIEOAFERAEICKIZTTHEZEIL, 7y NERUSXIZET2RAETCOREE
PE O - FRIEBGE, FEEMED &7y MERSOERBEMHITH L LE X b7,

—J7. KEORMCE? IZRHE LT 2ERBROBRRIC LUE, 7y FOREBRICB VTR
3£ 150mg/kg/ H O A& TR @MW M (BATERD K OMREIGININED) 23 673, e IEH
TR bR o T, TOMEIE, RORHERERRM & (MRHD) o 77 % ((ARmEEICEAS< & ME
MEMREICL D) ITHYT2HETH S, LoL, MRHD @ 26 f#ICFH2 75 50 mg/kg/ H D HET
7w MIRRRENE (WIUROHI) 2580 bivlz, 7% Hn 7238k TIE MRHD @ 12 f%12F68
% 12. 5mg/kg/ H D HEIZEB W T HIEAFEAERIIA LN oz, ZOMETREEE (WIX
RO RF8 bz, 7eds. KERFMSCEIZIIT S MRHD % 20 mg (0.4 mg/kg/H) & LTH
HEnTnd,

SEMOUHTSCE P T8V TX, EIET » b TARZK 50 mg/kg/ B LL L, IR T TARIK
12. 5mg/kg/ B LA L A& ChIEEME, WRIRE OWREDSFED Hiv, IiREE & OBBEERIZRd
HImBEMEREITT v D TARIE A0 mg/kg/H, UHFTIIAIK 10 mg/kg/H TH D LT 5,

A D HGEIR 10 e S TG R A B TR A% 5-3RBR Al & MEs O SCEICRR#E S TV bk
BRakiaa TRICE EOTz, 7ok, ENORRKRME AR Z ZE L7 MRID (23T 5 ~— v 2 H T
HE%A02IE, MRHD & LT 5mg (0. 083mg/kg/ H) (ARFHMEICHKE S & MAYEHREM ) 2H0
77,

13



M = (mg/kg/H) _
—— — AERHERS AR TR MR AL
150 [77] ® o BEMWORERININE . AR ¢
o REEWM) O REHINNH]
o ISR CRIE ORI
5 | 100 [194]Y ¢ RIRAEEET
v ¢ NIREE (ZEIEEK) Hm
~ o HAERRER O FEH AN
50 [26] o BRIEENE (WIRoBm) @
40 © o JRVEEMEIC D MR
30 [58]Y o R (RIEROHAEIR) 12k 2 Rt
50 [194]Y o JRIESET IR OHE N
i 12.5 (12 9 |+ AWM (RIIEORD ©
. 10 o BVEEMEICK T D M R
10 [39]Y o W R ISR D R

a) [ ] BOREGARHESEAE (MRHD20mg) 123 2 ~—Yr (RREREIZHES < b MY EHF AL & MRHD
) CKEOWASCE P X0 o5 BE

b) [ ] EPN OGRS A5 MRHD % 5mg (0. 083mg/kg/ H) & L= A 0K HE (AEEREICES< b
MY BB Y L ~—Y a2 )

o) FMOWEMCED L0 5

BUED 512, N ORI G S 4L B L i O R SCEICRR STV 2 B)
MR B . AIO AT T 5 U 27 3B TR b IRA S 2 PR B IE S
FEAER 2 r 3 2 IR M & A Sz, [ENOAGR R GERHC FEE S LBk Bric B8 S IE R
BRI 2 R RIE, T v b CIEIARSE 30mg/kg/ A, KOV ¥ CTIIAIK 10mg/kg/HTH Y |
B O EILMRHD % 5mg (0. 083mg/kg/ H) & L7234, ZAVEAUMRHD 0 58 f5 K T8 39 fiF (f&
RERCES BT ED) ITHYTHLEEB2 0N, o T, BHO [ERMOAEFII A
FHICAR D A RTA ) P IRENTWD, AFREY 27 DRENEDT 5 &bt Tng
10522~V VIR T 52N TELHEEZ D,

ZOf, Ty MEROREEME 100 mg/ke/H. HAEROFEEMHA 30 ng/ke/ B Lo &
TRO LA, FREHICES CRILC TE, ZnbofRIE, ThZhEN oMk
BIF%H MRHD (5 mg: 0.083 mg/kg/H) D 194 (%K 58 f5LL LIS+ 2 @HAETH Y, JRIEED
HZE R OB BB 2 EHRERTH S 30 mg/ke/ RO 10 mg/kg/ HDHENE, ThEh
B fE M N9 fED~— T TR T D 2 LB TED L ERD.
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(1) 7 v MEYERTI X OUEIRY)I I 55805 V

@ImiE (@

7 v b (HERESS 24 IT/BE)

P55 HIfH]

e AZBEAT 9 WA O AEHIF R O A5 13
W AZECHT 2 AR 7 HH

BORE (BGHE)

ARH 0, 10, 30, 100 mg/kg/H (GRHIRE D B5)

o MYl

ETRULZ)|

o FUKEORY (EIRYIE) 10, 30, 100 mg/kg/HEiE
o {RE, AR, fdER RERL

¢ RO (AEER L) 100 mg/ke/#E

[ f e ]
o BlEMWO %N 10 mg/ke/ H AT,
o BEMO AN 30 mg/kg/ H
o AR (BRI ;100 mg/kg/ H

(2) 7 v MREOIRE TR G R

BfE Z v b (3840 VT/Ff : W EUIBHREE ; 24-25 DT/FE, HIRSMREE ; 14-15 PT/
(AWRENED) )
e 551 R R 7 B 2sBR 17 A

BhE (RGHREK)

AH 0, 10, 30, 100 mg/kg/H (Hfle 0 #5)

ik B oo

(REEh @ 2/3 R (MR 21 B #FEOIEH) . 1/3 RHE (BRI ]
(REHEIME] © 100 mg/ke BE

B JOBKEORERD : 30 | 100 mg/kg #E

¢ JEESEE B L

AR DOMERE, DB L OWHE « ER L

>

>

*>

(s R

¢ T - RO (BHICHRWIOIT - W) : 100 mg/kg #

o JRIROEAE X OVE(LEEMER 0 100 mg/kg #

o NIEEE (EREEHINR) oA : 100mg/kg BE GHIREE : 1/80 B vs
100mg/kg Bf = 14/71 ),

[HERE]

o HHAEROK M E @ 100mg/kg HE

o HAERKREOBREHINEG : 100mg/kg #
o ETEE BRREOFERE  REAL

o EBEHERER I ONF2 IRD3sA - s L
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[ M7 ]

o BEMWO—ENE 10 mg/kg/H
o EFEFEME ;100 mg/kg/ A

o AEAR 30 mg/kg/ H

(3) U KR ILDIRE TR B 55

Bl e .
GLIREh O 7 (13-15 PL/EE)
e 581 R R 6 H 2> 18 |

Beha (BGREES) | Ao, 20 10, 50 mg/kg/ A (SRHIRE D #5)

[RFEh4 : 4T0E 29 B 5 FUIRH]
¢ RRIREE, (AHE., BEEE. BKE  BERL
o EEREE  RERL

& L%]
il R DI ¢ - IR OB (R RBGEIER) : 50 mg/ke #¥
. %Tﬁ/ M JUSEEIIHIEM - R L

[ gt ]
v BEWO—REER X OVERE R - 50 mg/keg/ H
¢ AL 10 mg/kg/ H

(4) 7 v FEEWB L ORI GRER Y

o @) | 7o b (2122 JL/EF)

B 511 IR 17 B B4 20 H

BHE (BE5RK) | A3 o, 10, 30, 100 mg/kg/H (GREFEOEE)

[REEO : B syl
C o RRIE. (R, BEAER, BUKE B L
o W XU : R L

[HER]
¢ F1ROIRIKE : 30, 100 mg/kg #F
i R O o HAEROAEFR, ML, IREEOTEE R L

¢+ FLROREEOMKT : 30, 100 mg/kg #f
¢ FlLIROSEB X OWE 28R L
o F2Ro3AE B L

[ miid &)
o REEMO—ENER X OAESEENE ¢ 100 mg/keg/ H
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¢ RIEAY ;10 mg/kg/ H

SCHRSE

1.

EABERS . 7~ ABEY Ter— DTy MBI X & T AR, A L R
R, 1989; 23(3): 46-56
KEWRATSCE. Alemic Labs LLC. BISOPROLOL FUMARATE - bisoprolol fumarate tablet,
film coated. Revised: 11/2020
ZEINIRAT SCE. Alphapharm Pty Ltd. AUSTRALIAN PRODUCT INFORMATION BICOR (Bisoprolol
fumarate). Revised: 11/2020
Nair AB, Jacob S. A simple practice guide for dose conversion between animals and
human. J Basic Clin Pharma 2016;7:27-31.

(PR3 DO AT A BRI AR D A KT v SASKFEHK 01205858 5 AM34E 1A
29 H
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5. EERBEAICEET e
A LAIRICBET DARILRICONT, VAT YT 4 v 7 L Ea—ETo75,
BERT — X _X— 22D\ TIL, Drugs in Pregnancy & Lactation (G.G.Briggs, R.K.Freeman,
C.V.Towers, et al. WOLTERS KLUWE). Reprotox®, TERIS., MEDLINE/PubMed % iV /=, iz —

U — RIZ2WTCiL, Drugs in Pregnancy & Lactation (G.G.Briggs, R.K.Freeman, C.V.Towers,
et al. WOLTERS KLUWE) . Reprotox®, TERIS Ti%. ” bisoprolol” . MEDLINE/PubMed T
X, 7 bisoprolol” “pregnancy””human” & L7-2, (MaZREEA H 202141 A 15 H)

FhH L7230k 27 MICHOW TR 2R L7z, 27 D 5 b, HFEUSOITHR 8 #H, HFER
BB 2 SR 1, AR 2 BRSO L 7o AR B S0k 1 R, L e e — 30k 4 SRABRAN L.
13 # (BT 4 . JEBIRTE 9 ) ([Z oW THEM A AT L7z,

I3MOFEMEITRDO LB TH DN, 095 LEFHIE 4 MOBEIIRDO LB Th o7,
FEARES 1 =W OBREE & IR0 Je REE R AEITE T D 1FMIS OV TR, AT B 339 61 2 %F5
& LTeifgE (RA v aERE L #— (1)) Tid, SIS B L TR REFIZOWTHRAEED
BN & NXBAE NS D le o 7o, AL 9 il A ETe BB SE A AL RPN AE A L 72 REBL oD IR 798 fi
DPEFRTE (AT 2 —FT VHAEVTZRNY (2)) Tk, LHEBOREEFRD EH (0R2. 7, 95%CT ;
1. 79-4.08) D3 BT MO BEEZIZIB W T H REROFER Th o 72, EHIONFUI AR TH 223
B TSR A ATIRES | =N Sl (ERAGFET — 2 _X—2 (4)) OFHTTix. L&F#
ZETEREFEIZOWTRAROEM E IZBEN LN o Tz,

PENRES 2 = FHILIRE OWREE & WA~ DRI T DI OV CIE, ARG 339 #i 4 %5 &
L7eitge (RA Y aitfmt 2 — (1)) Tk, RS 1 = OB 0OREGNT L, 28ETo
D7p < &b 2 EMIATE TRESE L 72 B CIX AR EN D 72 hr o 1o, EWNFZE (EN BRI (3))
TIE, RS FlaGgte B MWK 45 B LR ho— L2 i L, B B CIIB I RE R
4 (FGR) W&o 728, ARIEMHEHO 5 FITBWTIHRRIEFC FGR XA DR -T2, HIRE 3 =
WD BRI E (NFUIARH) (R FET — 2 _—2 (4)) OfFHTTIX, B K
FECHHFLA R U A 7 70 E ORBR I BT,

(1) Maria Hoeltzenbein et al. Pregnancy outcome after first trimester exposure to
bisoprolol: an observational cohort study. J Hypertens. 2018 Oct;36(10):2109-2117

BAS NI A R EH

ERIAES A 339 f5

MRS German Embryotox pharmacovigillance institute (Z351F 5 HifA < #F

e, ARINZAD7e < IR 1 =R U7z 339 il AT TEWE

(ZIEFE L QRS R — k678 Bl & bl U7-, (A BAYIE, @il

2 5% 2 "bisoprolol"[MeSH Terms] OR "bisoprolol"[All Fields]) AND ("pregnancy”[MeSH Terms] OR “pregnancy"[All Fields] OR
"pregnancies”[All Fields] OR "pregnancy s"[All Fields]) AND ("human s"[All Fields] OR "humans"[MeSH Terms] OR "humans"[All
Fields] OR "human"[All Fields]
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J£ 203 451, g E CRIEIR, Cofigitd e B e i, B i R, O
LA DFEER) 136 B Th o 7=, fH AR, $%ﬁ%®ﬂ(@\u
#PH 2. 5-5mg/ H; HiPH 1.25-20mg/H) Th o7z, BIRFEE, ANTLE
IRFHICAEZITRO ONT | ERFELRKEOFHENI 720> T
(A A BER R DM e AR BB 72 B B R ), AEREESERE 3 43l
IZBWTCHERTRIIA LN o T, KL, AKEE 10/294 4
(3.4%) . *THREE 28/611 B (4.6%) THEZAFTRDOLNRN-oT2
(adjusted odds ratio (adj OR) 0.77; 95% confidence interval
(CI) 0.34-1.75), K& 10 BIOWNGRIL, BIRER 3 Fl, Mkt a
2%, UL 2 B, AR 3HITH -7, FBEE (adj OR 1.90; 95% CI
1.17-3.11) ., {EHARAEIE (adjusted standard deviation score
(adj SDS) difference —0.48; 95% CI —0.62 to —0.34) AAIPET
Zole, FETHNRE 1 = WL OEEFIZ L, SikaTo 072
< &b 2 FMATE THERE L 72 B CIIHAEREDS D7~ 72 (adj SDS
difference —0.26; 95% CI —0.52 to —0.01),

(2) Lennestal R 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; 65(6): 615-625

AP N i =! B HEWTEL, AT
R B HEWTEE 778 ] (D HAIK 9 f51]) (798 i)
il Swedish Medical Birth Register & —# # %A L7-W%e, EHEPIH

WCHEER 2B G St 1,418 N4 [FIFEHIC HpE L 72 otk
1,046,843 N LR U7, B HEWTESER] (B HERr3EME A 778 oD 5 &
ﬁ%ﬁ%i9m):owfﬁﬁmﬁ%%mEmﬁmEméMTmé
FEIESRICIREE L7 Ik W, Darfigis 42/1, 390 IBicA B, U A
ﬁ@Lﬁ%M&ﬁ_mRzaa,%%a1923m) B JHE 7 S B fof
HAERE LB OAENTZIRIZEBWTH DAL 25/ 798 RIZH
Hiv, AERV AT OHEINEH L DT (0R2.76; 95% CI 1.79-4.08),
B 5 2372 BRAN O R BAIE TR O b o 7o, e REFIER OO
H, HEEITFHTH S,

(3) Tanaka K et al. Beta—Blockers and Fetal Growth Restriction in Pregnant Women With
Cardiovascular Disease. Circ J. 2016 Sep 23;80(10) :2221-6

PTG, FEAmEE H a B K vs B KR vs R hr—L (a B - B JHEWTIEAS
72 L), hERER)G . BRI E A4 (FGR)

ST 1 5 B JEWTHE 45 ) (5 HARIE 5 )

ez AARDHK Al & ak— ML, o B HEHEE 13 A vs. Bﬁ%ﬁ%f\

vs. 2 hE—/L 100 N (a B+ B HWEFMAEMZR L) ([ZRIF 2ROk
xR ole, ST L b5y %w2ﬁﬁiﬁ%bt%@
L L7 (a B BTSRRI 205165, 4 (¥ RS H., B
WA FH M) 189291, 1 CF¥) AR 22) H) , 5 & 1T A3 5-10mg/
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HCh ol ERMIRBIT o B BRI AIE T 0/13 1, B MW
FAGIT 0/45 5], =2 ha—/L 3/100 5l Td > 7=, FGRIL o B FEWTIE
FERBIT /13BN A BIL, B WA HEI T 12/45 ], = ha—
JLTIE 3/100 Bl TH o 72, FGR DU AT [NFIZHOWTELER VAT 4
Y I EATOToRER. o B EBEEREE 2 b — A HORICAEE
ZHERBDIENo 7= (adj OR 2.36; 95%CI 0.23-21.91), B HEHFERRE
Lary be— O TIIAELELZRD. (adj OR 9.21; 95%CI
2.34-320.53),

(4) Davis RL et al. Risks of congenital malformations and perinatal events among

infants exposed to «calcium channel and beta-blockers during pregnancy.
Pharmacoepidemiol Drug Saf 2011;20:138-145

ARG, A E BB, SERIEE - HPENIRE

FEAm %R B BEMTERES 1 =AML 188 I, 5 3 = ALY 405 IR
(FEAIFEANE)
L Jbk HMO (Health maintenance organazation) WFZEx >y N —27 7

07T ADERY AT LT —H_X—RA 2L 5% A0 & ak— ML,
W5 ZE DRGSR T — 2SO THRIR 2 34T L 72, FEBLOARI%
FRORBR7 & CHREE L7c, SR IIHPER 365 H D7 41— JHREH
BRITIR 30 HO 7 4+ 0 — Tl L7~ 45 1 = LB H o KR
HICOWTIE, B EWTERALHE 25/188 (13.3%) . B MEWTHRIEL S EE
6,806/49, 648 (13.71%) L Iz L THFHHNRM) -7 (relative
risk (RR) 0.97; 95%CI 0.81-1.16), £ 3 = =I5 il T oD & i 1 5
FICOWTIE, AERY A7 BINRA L (RR 1305 95%CT 1. 17-
1.45), F£725 3 = LU TR OILMBE, feeding problems A3
biviz, B WIS L COWE Th Y AFEOEFFIIAATH S,

(5) Eero Kajantie et al. Bilateral cleft lip and palate, hypertelorism and hypoplastic
toes. Clin Dysmorphol
. 2004 Jul;13(3):195-6

KG9 R RS RN
ST 51 5% 1
FER O, Afk% 5l E TR bmg, 7 axtr A<V
iR Z A Uz, WIS DR D22, mWIRMEEE., aivEkiE, >F
JeIERFRIE AR A btz (R L), (74T R)

(6) Nicola L Walker et al. Paroxysmal bidirectional ventricular tachycardia with

tachycardiomyopathy in a pregnant woman. Acta Cardiol. 2009 Jun;64(3):419-22

RESIS FEDBEREARN R 2 O D EMEI  EIRRIIGER

BRI TR 1

(e SRR 31 WRpIC A DERER B2 O LSO 2D, KK T LA
= R CIAMR. 34 875 EOIPA CREREZR B IR A HE Lz, (&R
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(7) K Jarvi et al. An obstetric patient with neurocadiogenic syncope. Int J Obstet
Anesth. 2009 Oct;18(4) :396-9

RESS PRGOS
BRI TR 1
A BEARD T AEFTDN D AR OIRME I UARSEZ A T | AR ARp1I 1k

|:|:1
S, HRERRGEIC R 7R < REEAMRREE T C 38 RRIE . R B IR
HpE (77 —A=27 9/10) LT, ERFIENCHIE & & 5 3 H &0
BARHTH S, (UK)

(8) Zdravko Babic et al. Successful primary percutaneous coronary intervention in the

first trimester of pregnancy. Catheter Cardiovasc Interv. 2011 Mar 1;77(4) :522-5

e A i = ME AR
A 51 45 1
*EBE% ﬁiﬁE{ 10 i@ﬁ#\ ;E\ﬁ%*ﬁ%@f:&)j—] 71_7‘/1/(@‘155\%8??07‘:0 I

WBIERTZICBW T, TAE YU > 300mg, 7 2B RZ LJL 600mg, X #
0.45mSv DWEFEN D -7z, BT —T WIEE%, R EMSEIRO 7=
A (HEARY), 7 R7 L)L, TRV U A RT7 TV KA
BT A | RGBS CHUEEERIEE 21T o 1o, Tl CIER 2
WLl (77 H—A=a7 9/10), FBIEFNIEE (1 5y 27 /H) LTW
7 (ZaT7TFT)

(9) Rahul D et al. Pregnancy and treatment outcome in a patient with left ventricular
non—compaction. Eur J Heart Fail. 2013 May;15(5) :592-5

xR R TEE D BEAIEE IRPIIGEE (R 1 =i b 0 Bks &5
#HINnTnD)

BRI 1

R FE B ODEACREE O T | HIRE 1 =IO o ARE L T2

V> OEE 2B LT, TR 12 I KGEEGYED SRR A EAL L,
7urtI R, A (HEGLEHZ L), Ko F~Y A TEEZ T
Too HEUR 32 TIOLARDTDIZ AR Z EL L, iR 34 3 T 2470g
ORERE B I AHE L, (UK)

(10) G 0 Okunove et al. Acute myocardial infarction in pregnancy following unlicensed
use of methylenedioxymethamphetamine ( Ecstasy’ ). Scott Med J. 2013 Aug;58(3) :e4-

6
PO 3/ DAPAEZE IR R R R

A 1

L R 33 IFIC, AF Lo IFR A Z T 2 Z I BTG O DI

FETAPE L, BRI A Y . Z7a b R7 L, K3 (BRIAER
REA, HEE#HZ2 L) ONIRDH 7=, 1EE 37 MEFIZ 3050g D F IR
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(11) Mauro Cozzolino et al. Successful obstetric management of arrhythmogenic right
ventricular cardiomyopathy. Gynecol Obstet Invest. 2014;78(4) :266-71

KGRI R RESRIFEME A SO AE iR 42
FEAm A 1
ML AREEARIFMEA S0 ARE  (ARVC) (2% L C. BRI DA 1. 25mg %

5 TR 26 I 3. Thmg ~FEE L7-, #FIE 39 #IZF EUIBHIC T
WA HPE LT (WK 3460, 77 H—A2 a7 9/10), (A X VU T)

(12) E Reuschel et al. Interdisciplinary management of left ventricular
hypertrabeculation/noncompaction during pregnancy with a wearable defibrillator.
Int J Cardiol. 2016 Nov 15;223:154-158

S R ODFHBERLRET IR, ARARR IR
AT 1% 1
RS FERLFHHBECREEIS LT, IR 16 BIZZ2 LS, A%

Smg/d % BRkG, IER 24 HIKFIZ wearable FRAEIZ O H 2 BR4G L7,
BT 37 JAIRFIZ AT EYIBH C 2556 DY & HPE L7c, HIAERB KO 7
AEZRIZBWT, BIZREZRO 1oz, (FAY)

(13) J Palmer et al. Recurrent lone atrial fibrillation in a twin pregnhancy: a case
report. J Obstet Gynaecol
. 2019 Aug;39(6) :858-859.

KG9 R DEME)  IEETP A, AR
BRITIE:S 1
G DEMEND -8, fEHE 25 2 B, A3 3. 75me I TRE LUGE LT,

BN A DAL AR 36 8 3 B ARHE 1. 26m (2 TR L. £ D% 2. bmg
~HEE LIBREITo T, NraHELE (RoFEMRE I v
V), (UK)

ERL E AR OBR R 2 DTSR 21T - 72, (EREH H 202343 H 23 H)
BT ATRR ST FKGm L 10 BUSHOW TR ZHERR LTz, 10 D95 H, L E 22—k 7 #
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(15) Kayser A et al. Neonatal effects of intrauterine metoprolol/bisoprolol exposure
during the second and third trimester: a cohort study with two comparison groups. J
Hypertens. 2020 Feb;38(2) :354-361.
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anomalies. JAMA Intern Med. 2017 Jun 1;177(6) :885-887
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WNTA RTA4 2 BN DRSS

(&#} 4) Regitz—Zagrosek V, et al:
cardiovascular diseases during pregnancy:
Cardiovascular Diseases during Pregnancy of the European Society of Cardiology (ESC).
Euro Heart J 39: 3165-3241, 2018

2018 ESC Guidelines for the management of
The Task Force for the Management of

Table 7 Drugs and safety data

Drugs Classification Former |Placenta Transfer to Pre-clinicalclinical safety data
(Vaughan Williams | FDA permeable breast milk
for antiarrhythmic category (foetal dose)
drugs)
| Bisoprolol | Beta-blocker (Class Il) | c Yes Yes | Foetal bradycardia and hypoglycaemia

Category C: either studies in animals have revealed adverse effects
on the foetus and there are no controlled studies in women, or stud-
ies in women and animals are not available. Drugs should be given
only if potential benefits justify the potential risk to the foetus.

WHTA RT4 v KREUBHS

(&#} 5) Canobbio MM, et al. Management of Pregnancy in Patients With Complex
Congenital Heart Disease: A Scientific Statement for Healthcare Professionals From
the American Heart Association.

Circulation. 2017 Feb 21;135(8) :e50-e87.

Table 3. Medications During Pregnancy
Other Pregnancy
FDA Teratogenic Concerns
Common Pregnancy | Risks (First (Second and Suggested
Examples Category | Trimester) | Third Trimesters) Evaluation Lactation Notes
Antihypertensives
B-Blockers Metoprolol H Mone reported | Possible association | Consider serial Except for
Propranolol C with fetal growth | fetal sonography to atenolal,
Carvedilol C restriction in assess interval fetal | probably safe
second and third growth in second
Atenolol D trimesters (atenolol, | and third trimesters
propranolal),
neonatal
bradycardia
{esmolal, nadolol)
Combined Labetalol C None reported No Yes
a-/B-
blockers
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