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#E 20mg DSEP |

No HR5E4 AREBFE hee - IR - AE

1 | 7—F A Mg 1.25mg, [FIfE 2.5mg. [RIGE | 55— = HpkAatt O#%g 10mg., & 20mg
10mg. [7#E 20mg (AREMEm M (BE~ T SE) . B EE M & L EE)

2 | IxXym— g 1.25mg [7 AV 8| SeFnga T3k et N Ta—L e LT, #H, BN 1\ 10~20mg Z 1 H 1 [H]
BE 2.5mg [ 7 AV [FIFE 10mg [ 77 A L], RA®RET 5, ol Fin, ERICE D EEEET 2,

[AI&E 20mg 77 A /L |

3 | AT —gE125mg (U1 ), [A | RIFREER A4 O#E 10mg., #E 20mg
§E 2.5mg [ A || [FlFE 10mg [ D A1 |, CH.LME)

[F$E 20mg U1 | AN_Ym—)L e LT, @, AN 1\ 20mg 2 1 A 1 =#EA

4 | ANRTE—AgE125mg [#F), [/ | =70 ES 77 —< s | BET 5, Lk, Filim, ERIC K VIEEEET 5,

BE 2.5mg % X [FEE 10mg [ &% F], | #1
[F$E 20mg [ % F < O#¢ 1.25mg, #E 2.5mg, #& 10mg

5 | IA_Yra— g 1.25mg [ h—T |, [A] | EFEE GRS AR ROIRRET, 7oA T 3 AR E R, FIRFE, ¥
B 25mgl h—" ) F§E 10mgl h—1 |, X4 U AMHEOEBERFR 21T TV D ERE Btk LEER X
[F$E20mg [ h—17 | T EIEEERL O AR AE I Z 255 < ‘I‘uxv AR A)

6 | HARYE—AEE125mg (=70, 6 | =71 ES 77—~ ks | A Yr—E LT, EBE . KN 118 1.25mg, 1 H 2[Rk
#E 2.5mg =7 | [F#E 10mgl =71, | t: %D&Em%%ﬂﬁé#éo 118 1.25mg, 1 H 2 [FD fEIC AR
[F$E 20mg =71 | W D% EIE. 1AM EL EORIME TRBMEZE Z 7208 & BEFEHY

7 | IANUu— i 1.25mg [DSEP). [AgE | 45— —4t— % 7 7 fhaty | IDHEEL, E@ﬁﬁi‘ﬁb\%éﬂiﬁi%fféo FHE D BT 4 B
2.5mg [DSEP). [F4E 10mg [DSEPJ. [Al | # BEAOIZATV, 1 a5 i 1.25mg, 2.5mg, 5mg i% 10mg D>

ThmeE L, WTFoOHEIZEWNTE, 1 A 2 BRERD &S




Ty a—/LEE 1.25mg [IG] . [FSE
2.5mg 1G], [FI#E 10mg [IG ], [FlEE 20mg
[IG]

AAY =2V v 7 iR
#

Jv_ya—/LgE 1.25mg [Me., [FIEE
2.5mg 'Me] . [FI#E 10mg [Me] . [FlEE 20mg
Me

Meiji Seika 7 7 /L= L=
=it

10

JI_xyr—/LEE 1.25mg INIG), [FlEE
2.5mg INIG], [Fl#E 10mg TNIG), [FIgE
20mg NIG]

H = Tl B T3k e+t

11

AT m—/LEE 1.25mg [TCK],
2.5mg [TCKJ, [F$E 10mg [TCK].,
20mg [TCK]|

JREALFRRA ST

12

Ty m— UE 1.25mg ['VTRS |, [FlEE
2.5mg [VTRS], [A#E 10mg [VTRS], [A]
#E 20mg TVTRS)

TAT RU AR~V ATT

B

LI D, G, MERFR L LC 1 25~10mg & 1 A 2 [ & #%%
A& 595,

k. Flm, JERICE Y BRI S HIEAEL LTH &
W ETo, BEOKRFNT T D OGHEIC K0 | AR R T
BT %,

O#E 2.5mg, #E 10mg. #E 20mg

CBERIRAE /O B A D)
AN_Ym—)L& LT, lHE, A 1E5mg 2 1 B 1 [E#E A&
ENGEEL. SRR A+4r7e8:4120% 10mg 2 1 H 1 [8]
20mg & 1 A 1 FI~BPERIICHEET 2, 723, Fin, SERICE
D EEEIR T AN, R G- &I 20mg 2 1 H 1RETET 5,
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TRy — )VIRAF SCEUGTE B
SMB54ETH 31 H
(BG4 A 26 B — i)

ih B OB
— 4 AR E— )L
R 7E44 7 —F A NBE 1. 25 mg. [AIHE 2.5 mg, [FIEE 10 mg, [FISE 20 mg
ek
AREUEE o — =R tt

ftly

010 mg, 20 mg :
ARV m M (BE~ T EE) |
(O1.25 mg, 2.5 mg, 10 mg:
WOIRRET, T o VAT v CEMBERILESE, AR, X5 U 2 H|
FORBEOREZ T TV BE
AR O R B TR IR O AR AE L He D 8P AR 42
02.5 mg, 10 mg, 20 mg :
SRR A AR )

SEEME MR, PoliE

M - HE

OARREME R M EE (BE~PEAE) | BB M) TAE
HNR_ya—)Ll LT, @, A 1R10~20 mg 2 1 B 1 [mRRO&ET
Do, TRF. Fim, ERIC X 0 EEET 5,

OFME
AN m—Le LT, @, A 1E20 mg & 1 H 1RO 5,
7k, AR, ERIC XV EEERT S,

O i U B FHERAL O ATIE (2555 < B A 4
TRy m—) Ll LC, k., A 1 1,25 mg, 1 B 2 B&#&O#%KEN
SBRMAET 5, 1811.25 mg, 1 A 2 EOHEICERERS L5EC1E, 1
LA EDORINE CERNEZ 272708 B PSR ISR L, AAMEN R WIGE IR

BT 5, HEOBEEIIL T BTV, 1 [EESEIT 1,25 mg, 2.5 mg,

5 mg XIE 10 mg OWFine L, WThOHEIZBWTE, 1 H 2 [E&E#%

BO¥E LT 5, B, HEEESLTL1E2.5~10 mg# 1 H 2 [AIAHR
#5425,

7B, Fln, ERICEY, BEHERSISIEHAEE LTH LW, F2,
BHEOARKNC KT B ROSMEC L0 . HER Rl T 5,
OBERME LB AHE)

ARy E—LE LT, %, KA 1RI5 mg & 1 B 1B O S0 55
L. VRN RBAIIE10 mg 2 1 H L[E, 20 mg Z 1 H 1 [a]~B%
PEAVICHE SRS 5, 7ol Hln, JERICK VEEIERT 208, RREGRIT
20mgx1H1IBEETET S,
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HEIf~D K5

TR SR L CW D RIREME DO & D AMEIII &R G LanwZ &, T v MRS
BTN M OUEIR O3 H5-3RBR 2 BV T, B A E O 900 f% (300 mg/kg)
THEEEOWAD K OVERKET (13 a0/ OENNHE SN TWD,
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2. Hi

IR HPE % AT DIEER AR B A UL ENEIN L T 5, ZOBH & L TRHED EFERLS,
TERVEDIRBER T 5BEOTENRBIICYGE L2 Z & BETFREICK Y QT IERIEMREEEICAR
F SN DB RERIRSOAE A MR IE BN AE &> D MR HIU S IR O BTOBREN b2 S5 L9
IZR o T EENFT b D, IEIRIMPERIC, RMAEERENRIL Y A F I v 7 I8 b L. RO
Bl > THERRAME D, TOREOEEMCIE, REIRCLAE, KERAEEES ORHAD L
MAEAOHED, FEERIFEL Y LN 2, DOREOEERECHEOK 1 FOmEREIZ XD
HOTHY, ZOWNFRITZWIRIC, KEVIRAFHE, JEPEHLOE, RNEIRBIEISRIETH L 1, EER
IR BE AT D LMEDIERINEICB W T, BESEC A G 0MEGIHED TR, & L IL1EH
IIMETH D,

JEAFEBID LAY A7 IZDOWTIE, MEIRIRFIZ I, RHAEBR A S IEATIRRF D 1.5 {5 CTHIm
T 570, DHERRIRT, AR (EIEFRIRAE, PHZEMEAD RBLOAES) . M PR R
LEOWERSELEE O TIIEm < 2D, TEREWFEEGIHEIR 1,321 AD LT X~ UIFFETIL,
173 A (13.1%) IZHAEHOLAREOAEIERDTZ L FTH, DEZ FF OO IRRT 2> D D>
BEREAME T L TV D ZMEICR N T, DARROB RN E D> Tz, D EOILRERL A IE S DT
30 A 35 AR = 7R — MR (2000-2019 4, ENIIEEREMRIFZEE v % —) Tk, 6 4Tk (17%)
WO EOGHERDT % 23 IR EIRTIC B K (BLT, RV RY o B KL
Gie) ZNMRL. 12 R TIE B BEERZNIRL T ed o7z, B BERTRNAR O 7 8 C LR
Lic& A, Ko EEE (EEEREEEMRVERD) 23 B lREEA AR L W zpd, FEEHOLAR
A PERIIR T O /L ERRHROE /2 2K T EIL, Wil CHREZEZ BRI T2, SEATHFIE TIL,
FEEBMFR IR EETHHIZE, FAEMOAGOHEY A7 BNEnERELTEY 1| EEOIX, &
FEGIZY B BEWTEE DR T BIERI & D bR WEEM THAE LN /RN H D L ZBE LT
Do

JEAREMDOFFENRY A 712D TiE, BHEEREOFINE L TELHMbND QT IERIEGERE A H
T 2ENETIX, FEMICAREIRA S I 2 5, DREO QT IERIEGERE S OFHTIR 136 M4
ZRIG L LTSk L RIFFZE Tk, ANEARA X b S BT ERNAR 44 R ClIE 2 18 (4.5%) .
B HERTEIEN AR 94 AEIRTIE 1244 (12.8%) @R biv, QUIERIEGEREZ A7 2 4EFERIZIB N T
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COREG (carvedilol) tablets for oral use/GlaxoSmithKline

ZhAE - DR

1 INDICATIONS AND USAGE
1.1 Heart Failure
1.2 Left Ventricular Dysfunction following Myocardial Infarction

1. 3 Hypertension

ik &

2 DOSAGE AND ADMINISTRATION

2.1 Heart Failure

DOSAGE MUST BE INDIVIDUALIZED AND CLOSELY MONITORED BY A PHYSICIAN

DURING UP-TITRATION. Prior to initiation of COREG, it is recommended that
fluid retention be minimized. The recommended starting dose of COREG is 3. 125
mg twice daily for 2 weeks. If tolerated, patients may have their dose
increased to 6.25, 12.5, and 25 mg twice daily over successive intervals of
at least 2 weeks. Patients should be maintained on lower doses if higher doses
are not tolerated. A maximum dose of 50 mg twice daily has been administered

to patients with mild-to moderate heart failure weighing over 85 kg (187 1bs).

2.2 Left Ventricular Dysfunction following Myocardial Infarction

DOSAGE MUST BE INDIVIDUALIZED AND MONITORED DURING UP-TITRATION. Treatment
with COREG may be started as an inpatient or outpatient and should be started
after the patient is hemodynamically stable and fluid retention has been
minimized. It is recommended that COREG be started at 6.25 mg twice daily and
increased after 3 to 10 days, based on tolerability, to 12.5 mg twice daily,

then again to the target dose of 25 mg twice daily. A lower starting dose may

VOUTOU =7V A baBR L, AHERLORMCELMHR Lz (RRA 1202292 H 6 H), ¥, REEEICIRMA L
FO TR 2 Rl L DA OB ORMASCEICOW T, FREORETHD Z L 2R LTV 5D,

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

[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
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be used (3.125 mg twice daily) and/or the rate of up—titration may be slowed
if clinically indicated (e.g., due to low blood pressure or heart rate, or
fluid retention). Patients should be maintained on lower doses if higher doses
are not tolerated. The recommended dosing regimen need not be altered in
patients who received treatment with an IV or oral f-blocker during the acute

phase of the myocardial infarction.

2.3 Hypertension

DOSAGE MUST BE INDIVIDUALIZED. The recommended starting dose of COREG is 6.25
mg twice daily. If this dose is tolerated, using standing systolic pressure
measured about 1 hour after dosing as a guide, the dose should be maintained
for 7 to 14 days, and then increased to 12.5 mg twice daily if needed, based
on trough blood pressure, again using standing systolic pressure 1 hour after
dosing as a guide for tolerance. This dose should also be maintained for 7 to
14 days and can then be adjusted upward to 25 mg twice daily if tolerated and
needed. The full antihypertensive effect of COREG is seen within 7 to 14 days
Total daily dose should not exceed 50 mg.

IEhg~D
5

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Available data regarding use of COREG in pregnant women are insufficient to
determine whether there are drug—associated risks of adverse developmental
outcomes. There are risks to the mother and fetus associated with poorly
controlled hypertension in pregnancy. The use of beta blockers during the
third trimester of pregnancy may increase the risk of hypotension,
bradycardia, hypoglycemia, and respiratory depression in the neonate (see
Clinical Considerations). In animal reproduction studies, there was no
evidence of adverse developmental outcomes at clinically relevant doses (see
Data). Oral administration of carvedilol to pregnant rats during organogenesis
resulted in post—implantation loss, decreased fetal body weight, and an
increased frequency of delayed fetal skeletal development at maternally toxic
doses that were 50 times the maximum recommended human dose (MRHD). In
addition, oral administration of carvedilol to pregnant rabbits during
organogenesis resulted in increased postimplantation loss at doses 25 times
the MRHD (see Data).

The estimated background risk of major birth defects and miscarriage for the
indicated populations are unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease—Associated Maternal and/or Embryo/Fetal Risk: Hypertension in

pregnancy increases the maternal risk for pre—eclampsia, gestational diabetes,
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premature delivery, and delivery complications (e.g., need for cesarean
section and post—partum hemorrhage). Hypertension increases the fetal risk
for intrauterine growth restriction and intrauterine death. Pregnant women
with hypertension should be carefully monitored and managed accordingly.
Fetal/Neonatal Adverse Reactions: Neonates of women with hypertension who are
treated with betablockers during the third trimester of pregnhancy may be at
increased risk for hypotension, bradycardia, hypoglycemia, and respiratory
depression. Observe newborns for symptoms of hypotension, bradycardia,
hypoglycemia, and respiratory depression and manage accordingly.

Data

Animal Data: Studies performed in rats and rabbits given carvedilol during
fetal organogenesis revealed increased postimplantation loss in rats at a
maternally toxic dose of 300 mg per kg per day (50 times the MRHD as mg per
m’ ) and in rabbits (in the absence of maternal toxicity) at doses of 75 mg
per kg per day (25 times the MRHD as mg per m*> ). In the rats, there was also
a decrease in fetal body weight at 300 mg per kg per day (50 times the MRHD
as mg per m* ) accompanied by an increased incidence of fetuses with delayed
skeletal development. In rats, the no—effect level for embryo—fetal toxicity
was 60 mg per kg per day (10 times the MRHD as mg per m®> ); in rabbits, it was
15 mg per kg per day (5 times the MRHD as mg per m*> ). In a pre— and post—
natal development study in rats administered carvedilol from late gestation
through lactation, increased embryo—lethality was observed at a maternally
toxic dose of 200 mg per kg per day (approximately 32 times the MRHD as mg
per m* ), and pup mortality and delays in physical growth/development were
observed at 60 mg per kg per day (10 times the MRHD as mg per m® ) in the
absence of maternal toxicity. The no—effect level was 12 mg per kg per day (2

times the MRHD as mg per m®* ). Carvedilol was present in fetal rat tissue.

B O# (GEE)
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Carvedilol 12.5 mg film-coated tablets / Aurobindo Pharma — Milpharm Ltd.

RIRE - R

4. Clinical particulars

4.1 Therapeutic indications
Essential hypertension

Chronic stable angina pectoris

Adjunctive treatment of moderate to severe stable chronic heart failure

ik &

4. 2 Posology and method of administration

Essential Hypertension:

Carvedilol may be used for the treatment of hypertension alone or in
combination with other antihypertensives, especially thiazide diuretics. Once
daily dosing is recommended, however the recommended maximum single dose is
25 mg and the recommended maximum daily dose is 50 mg.

Adults:

The recommended initial dose is 12.5 mg once a day for the first two days.

10
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Thereafter, the treatment is continued at the dose 25 mg/day. If necessary,
the dose may be further increased gradually at intervals of two weeks or more

rarely.

Chronic stable angina pectoris:

A twice—daily regimen is recommended.

Adults:

The recommended initial dosage is 12.5 mg twice a day for the first two days
Thereafter, the treatment is continued at the dose 25 mg twice a day. If
necessary, the dose may be further increased gradually at intervals of two
weeks or more rarely to the recommended maximum dose of 100 mg a day divided

into two doses (twice daily).

Heart Failure:

Carvedilol is given in moderate to severe heart failure in addition to
conventional basic therapy with diuretics, ACE inhibitors, digitalis, and/or
vasodilators. The patient should be clinically stable (no change in NYHA-
class, no hospitalisation due to heart failure) and the basic therapy must be
stabilized for at least 4 weeks prior to treatment.

Additionally the patient should have a reduced left ventricular ejection
fraction and heart rate should be > 50 bpm and systolic blood pressure > 85
mm Hg (see section 4.3).

The initial dose is 3.125 mg twice a day for two weeks. If this dose is
tolerated, the dose may be increased slowly with intervals of not less than
two weeks up to 6.25 mg twice a day, then up to 12.5 mg twice a day and finally
up to 25 mg twice a day. The dosage should be increased to the highest
tolerable level.

The recommended maximum dosage is 25 mg twice a day for patients with a body
weight of less than 85 kg, and 50 mg twice a day for patients with a body
weight above 85 kg, provided that the heart failure is not severe. A dose
increase to 50 mg twice daily should be performed carefully under close medical

supervision of the patient.

[RIEND)
5

4. Clinical particulars

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data from the use of carvedilol in pregnant women.
Studies in animals have shown reproductive toxicity (see section 5.3). The
potential risk for humans is unknown.

Beta—blockers reduce placental perfusion which may result in intrauterine
fetal death and immature and premature deliveries. In addition, adverse
reactions (especially hypoglycaemia, hypotension, bradycardia, respiratory
depression and hypothermia) may occur in the fetus and neonate. There is an

increased risk of cardiac and pulmonary complications in the neonate in the
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postnatal period. Carvedilol should not be used during pregnancy unless
clearly necessary (that is if the potential benefit for the mother outweighs
the potential risk for the fetus/neonate). The treatment should be stopped 2-
3 days before expected birth. If this is not possible the new—born has to be
monitored for the first 2-3 days of life

5.3 Preclinical safety data

Carvedilol demonstrated no mutagenic or carcinogenic potential.

High doses of carvedilol impaired fertility and affected pregnancy in rats
(increased resorptions). Decreased fetal weight and delayed skeletal
development were also seen in rats. Embryotoxicity (increased post—

implantation loss) occurred in rats and rabbits.

B OA CinE)
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APO-CARVEDILOL / APOTEX INC

RIRE - R

INDICATIONS AND CLINICAL USE

APO-CARVEDILOL (carvedilol) is indicated for the treatment of mild, moderate
or severe heart failure of ischemic or non—ischemic origin to increase
survival and also, to reduce the combined risk of all-cause mortality and

cardiovascular or non—cardiovascular hospitalizations

M - H

DOSAGE AND ADMINISTRATION
Recommended Dose and Dosage Adjustment
The recommended starting dose of APO-CARVEDILOL is 3.125 mg twice daily for

two weeks. If this dose is tolerated, it can then be increased to 6.25, 12.5

and 25 mg twice daily over successive intervals of at least 2 weeks. Patients
should be maintained on the highest tolerated dose. The maximum recommended
dose is 25 mg twice daily. The dose of APO-CARVEDILOL should not be increased

until symptoms of worsening heart failure or vasodilation have stabilized

TG ~D
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WARNINGS AND PRECAUTIONS

Special Populations

Pregnant Women: There have been no clinical studies carried out to
specifically examine the use of carvedilol in pregnant women. Beta—-blockers
reduce placental perfusion, which may result in intrauterine fetal death,
immature and premature deliveries. In addition, adverse effects (especially
hypoglycemia and bradycardia) may occur in the fetus and neonate. There is an
increased risk of cardiac and pulmonary complications in the neonate in the
postnatal period.

Animal reproduction studies have revealed no teratogenic potential for
carvedilol. Embryotoxicity was observed only after large doses in rabbits.
The relevance of these findings for humans is uncertain.

APO-CARVEDILOL should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.
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Dilatrend / Pharmaco Australia Ltd

BhRE - DR

4.1 Therapeutic Indications

Dilatrend is indicated for the treatment of hypertension. Data have not been
provided to support the use of this drug in renovascular disease

Dilatrend is indicated for the treatment of patients with symptomatic mild to
severe (NYHA Class II — IV) congestive heart failure (CHF) as an adjunct to

conventional treatments (e.g. diuretics, digoxin, ACE inhibitors and

vasodilators).

% « Fi& | 4.2 DOSE AND METHOD OF ADMINISTRATION
Hypertension
Once daily dosing is recommended.
Adults. The recommended dose for initiation of therapy is 12.5 mg once a day
for the first two days. Thereafter the recommended dosage is 25 mg once a
day. If necessary, the dosage may subsequently be increased at intervals of
at least two weeks up to the recommended maximum daily dose of 50 mg given
once or twice daily.
Symptomatic Congestive Heart Failure:
Dosage must be individualised and closely monitored by a physician during up-—
titration.
The recommended starting dose is 3.125 mg twice daily for 2 weeks. If this
dose is tolerated, the dosage may subsequently be increased, at intervals of
not less than two weeks, to 6.25 mg twice daily, followed by 12.5 mg twice
daily, then 25 mg twice daily. Dosing should be increased to the highest level
tolerated by the patient.
The recommended maximum daily dose is 25 mg twice daily in patients with mild
or moderate CHF weighing less than 85 kg. In patients with mild or moderate
CHF weighing more than 85 kg, the recommended maximum daily dose is 50 mg
twice daily. For all patients with severe CHF the recommended maximum daily
dose is 2b mg twice daily.

I h o~ 4.6 Fertility, Pregnancy and Lactation

5 Use in pregnancy(Category C)

There is no adequate clinical experience with carvedilol in pregnant women.
Studies in rats have shown that carvedilol and/or its metabolites cross the
placental barrier. Beta-blockers may cause bradycardia in the foetus and
newborn infant. During the later stages of pregnancy and parturition, these
drugs should therefore only be given after weighing the needs of the mother
against the risk to the foetus

Studies in rats and rabbits showed carvedilol was not teratogenic at doses up
to 300 and 75 mg/kg/day, respectively. Carvedilol was embryotoxic and
foetotoxic at doses greater than 60 mg/kg/day in rats and 15 mg/kg/day in

rabbits. Maternal toxicity was noted in rats and rabbits at doses greater than
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60 and 75 mg/kg/day, respectively.

[LLF CARVEDTLOL SANDOZ #fh 0 2 e ]
Carvedilol should not be used during pregnancy unless the potential benefit
outweighs the potential risk.
Beta—blockers reduce placental perfusion, which may result in intrauterine
foetal death, and immature and premature deliveries. In addition, adverse
effects (especially hypoglycaemia and bradycardia) may occur in the foetus
and neonate. There may be an increased risk of cardiac and pulmonary

complications in the neonate in the postnatal period
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Fix, REW R OHAER TR DN BT REIC R 5 R &I K 28 E 72 & SRIER O
FRTHDLEBLELTND,

LRSI AL FMET RS e & & ENOREIREE MR B 58 U 7o i RHESERE IR &
(MRHD) Zxi4 5 ~— 0 (EEEREICHES b MIYEHE(E Y & MRHD Ok) %, MRHD & L
T 20mg (0.33mg/kg/H) ZHWTHEML, TRICE LD, kB, BBEOIZDITKEDOUATSC
FOCRBEN TV D~ =V U EDFL Le, KETORK () BEAH &L 50mg (R 85 ke
UL EDYATE 100mg) TH Y | KEOTI SCEICEH SN TWD~— T U ORHITIZIMRID & L
T50mg WL TWEHLDEEZBND,

MRHD
A = _
IZx9 5 AEFE R A TR T AL
(mg/kg/ H) }
<=
Z v b 200 147 o CHEMOREHIININEH AR AL O T
2R (50) £ HRBEOET, SR - ERBOWD
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o BRVREREE (13 BB /N o8
o ERERBORED, FEEIROEEM, F1 o3
B IELE
60 29 o BlEMW R ORI (IBIR R OVHEAER) 12T
(10) DI R
o FEMWIRERCY. BEN 1B
. o REMWICEEER. LR, RRILOIMIET A
. 300 (50) v EHRBIECIEOEM, EFERIREOREA .
7
7 TR - I T B D . I R O LR A
R IR E
DEENN
TR HA —
» 29 o BEMICEER, PR, RIRLoMmEA S
B 53805 60
(10) o BIRICBT A EFEME
9 6 o BEWICRIT D EEME
(2)
\ o BEWICEHT B B
7 73
75 ¢ HRBIECIREOEIMER ., EFER KD
IR IREE (25) -
] W )
TRk
. 15 o BIRICBIT A EFEME
53 BR 15
(5)
o FEM 5 BRI, FRE O TR
o8 DEAL & (R B INPNH)
200 (32 o HWAEROAER 4 BAEGFROET
Z v b o HAROKRERT., REEMNEBIE, &{K5%E
JE PER K& (BJrBRE. FEE. 1871) DEIE
Oz LA 29 o FEWICRI A EFME
5B 60 (10 o HAEROEEK T, (KEEINEIE, &A% E
(BJrBRE. FEE. 1871) DL
9 6 o HARICEBI 2 EEMEE
(2)

a) MRHD (R REGRHESREAER) Cxfdb~—Vr (KEERBICE S b MY EBRFE L MRID ©
) o ENORERMEAIRPLAS S MRHD & 20mg (0. 33mg/keg/ H) & L7=HE0F MM, &> al
DB RE OB SCE L Y 5] FAfE,

PLbEX Y AKEDT v~ NEHERBRIZB W THEEROIK T, B ORI, 13 Brg o/ o,
72BN T v MIBRERE R 535k T D R% L LIRS O BN A9 30 S A 300 mg/kg/ H
ODHETRD LN, ZOHER., AREREREICESWTE MAIYEICHE LS8 ICERNORE
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IREEHPIRILIZ 3-S5 < MRHD (20mg : 0. 33mg/kg/H) D 14T fHICHS T HHETH -7, [FAEkIZ, 7
> A PE R O L 53R 1 3 W TR AR AR SR DR T 23380 B AL 7o AR 3E 200
mg/kg/ H O EIZ, MRHD @ 98 5IZMHY T A2 HETH o7, 7o, HAEROIKEERE (REHENE
HE, HRFETFEDRRIEDE) 235 57z 60 mg/kg/ H O & IX MRHD 0 29 f5IZMY T 5 HETH -7,
Y XORERUITIBNTIE, EREIE C IR OB R S ORRFE 28 (RHEE & B IRA E
2T L) NAHHALZ 75 mg/kg/ B O HEITMRHD @ 73 f5IZHY T2 HETH -T2,

URAZFHBICB W TR BB EINDESEEHICH T 2 EmEEEIX., 7 v MEIETIIAIE 60
mg/kg/ H. YR TARIE 15 mg/kg/H. 7 v MHERTARIK 60 mg/kg/ HTHY, ZiLHDH
BT, FAVEAUMRHD @ 29 f%, 155, 29 f5ICHI ST D HETH o7, H&HO TR DO A
FMERHMIZAR D A KT A4 ) P ITRENT WD, AFERAEY 27 OEENHDT 5 L bt T
WD 10 fFIIER STV D,

7 v MVERIZA BN TR ERIEIC T 2 WHEME &I 12mg/ke/H TH Y . ZOHREIZENOE
PRAS AR ILIZ HE-S < MRHD @ 6 51242 HETH - 72, HAERORERIEIZS L TiE 10 50
YU U HERSIVTW RV ZORBIIREIC ST O EOEBEH O R LT HEHD
BRERVEMET L BEICE LU TRELOIRROREZ EREICBZE LN O EHTHZ LIk
DHAERICKT Y A7 2BSE D Z LT TH DL EB XD,

() 7 v g Y

7 v bk

TR R0 | (s o-04 /e o SOBRRE - 6-11 U/BE RS HERE - 6-14 7T/

K - ZZECHT 62 H 2~ B AZ B RRAL

I Wi ZFLA 15 B IR 21

BEE G5/ | A0, 12, 60, 300 mg/kg/ A (GREIRO#ES)

[EEw ]

v BEBIOCER (5645 1B, —@EM) : 300 mg/ke REMERE
o REBEINMEH : 300 mg/kg BEMERE

¢ RRARSIHIFIOER, RO 300 mg/kg HE

[RE : iR 22 A w5 EUIEE])

¢ IRES KOVEIRE O 300 mg/kg BE
s R O
[l E]

o RFEETE, EFRESB L OREER  RERL
o RIEAEEORAEN (FEZ7Z2L) @ 300 mg/kg #F
¢ AEBIOWIRERE - BB L

o CEREE (B3 FrERE/N) O 300 mg/keg Ff

[RrEh [k i]
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o ITHRMAN : B L
v BEREOBY 300 mg/kg B

[HZER]

o REPERE OR300 mg/kg

o FETIROEM (k3 BE TOHIM) : 300 mg/ke B

¢ FLROIERIE : 300 mg/kg BE

(KR, BB, BIsAH . ARMBAZE DRI 0O IEIE)

o Fl WoOBAHGE)* « 287 L (12, 60 mg/kg Ff)

¢ P2 RO I OMTEN - R L (12, 60 mg/keg Rf)
* 300 mg/kg BEIZDERD F1 T UERGARE £ CAEGF Lo 72720
F1 WROZBFEAE S OFFHER L Y F2 WO EE - {TERE X £ T & 72
noilz,

[ fmeit &)
v HERERENY) : 60 mg/keg/ H
o A (BIRB I OHEA) 60 mg/ke/H

(2) 7 v Mo

B R $ R Y

TS
A 22-26 e
LR 7> b (2226 L)
¥ 55 IR 7 B O 4E0E 16 B

BhE (RGRE)

AH 0, 12, 60, 300 mg/kg/H (Hflie 0 #5)

e MYl

[REEW - 18R 22 B 75 15

¢ E 7R RHERD 0 300 mg/ke B

o BEER. BB D ONCKIRILOIMFESTHE - 60 33 L1300 meg/ke B
o 1 RHAZET (WFBR 17 B) : 300 mg/kg Bf

¢ 9 RHAT 100%DWIAR : 300 mg/kg

[ ]

o EBRBIETEIREL OB 300 mg/kg B

o AEFREEORED 300 mg/kg BE

o RIRAEEB OB EEORD 0 300 mg/kg #
o ALEEEOEN : 300 mg/kg BE

o HhFER NBRRB KOV R e L

[ &)
v BEW : 12 mg/keg/H
s Bh Y2 :60 mg/keg/H
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(3) v¥Fxhlk

DB TR #5305 Y

B \
=~ (15-17 ]
GrEm | (USTITIE/A)
£ 51 TN 7 A NS E 19 B

BrhaE (BHR) | A% o0, 3. 15, 75 mg/kg/H (RO E)

e MYl

[FFEh : 4T0E 30 H 5 FUIBH]
¢ RIREE, (AHE., BEEE. BAKE BERL
v EEREE L

(e 7]

v EBERBIE B ORIMER (FEZER L) 75 mg/kg B
v EFRRIREOBMEN (AEFER L) 75 mg/keg BE

o JBUESNERE. HlEE L OVERSRE - R L

[ M7 ]
¢« HEM : 75 mg/ke/H
¢« B R .15 mg/keg/H

(4) 7 v MNEEWNI Z ORI G- Y

Hhiy _ - \
GLIEE) J v~ (21-22 PL/Bf)
P 519 IR 16 H 2> DA T

BEE G/ | Ao, 12, 60, 200 mg/kg/ A (FRHIRO#&ES)

it B oo B

[REEh4 B SR5 1]

¢ —HIREEDHEAL © 200 mg/kg FE

o IREIEININE] GERBIFA) 200 mg/kg HE
¢ 5 FHMAT 100%DOWIIR : 200 mg/kg #f

[ A7)
o A% 4 BAEGFEROIKT ;200 mg/kg BE
o HAEROEEMELT., REEINEL : 60 33 X 0200 mg/kg i

R L
o ATEY OKRESRE) - ZER L
¢ Fl RO F2 ROFIRATR - 28an L
o EREBRRE - B L

[fEwE &)

o FiRFEE (BENBEE. FEE. 187)) OB : 60 35 K100 200 mg/kg £f
o BiR¥GE (WIthEG . IRMRBHZL, KEE TR, MEBRN) BB L
o Y (WrERIRDEE, ZEr BRI R, ISR, BEFLSCE . MR
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¢+ REEM : 60 mg/kg/H
¢ AR 12 mg/ke/H

¢ REMWB LOHARICRD S8, BEIcx+ 2 i
LD E R MEILREEHORMR L EZBNS,

SCHRAE

1)

2)

3)

4)

5)

6)

7)

Gerd Bode F7> [MEJEEK Carvedilol MG - 34N (55 2 #)
FEABR — . JEAE L ERIR. 1991;25(10) :1161-189

Gerd Bode 1F7> [MEJEEK Carvedilol MGG - 34 MR (55 3 #)
ROIETER B 53R — . 5L & ERIR. 1991;25(10) 1 191-197.
Gerd Bode 1E7> MEJEIK Carvedilol DA « AR (BB 1#H)
IROZE TR Gk — . 5L L ERIR. 1991525 (10) 1 127-133.
Gerd Bode 17> P&JEIK Carvedilol OAFHE - AR (5 4 3)
JEEM s X O L 5308 — . JEAfE L ERIR,. 1991525 (10) 1199-219.

— 7y MIBIT L%

—7 v MBI S

—UHFITBITLE

— 7 v MIBITS

Nair AB, Jacob S. A simple practice guide for dose conversion between animals and

human. J Basic Clin Pharma 2016;7:27-31.

K E WA CE: . GlaxoSmithKline. 2017. COREG product labeling. Available at
https://www. accessdata. fda. gov/drugsatfda_docs/label/2017/020297s0381bl. pdf

[EH L OAFEIAEBMRAMIARA T A RT A ) SEAESEIL 01208 85 SM34E1 A

29 H
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5. ERRMEHICBIT A
AFEEIEIRIZB T 2 AR LBICONWT, Y AT T 4 v 7 LEa—&To7,
BET — 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 % fH\ 7=, #ZZ%—

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

P S 7o AFIHR 16 HUC OV THNAE LGS L7z, 16 D 5 b KEELISMOSCHR 1 #H, AZIE
(ZBH3 2 ICBE3 2 3CHR 1 e, SRR & BEBIFR O SCHR 2 i, R OHRIF IS B9~ 5 REdl oD 20\ O SCHK 2
LB 2 —3CHk 4 . A ST SCHER 1 2 BRSN L, 5 (BE5AAETE 4 o, JEBIRE 1 #) (ISOWTEE
il Fas L7,

BHMOFEMILI TRDO LB THDHN, £0D 5 LEFHIE 4 MOMEIIRDO LB Th o7,
PEARES 1 = W OBREE & RO e REFIAEIZET 21FRICHONTIEL, AFEIF2EZTr B BETE
AR AE T L7 R 0] 798 BIOFEFIIE (AU =—FT VALY MY (2)) TiE, O
R DRAERD EFNRB LN, MOBERKICBOTHRBEOMERETH T, EAOWNFRIZR
HCTH D B OEREE AR 1 =y Si- B 188 il (ABKFET —Z _—2
(3)) DFFFTTIL, DAEZ BT REFE OR/AERD L LIIEER A LR o7, £72. 2,628
Bl B EWTEE (RIENE LTV D NEIRH) ZIERE 1 =Nl Szl () 7+ 1=
7 population-based cohort study, HEFLITT —# TRHIE (4)) OFRHTTIL, DA OIAERD
EFH EFBEEN A LN T,

HEURER 2 = PHILIRE OMREEE & A~ DB BT 2 MOV IR ENAFZE (EIN BT (1))
UL, ARIEMEH 1361, BRI (o B EWEEAIRS) HH B HEEE= S br— L2 L,
B MR IR IR B A4 (FOR) ([ZB L THEZEZRO T2, AT HFIZI T FGR 1% 1 41
T, ABAETRDhoT CEREFIZA DN -T2), HAONFUIRHTH LA B R
ZUENRES 3 = PN S REBLO I 405 i) (LKL GFZET —Z X—2 (3)) OfffrTIE, #r
A VAR B U R 7 BN OB R A BTz,

(1) Tanaka K et al. Beta—blockers and fetal growth restriction in pregnant women with
cardiovascular disease. Circ J 2016;80: 2221-6.

BAIPE N Z RS AHvs B BT (o B BEWEZRS, BLFAMIIEICEBWTHEL) vs

BHar hr— (o B+ B BB L, EIREE, IRIERE R

4> (FGR)

A 51 2 ARHE 13 1]

2 faaR=0 : "carvedilol"[MeSH Terms] OR “carvedilol"[All Fields] OR "carvedilol s"[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]

21

31



ML HARDH% A& 27— MMFgE, ARF 13 A vs. B HERTEE 45 N vs. 1
Fr—1 100 A (o B - B HEBEELEHZZ L) IZBITF 2 MoK AZZ
mole, MERNI DL L b a2 B Lcbo L L
(AR A 20565, 4 (¥ THERERZE) B, B MW R
189+91. 1 (CFHEAEHE(RE) H), &GEIIAHK 2. 5-20mg/H TH -
7o e RMEIR BBIIAERGE BT 0/13 il B A B¢ 0/45 i,
2y ha—/L 3/100 B CTH -7z, FCR ITIAIKME HHIT 1/13 FlicH S
AU, B A BT 12/45 B, =2 hr—/LClE 3/100 Bl TH o
720FGR DV R 7 KFAZHOWTELE T P AT 4 v 7 5T 24T o T2 5R.
AL a s b — L HORICHEEAZZRBD 7)o 72 (adjusted
odds ratio (adj OR) 2.36; 95%confidence interval (CI) 0.23-
21.91), B HEWEREL 2> b r— VO TIXIAE B A2 B DT (ad
OR 9.21; 95%CI 2.34-320.53),

(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.
Fur J Clin Pharmacol 2009; 65(6): 615-625.

BRLEIE NI TYE B OBEWTE, LA

M B HEWTER 778 Bl (D HAEK 9 f1]) (798 1)
piy Swedish Medical Birth Register & —#& ZFIH L7-WF2e, FIEHIH

W ER A B G St 1,418 N & [REHIC P L7 &
1,046,843 N\ & Hlg U7z, B EWMr3ER] (B MEWEEMEH 778 Bl 5 &
ARIEMEIL 9 B 1OV TILEE Z @I EO ARSI TN D,
FEESEITIREE L7 IC W T, D&ETBIE 42/1,390 RIZA L, U A
7 O LR ZRDT- (R 2.59 ; 95% CI 1.92-3.51), B MWK EmfE
HERE LT-RENOAFNZIRIZB N THOAIL 25/ 798 I A4
i, AERV AT OHINE R L DT (0R2.76; 95% CI 1.79-4.08),
B & 72 3K DR B IIFR D Do T, e REFIER OO
H, HEEIFRHTH S,

(3) 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.

BRIESE NIRRTEEE BB Jo KRB EPENIRE

FFA 5 BT 1 = LT 188 WL &5 3 = fiIAL T 405 IR
(CHEAIFERASE)
s bk IMO  (Health maintenance organization) HiZExy hU—2

T T T ADERAT LT —HRXR—R L BH% AR E AR — M
%2 BLITEE DARIREE SR T — Z IS TR 2 3 4M U 72 RER O4E G
RO ERORIR G TS Lo, S REE 1T MER 366 D 7 o 1 —
HRIFIZIZ 30 BO 7 + m— Tl L7z, 25 1 =BG 6 Cldde R
BENZOWTIX, B EWrSEIREERE 25/188 (13.3%) . B MEWrIEIERRE
R 6,806/49, 648 (13.71%) & bz L CEIZA BN -T2 (relative
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risk (RR) 0.97; 95%CI 0.81-1.16), &5 3 =ML J5 5] T o & pE ) H
HoCErARARMEE (RR 3.05; 95%CI 2.20-4.21), feeding problems
(RR 1.82; 95%CI 1.32-2.51) %&) T2\ T, AER Y AT EEMNN I
537z (RR 1.30;5 95%CI 1.17-1.45), B EWE#EKL L TOHETHY
AREEDIEFIEIIARHATH 5,

(4) Duan L et al. Beta—blocker exposure in pregnancy and risk of fetal cardiac
anomalies. JAMA Intern Med 2017; 177(6): 885-887.

DRLESE NIE (TS B EMTEK LA

S 31 B MW 1 =L 2, 628 f
B BV T =T i TCOHET — % ZFH L7 population-based

cohort study, WLSFZEFHRN OBEEREMEZFIE Lz, B MWL
4,847 5l (B 1 = RHEAALT 2,628 f51]) A FEALTT 374, 391 6 & b L
7o REBLOF R, REBLO BMT, BEBLO D% A (B ML+, preeclampsia,
eclampsia, EfRILIE, HERIA, O, REAROFHEE) 2%,
B 1 =0 B OERTE A~ ORGE & RO SR ER & OBEITA D
N7z o7= (adj OR 1.0; 95%CI 0.8-1.3), BE{FFEIL. mfLE 2, 239
1 (85. 2%) | FIHRIMAE 871 61 (33. 1%) | 9 - MPELA 4 87 41 (3. 3%) |
AFERR 505 1] (19.2%) TH -7z,

AR OIRANITT 4, 84T HIOWNFRIZ, T~_XZ va—/L 3357 %, 77/
n—/L 638 f5il, 17T ) v— L 489 il A k71 v—/)L 324 5T
bole (MERLEZR L), AEDIEFIEIIAHTH D,

(5) Muller PR et al. Pregnancy with prolonged fetal exposure to an angiotensin-

converting enzyme inhibitor. J Perinatol 2002;22:582-4.

S O oA A, IR D PESAAR

EARLHAE:S 1

FEURATIZ O o MM OARE, BASR, B LOFERRE O EESEIRDO 729D
iz, 7kt R, KE TI4Fver =bhns VY TAaRY
B DI AT > T, EIRHIBAE ~ IR 24 ARy (S22FF) £ T
DFAIIARATH 5, WIS THE R IEEKEIE, HEFERE
R DI, K, TIAFry XFEFV L, 7rEI RLY
TRIRZAT > TWESARIED Afikie & 7o > 7o, EHIE 72 S IR AEIC T
W OEAKIEE XSGR EZ O, 4E4R 36 1 6 HEF, 2, 060g D&% H
PELTz, WICEF IR -T2, 1 FHRO 7 v —TCRIEITAD
nipmnoiz,

ERL L FRROBRR T2 MO TR 21T - 7o, (EREH H 202343 H 23 H)
BT TR SN2 AL 6 MUICHOWTHAEZMHER LT, 6 DO B, L E2—3CHR 5 #
ZERA L EARICBEE S 5 WA D SCHR 1 #US W TR 2 RS LTz,
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L HMOFAMITRDO LB TH D,

(6) Kubota K et al.

a/B- and B -Blocker Exposure in Pregnancy and the Risk of

Neonatal Hypoglycemia and Small for Gestational Age. Circ J. 2023 Mar 24;87 (4) :569-

571.

AEAthcF G2 REAE B B KA - o B MR, S RMEORE, HAEVARMEE,. Small for
Gestational Age (SGA)

FEAm I AFE32 B, B MR (o B EWEHEEZERS, LT, ABFFRIZIBWCH
L) 116
A ARD B s D% T HEIINETE, e R OREBZ S DRBZ G0 5
SRR SRS Ge, ARFME I 32 B, B JEWTEE 11 (51, R HERE 263 1 2 L
L7z ZA, WOERMELERBRDORBIERIZEZITIALN N7

o (p=0. 057) , FrARARIMBEDFE AT, ARG RTRREEL D 20

o7z (P=0.025), SGA 1T, AIEREF KL OKRHRBEIC L, B W SEREC
HEIZS D -T2 (P0.001)

(WG ¥ : fEAR TP BREE R X ZE 20 s, IR B DS AR Z e L T
W RTREMEDR B D )
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6. BRNDHA KA v
KIRDTA BT A ANZET DRI 2 50HR T T LB THh-oT-,

- [PEMR AT A B Z A o pERHR 2020) (A AERHG ABI Y2/ AR ER ANBHES W - EiE) T
X, Te N CEEFEE - lIEEEZ R38O MRS SN T A RENEERS) 0—E%
G, RIEIZHOWTOTEIL A,

- DR BRF OR- HE OIS, BEICRET 504 F7 4 2 (2018 4FEkEThR) | (A ATEBR#T:
&/ AARFERGAFBIES) Tk, £ 21 HIRTFORMYIRE (36-43 H) ICBW T, AROIEIRR
BT A (8 R TOTF—=Z IR O DD HHESCRBRNOBE L LZELEEZLNLHD) &
RfishTcuwa (&R D,

s IREREIEREIT A BT A > 20205F8GTh (HAEER G2/ A AREIRLESS) T,
IR ERHE (T%24x) T32 5 <24 MR BOFRMESD v | ITBRBEFHE) X B2 6<%
2 LREHSNTWD (116H), MEROSFEFIAEIEOEH, L - HEO—RTlE, KE
FDARLYE TRBA) & ZMADECEHE [C [BEHZNRIC L - C, WRBEFE AT T2 K
B ERICHEERZSI SR, 23, AEEAZSIER T Lnkbh 5 384,
INHOHPITIFHR R EbH D] Bt Tnd (119H) (EER2),

- 120214E JCS/JHFS HA RT A2 T4 —H AT v 7T — MR &t - BEOARERE (BA
TEERERFE /) AARLAEEEAFRTA RT74 ) 1BV, AROMH %2 & oifiRh oE
I BT D REHT A,

« M ETHBIREBOMITEEN A KT A 20185 5TH) | MBIV EENIREERZE T A KT A
(20184FCLEThI) | (AARFEER SR ER) ICB VT, ARIEOMH 2 & DITIRIZ DWW C Ot 7
|

- TRIMEER T A RZ 42 2019) (AAREMEFSEMLERETA R4 AAERZEES W)
1, 10-1. SRR & B L o m L E OIS, AFEIZHOWTORERUTEEN D, B Wiz o
WT TalB HEREED T X o — WEECKFEE T L v s Tl bl E %
EMEOH TIERE REBEITENEEbd, &HiIck RT TV L L TR bICRHE~DH]
TER O CTEILTND Z EM A XN TRIN TS, B HEWREEDIE & A & D3 T CIEUs e
HFTHRLENTVDHDOT, RUEHETMmO B ENEEAEHTLLXITE, =72V
SO Ca FEHROEGE LRRE, BERHHAL A 73 —A R artr MAKATH D] &L
#Hancnsd (BEI),

EHNDTA BT A NZBT DAFIZET 5k T O@E Y Th o7z,

o BN CIER 22 (ESC) @ 12018 ESC Guidelines for the management of cardiovascular
diseases during pregnancy] TiX. Drugs and safety data®Z TiL. IHFDASFE T I Y —C
PIRESINTND (B21TH) o A R T A LRI IR O FWIERR DI TIX, [Beta-adrenergic
blocking agents are generally safe in pregnancy, but may be associated with increased

rates of foetal growth restriction and also hypoglycaemia. (1 Hf) Among the
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alpha/beta-blockers, labetalol is a drug of choice for hypertension in pregnancy, and
carvedilol used for HF therapy did not show any association with foetal growth
retardation in a recently published small study with 13 patients receiving this drug. ]
(3213H) & #HURT > B MM AT —MRAVICZZ 2T dh 2 MR OF 5 NI B EER M

VA RoHZ L, DA (1BN) OBRFTIEIAEIC LD FENRIERTELEZEO R > T
ZEREWENTWD (EEHM)

< OKEDER 2 (AHA) Dscientific statement T, AHERFDALFEL 7 T U —CTh %Lk (€59,
61) & A H Medication in pregnancy| M (e58) 1Z I 8 -Blockers have a favorable safety
profile, and no teratogenic risks have been reported with their use. They have been
associated with an increase in small for—gestational-age infants and neonatal
bradycardia and hypoglycemia but in practical terms are considered safe to use.] &,
BUEWTHRIT L BVET 1 7 7 A VISR T ERTEED U 27 [ 3HE SN THRN T & SCGAR
BEROMRIR, RMbE & OBIER IR SN TV DN FEM RIFZRITEATEL LEX 6T
DT ENFEHENTWD (EES),

BEGE
EATA T4 (NE - ERER)
(Bf 1) BARRSZES/ B AERRARESERTAL NFA
DRBREOIIR - HEOHEL, FHICETS A4 K740 (2018 FEHETHR)
BLE BR
10. FERH DOFEMIBIE (R 19~27)
# 22 IR OFEYRE (BERE) 2BV T, KEOIERTHGICHET 2REGF 0L LT Te b
TOT—ZIROENDPHESLRRNOBZ LI ZRLEZOLND HD] LEEHMIN TN D,

®19 HRESHROTER

QO | E¥HRTREWITRINS O

E RTOF—FFESNSNEEPERDSHTS5LT
A | 2ezz5n2380

ErRTOF-FHBLHESNTVT. BERoP <Y
AINEETEFELDOD
RICEETIHHOUAINESHT
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£73 Hn, BARTEORTERERSOZSM

RR~DERS

g —MxE ER~ORS (RE) FHiRP RS SR (Rider®) IFARRSTHE
JOAAUFER SETEE HEHLER B3Pl HEHLER

ng: 2z HHTES BESLEE B3Pl F—FirL
JIESIH BREOTREED D BESLER BRI BESEE
FIw HBHTES BE BIPL BESLEE
(N o i oy BHTRES o ECWTE L BESEE

BE | AFVLTF HBHTES HESLER BIPL HESLER
FAID = EREEOTEMDD BRIl F—FiEL
EILZh4=k SHTRES HEHLEE BRI F—FiFL

cH | ZonTzsz BHTRES BESLEE BRIl BESLEE
Vgl = HEHLEE BRI HEOHLER
ZO07>./0- SETEs (Fam HEHLER B3Pl HEHLER
EvZ7Oo0-b 2= HEHLEE BRI FIAt RRER)

s A 700k B HEHLER B3Pl BESLEE
FrEO-L = HESLER BIPL TIPSR
pallas-*im Bl = HEHEE B3 BEELEE
SIF0O— HBHTES HESLER ECWE L F—FEL
FEAFO BREEOREEDD BREEOEEDD B3 ==

e V0O BREEOREEDD HEHLEE BRI ?_gitigﬁg;%ﬁ’&

- NIEIL = HESLER B3P DBESLEE
JLFFEL = HEHLEE BRI LEOLEE

EOM | FOF SHTEE BE ECWE L BESLEE

F£74 SEATEREOEB, B BE [RA] (&)

RN |- T B EOE R

it - #l7E - BR

Fr/0-)b

iRt Gt 25
im)

& - 25mg. 50mg

FIBE: 1 H1E 50~
100 mg

rFOF./O0-)b

it B

& 5mg. 10mg

1E10mg. 1H2E
(1H30mg =TES
al)

TAEO-I

FifoFFo LBt Rl Rl
WY SFERIE

#:100mg (10mL)

REAICIE 18 041 mL
kg (1 mo/ka) % 30
ETEirmiciEs. 3|
EEERREESETDS
B %13 0.99 mL/kg/
BF (150 pg/ka/ay) @
5 EE TR IR
RSTERRBL B8R
SEE R

FER/C

A0l

AR O ED

& 1.256 mg. 2.5 mg.
10mg. 20 mg

FHis-15H1EB5mg.
mEFH 18168
10mg. 1 E1[8 20
ma S ERWICEE.
HX1B1[E20mg

T8 /C

L3
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o 1 B HEWTIED T =4 0 — VIZHCKHEE T L < VSR TR0, Dl b beat
DOETITREZRMEIT R WE B S, E5ICE RT TV LHEEL TE O ICRHA~DEITER
DE TEILTND Z ENAXIT TREN TV D,

B ERTEEDIT E A EPIRITITIRI LETHEZR L SN TWAHD T, R & 5o B R
HFEHRT 5 & EITE, =7 = P USIO Ca FEFUEIROBA L [FEE, Bk eiil L A > 7 4+ —
LR a2 NRUNETHD,

WENTA RF 4 BRMNODBRFES
(&¥#} 4) Regitz—Zagrosek V, et al: 2018 ESC Guidelines for the management of

cardiovascular diseases during pregnancy: The Task Force for the Management of

Cardiovascular Diseases during Pregnancy of the European Society of Cardiology (ESC).
Euro Heart J 39: 3165-3241, 2018

Table 7 Drugs and safety data

Drugs Classification Former |Placenta Transfer to Pre-clinical/clinical safety data
(Vaughan Williams | FDA permeable breast milk
for antiarrhythmic category (foetal dose)
drugs)
Carvedilol Aol fier-blocker [ Yes (data from rats; ne | Yes Mo adequate human data
human data available) o (datain rats, ® bradycardia and hypoglycaemia in foetus

increased, no human » use only if potential benefit outweighs potential risk
data)

. . Animal data:
@ (increased mortality
® increased post-implantation loss, decrease in foetal body weight, and deld
at 1 week post-par-

. skeletal development in rats (50 MRHD). Mo developmental texicity in|
tum in neonates from

10 MRHD
rats
» treated with =10 # increased post-implantation loss in rabbits (25 MRHD). No developme|
MRHD last trimester toxicity in rabbits at 5« MRHD

through
® day 22 of lactation)

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.

wBHNATA T4 v RkELEBHS
| (‘&#}5) Canobbio MM, et al. Management of Pregnancy in Patients With Complex
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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

Antihypertensives
B-Blockers Metoprolol C 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
:WE I:::IJ D second and third | growth in second
{enol trimesters (atenolol, | and third trimesters
propranalol),
neonatal
bradycardia
{esmolal, nadolol)
Combined Labetalol C None reported No Yes
a-/B-
blockers
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7. BEEIREROZ Y M

T —% 2 7 T N—FIZBW T, FEERRER e & ONTERIRIZI T 2 303K % & o 7= 4 il Ot iz s
JICBIT D1 . AREDOIIRICRD U XA 7l E U CIRMSCE CHRMEZ 32 Z & 2RI,
UUTOEENG, RIEDIEH~DEGIZHONWTIL, 1255 OEMGHIRL, 19.5 ik OIHHICK
WC R EOREEN GRS RIS &HE SN H5EICOREET 5] B O EE 2 5l
THZENHEYITHD LWL,

O AL, BUTIHRICE G TRE e B WK (o B WS TY) i3, TRt OIR B
PEIEARL D AR REI FE D BRI AR 4] OBINEZ FE> T D, Sk 1BHEOAESBWI A R
T4 (2017 FhR) TIE. o B EWEED 5 6 BEO RBBERARRERIZ ) CTEM TR I
BRR, HEROE TR RINTOLARENERE I N TNV D, Flo, REIREDIER T A R
T A4 (2020 4ERR) 12BNV T, DABFIEIREIZ WV DD NIRIMEA AR R ER 1SA @
2N BOERIEE L LT, RERFETLENTVWD Z &,

@ @RBRORERND . REOEFREICKIETTERETREFHERET, WRIE AR
e Z R T BOER E HARDORBEILETHD LB b, BSEERICxT 5 MaEMEE
L. 7> MBI TIZ 60 mg/kg/H. v HFIEIET 15 mg/kg/H. 7> MHANT 60 mg/kg/
ACTHy ., ZnboHEIE. ENORRRMEHRIIZIES< MRHD (20 mg: 0.33 mg/kg/H)
DENZEI 295, 1615, 29 fFITHY L (REREHICES b MEYEHREIZ LD FEH) .
EFEFEAE Y R 7 DRREIND T2 E Vbt TV D 10 fF3R SN TWD, £72. 7 v M
AR OR BRI 5 EEMEIT 12 ng/ke/ B THY ., ZOMHEITMRID D 6 5D ~—
Y UDHER STV WA Z OREIIREIIC T S OSEEERICERT 5 B2 S
N5 ZEnL, BRERRICBOD TR QIR RORNAEHEICBE LN OEHT L Z &
WLV IR T HZ EIEARETHLEEZD,

B, BUTIHRA S OB EHAICTEH SN TWD T v MNEGERER TOEKE OB O
e (13 I o) OBIINMAEED BTz 300 mg/kg/ H O FHEIX, [ENOEFHE R
F5S5< MRHD @ 147 f5IZHYS T2 HETH Y | BRI ZRBERITmO ThaneE X 5,

@ sk CKE. mE, MEEOZEMN) OWRMIEICBW TR, HRVYOAREOLHITER L S
NTELT, Eio, E, MEROZEMNOEACE T, BIEAFRIZE IR R ~OBTER LR
PR B REVGHEOHFEETRELINTND I &,

@ AEEREE 1 PR L oS R EF AT A ERICOW T, AL I FIEETe B R

IR L 72RO 798 BlOEZE (AV =—F U HAELY R Y (2)) T
X DABOIRERD EHBH LT, MOBREIRIZBWTH RO R Th o7, HHl
DOWFRIERATH 275 B MW A IR 1 =N S 7= REBLO I 188 ] (kKA 528
T N—2 (3)) O T, DARITEEZ B RBEE ORAERO LR LIFEEN LR
Motz Filo, 4,847 H10 B HEWREE (ZDHH 3,367 FINTNZn—/L KEREEH T
ANIARH) BRI S H () 7 /=7 population-based cohort study, 3
LT T — & THEE (4)) OfFTTIE, LDAFEOFRAERO EH L IIBER A LN o T,
TEARES 2 = EHIDIRE OIREE & IRA~DRBICBT 25 MIC oW ik, ERIE (BN B
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IZEWWT FGR X 1 BT, AREEITRD N7z, ERBEFIIADNIRN-T2), HAIDONR
IR TH DD BRI A AR 3 = I S LRI 405 ] (AR T — 4
N—2 (3)) O TR, B AEFRARMAEOCHIL AR Y X 7 BINE DN BT,

T, RIS Lo 32 6, B EREE (o B EREEAFRS) 2L
ToREBO N 11 I, XPRRRE 263 B2 tEE L= & 2 A (AAROHHisR D% HF RIS (6)). #r
A AR MBE OS8R FRIT, ARTKIRBRESRTIRRE L 0 2 < b, SGA 1E, ARRER LU IREEC
e, B EREREECTHEICZ o T,

INOOWMEEBEET DL L AEKE G B BWEKIL RPN UEOBE IR LT,
BERR R O 225 1L U221 AUE7e B 72 VIR RIS b Tnian Z &y

® IR O BHEREEOME HIZOWTIE, WA A R T A4 BN TRIEOFENFEF LK
MY 27 IR & 25 b OOIEYRF O BBWEEME R IL—ICZ L ShTnbd Z &,
WNHAA KT A2 (DEREBBE O tHEOHES, EEICET LA N7 4 v/ RENREDG
WA RTA L) IZBNTH, BELIERLINTWNDZ &,

bR, DARRCARENRE EOFT 20 A U AZIFIRIZEWN T, KEZLHT 52 Lic ko x
74y MIBENZR Y A7 ITHASAREVWEEZ BN,

32

42



8. WALEDOHRETR

T =% T 7 N—FICBNT, REORMICGEICBIT S Tl XIFER LTV 2 fJREED &
LEME] ~OEGIZONWT, [EE5) omE2GHIBRL, [9.5 4w OBEIZ Ak EOARMENE
Btz BRD & SN B OB RET 2| BAIEEME T 5 2 L AN &l L7c, £z,
B HAZER LT, RMA R OB R IR AE A + 02 BI52 L B E i oA b 12 i@ bl 72 L& 2175 B .
B EMEEDITIR ~DOF 5HICHB N T, BIEHREAE, Kb, WILRENED b & OMEN
B D EOBIOLE LK L7z,
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RS AT
BAT HEIES
2. e ROBEIIFEEG L2 &) 2. e ROBEIIFEEG L2 &)
I 0 ATIEE L WD ATREMED & 5 &bk (HIBR)
9.5 4Tt 9.5 it

I SATAEHR L T2 wIRENED & 2 ZLPEIZ I I6HR O A R YEN G

NMZ T D AERRT R QYRR 53 8RBV, R EORN
900 fi% (300mg/kg) TIEREL DWW K OVER IR (13 a0/
OHMPHE I N TV D,

priEA blal 5 Ll SN DG AEICOBREET D 2 & BHIZEEL T
X, AR OR R ORIEE BT 5 2 & Fe, AR D
AV DIREE 2 -0 CBlR L, FrE R OMRiiAE, IR, AL AR ED
DO O EIITE Y R E 21T 5 2 L

HLARIZ BT IR A B 5 L= 55T IR O R E A4S HiA R OKif

B, ARIR, HAABRENRO SN EOWMENRHD, o, Ty b
(2361 2 IEHRAT K OMEURA ] 45 53R BR (Z do v O (3R i B B TRl
IR & D#) 150 £% (300mg/kg) TriAE D K OVE R FH (13 Jif
HOEN) OHEMA®E SN TWD,
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% 20234 5 HKET (58 1 i) 13

BA LRSS BES
BrE - BIRRE 872149
EER : 35 )
BE SIT - ROEAEE ERES ARFSRALE
DRSS ES $£1.25mg | 21400AMZ00625 | 2002412H
1D E R SRR D A B A ?ézlgggg e e
m;ﬁ%g%&‘z&)“ . mﬁ%g%%m“ N $£20mg | 20500AMZ00010| 19934 5 A
BAxgRs HILRIO—IViE BFEERA HILbRIO—)LiE
® ®
7=FAF1.25mg  7=FAFi5 10mg
BIEDRS LA e ST - ROEAES
SERRIE D B NS U E Y eI
AR ED L EEEERD
BAxgERr HILRIO—IViE BFEEREA HILbRIO—)LiE
® ®
P=FAF:25mg  P=FAF20mg
ARTIST® TABLETS
) EBR—EMEONAFEICLVERT S
1.8 s | AmEy | VI
(BRI ORER FERROSECE S < BHORS) M, PoTOIS T T, R
BRORSEROERD+5CHBERDS & THER BREL FO®sToleio— 2,
$20 & 18 RYVEZ LTI T—L G T AL .
> T—F AN ARV O— V| BEEKT A B ATTY VBT
2. B2 (ROBEICIFIBS LENT &) $tl0mg |(HR) 74, B E X U—:Z\ @ﬂi?"?‘/\ 5
21 RELWE. SELEROBTNOH5EEKEY 10mg ;?i:,ﬁii”ig;;”; T
HEIMSESZENH LD THEERDHER. B ;gﬁgﬂ:% el e
LEEZTBENHH 5] S S D S SN
22 BRI 7Y F—2 2, REBET S =2 208 it A
B B DI OMEIA R S W B BZ NS 5] Lk SO LD~ R, BEEKY A
2.3 BEOHIRGE L WIRKRIR) . BE7 oy 2 (I, 1 TF AR IANIB=N e L e e e
fg)\ ?ﬁ%jny7®%é%%[ﬁ>{ﬁﬁ§%'ft—g—ég% $%201’ng (E[E) )(U"‘Z M,ﬂ:a‘_y\/ y)l/7 7DUE°
N#5%,109.1.5 B 20mg Lo YT, YAFLAEY S aE
2.4 DRI 2 v 7 ORE BRASESELT 2520 V. CEbrAFR HLF AT
BH%.] . 3.2 BEIDMR
2.5 WO IR ME LR 2 BIRME 5T 5 LEOH 5 T :
DRAE LDIGE D IRIERIC £ DR B o - @ Esms @ W
FTEBENDD 5] (mm) | (mm) | (mg) a-F
2.6 FEREEODREEE LDIEIIEIERICE D D
AENETEBENNDH 5] sz p| TAMA D =
2.7 MESIMIEIC & 2 EORLD S 5 B LD TR A b1 gomg | 1T A YR Bt _ 2316
SNERPE(LT BBZNA D 5.] PELEME | (e - mA) OLER) 4031 | 40135
%2.8 RGO EMIIEL L/ ST H > 7 )+ -7 DBE 51088)
[7.1. 9.1.8 &&] T4 VA @ (D ==
2.9 A HER LT\ 2 AR 3 3 &1 (9.5 2] oI AMa—r oy B 2317
2.10 AFIOBRSH A LBHIED BEEED & 2 BE $E2.5ME | e g | BORE 150.11(;1§§> @31 | 99135
3. #R% - MR ~ 74 W
3.1 #5 ;107;;* T-F 4y ® = 2318
s | ARG ] (HIHRA) 81(ER)| #3.3 [ #1154
WA, vyEQITTFUOT . U 2SI
OAANAT—AF FYTAL, ERaF T—FAb I—F4 V7% A~ @.D = 2319
18EH vruvrikiu—R, BEEKT A §t20mg (2% A) REAE 8.6(@%)‘ 3.3 ‘ %9169
T—FAM ARV =V, ATFT7Y VBT RITL, BT O
$%1.25mg |(HR) Aa—RA, BkFy >, Yo, For EHEETT (175
1.25mg LoZya—jb, YRAFLERY uFy 4'g¥,§@g§§rr(§xr~qﬂ%ﬂ
V. SR A% BEZCBILE A AT (R =
i O BEBEHSMEE
——— O vE
ARARID, POERIYTLTS T O RORET, PYIEFVYVERBRREE. FIRE.
OAANAT—ZXF M)A, B ROF Zaan - N
]@%EP‘“\ ULt — R, BEEKT A JFIY ABEDEREEZZITTVIEE
ToFAM NI T e s A, b R DRE SRR DHE CE D BT
R2smg (HR) A—2, BILFF . Y7, FOE O SEHRIE D B
~mg Ly ZUa—ib, YAFLEY Y uFH
. TR AR AN ay
REFRTE —1-
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5. SREX (FZIRICEHET 5=

(ZhEEHE)

5.1 (&8E)

WREAZE  [5E1.25mg]| 5€2.5mg | $£10mg | $£20mg
AN REME i I T E _ B o o
(4NE ~ FEHNE)

B S 1 I EE - - O O
IDE — — O O
2 0P DR R S

ERBLDAEICE] O O -
L BHLAE

SEARME D E AT Y - O O

O #hEEdD — 1 whEEm L

(EMMEVRER FIEREDEHEICE D <EHEILFE)
5.2 EEIEHREREDIRKFIHICED 5 2 &, AL A
FIGEEEREICOVWTIE.. RRRED 2 0IidthoiaE
LERTH L,

6. RiERUHE
(AREMSIMESE (BRE~EE) . BXREMSIEE
ANMRTO—)LE LT, #E, KALEIL10~20mgz=1H1[E
BO®ET 2. 58, Fs, BRICKDBEEERT 2.
CBRIDVEE)
ANRTYE—)LELT, BHE. RALERI20mg% 1 H1ERED
B59 %, 28, Fh ERICKOEEERT 5,
(EIMMAEDVRE N SRR DRE CE D < 1B DAE)
ANRTIO—ELT, BH. EALEL25mg. 1H2EE&
BEORSHSBET 5. 1E1.25mg. 1 H2EORRICE
BUENHHHEIE. VAR EOMBTEEEE A LN S
BREMICHEE L, RS WEAIIHET 5. AEOHEH
AT EREICIT VL 1EES58131.25mg. 2.5mg. 5mg
XiFI0mgoWwWInh &L, WINORABICBWVLTH., 1H2
B ARG L T 5, WA, MERRE LT1E2.5~10mg
Z 1 H2BIBREOHRET %,
BB, Fs FERICKD . HBHARRISSICEHAEELTS
Vo Fio, BEORANCHT HRIGHEICE D, HERFRILHE
HIERT 5.
(AR DB HED)
ANARYT—LE LT, EH. RALESmgz | H1EREO%
S5 omE L. RIA+HS2BEEICIFE1I0mgE LH LA,
20mg% 1 HIEINERERYICIERT 5. 58, Fip. FERICK
DEEERT 55 RAKRGEIF20mgx 1HIRETET .

7. BERUHAEICRET %R
(GhRELE)

*7.1 BEMREXIEZST A T F —vOBETIE, ol
TR 2T > L RICKAI ZHRE L. HIC a Bl
AT SZ &, [2.8. 9.1.8 2]

(FREEMEMEE BE~PEFE) . BREMUSMERE. R0
fiE)

7.2 IR ODEME 2 &0t 2 BHEICHRET 2 HAICE, H
IRt DEME) O B R O E I H L ESmg#k 52 6 Fth
THILICHBLLLET, BRBOKBEL R AMERD
L ERFISC, HRAEEZRET S L.

(FEEMRMEE (BE~TEE) . BREUESMEE. $i
fE. SEARIEOEMED

73 BHELAZEAHT HEE T, BEOARORAERD
HEICHES 2 &

(ERIMMAEDRBE X SRR DRE CE D < B DAE)

74 KElZHRIET 2HAICE. BLEE2PIEET. RAlE
U CEREICEE T D, 2.5mgXix1.25mg, 1H2[EF T
1~ 282 CTRHE LRSS 2 &

7.5 2EMPI EREL 721, REZBMY 2BEICIE. AER
CHEICE- T, KHE» 5B L. BENICHERT 2
Z&,

8. EEREFRNER
(ZhEEHE)

8.1 BENEMICOZZBEIE. DFERERE (IRIA. ME. D
BRI, X% Z2EMWITH >, T2 RiRER-72
EERWRIMEZEI LZBEICIE. Y3y Z7IZE5H
HLMESNTVDHDOT. BIE%2+75IfTORA % EEX
Bk sz &, BEICS U7 FuEUREBE. F7%
IVERBIE, AV LF) VERE, TRLFY VSR
FRT S &, B, e, BHEE. MKBRSICER
T5ZE, [82, 11.1.1 BHE]

82 BRMER EDBMELEEEZET HEEICBWT. KAl
D¥EZZICHIEL72BE. FRDEREOSER - Bk,
FNITDAEE R OERBIGREOZRROME LR 2
CTAREE S D HD T, RIEERET BIEAIRFEAE LTI
~ 2D TERENICHEL., BEE2+TITS> L,
B OMERMUNDOBZEICOVWTHEBEORES2T 52
E(HICERE). /. BEICEOERE LICRER
RiELZaWESFHATHZ &, [8.1. 9.8 BIRE]

8.3 FIFAI4SK IR G LN ENEE L,

8AVEWV - ABDENDHLEDLNBEIENHBDT. AHIH
EroBRE (B EMCHEER) ICIE. HEEDER
EER RO BMOEE L LEWVWE D ITEBESES T &,

(RIMMETVEEB X ISHRELDEE ICE D < 18 DARE)

8.5 HREBH LA EEBEIINT 2ARFOBR S IIRFICEELE
HAETZ0OT. REAOBRESIAK CHEERFIZABR T T
o5&,

8.6 RAIDHEMA K UHEER X, DAZOE(L, FE. &
EHEM. OF V., KIE, RIR MOEEOZ 8K OB
BEOBEASEIDRTVOT, BEL2TDIT0L. B
WE2ERT ST &,

8.7 DAERMAITE OBEAL (FIE. (REBNE) 2Fi<720.
AEOHEGHNAFRIFEOEREZ T 7ITO 2 & DR
EXFRRITFE OB CFE. AEENE) BA SN, FIR
BB TWES A LN VIGEICIIAR Z2HE I IE
THZE, RIMFE. DFVWEREDERAASN, TV
FT UV U EBERHEECHREOHEICLDREL
ZWIBEICRAFIZRBET A L. mERBIREZREL
IBEICIE. ARIZBEBT AL, £7-. THSERY
REATHETAFZHEE LGN &,

9. FENEREEIIEBEICHT IR

9.1 BHIE - IFEZEDH D EE

9.1.1 BHRMEDMEE. I NO—ILAR+OBHERRK. BE
KB, REREHNFTRODEE
MEEICERT S &, BMBEERZEZI LT L,
MOFDIERZ T AT LT W,

9.1.2 BIRIRZEH UTBEOAEEE
MEEPEETE2EZNHIDH 5,

9.1.3 DA 2Z=5&# USRIt D ElEiEE
FEAERICER U, OERERE (kM. mE,. OERX.
XE) 275%, B2+ 2L, DAE2EE
LSBT H %,

9.14 EEJOvI(IE)DHIEE
EELEREISER L. ERPBILT 2B H 5.

9.1.5 FRIRD & B BE (FEDIRIK (F LU LVEMERIK OH 3 E
E7ZRRL)

TERDPENT 2BZENFH 5, (2.3 ]

9.1.6 XREBEREZEDH 2 EE (L1 / —EREE. BRMERT
TESE)
REMEDOIEZMEI L., ERZE/LSEEZBEAN
H5

9.1.7 BEICMEMEWVNES
ME2ES5IETSEE2BENDIDH S,

%9.1.8 BEMRENE/INTHYTUA—TEE
AFOBEMBEEIC X AMICIES LRI A2BEND
H5, (2.8, 7.1 ]

9.1.9 FRIRPSESRE
AFOHIE2ET HBEEZFEAE LTI~ 2BEBA» T T
BEMICHEL., BE2+7IciT5 2 &, BlIcRE%E
ik 5 e, EREE(LSELZ2EPH S,
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0.2 BHEEREERE

9.2.1 ERLBEBHAERE (IIEJ L7 FZVfE6mg/dLLLE) D

H2EE

MAHRED ERBERPHRE SN TS, FICEBELA

EOBETIERENIBLT 2BETNNH 5. [16.6.1

2]

9.3 feEREEERE
9.3.1 EELITHEREDH2ETE
REBZHET S PHREEREZH T ERT S &,

AAENFZFEE LTCHBETCRESNL2ERITHD . FFEE
BEICBLWTMHEED EESRESNTWS, A

EPELT2BZ NP H 5. [16.6.3 Z]

9.5 1w

R AIER LTV 2 AR D & 2 I35 L7an
Z&o Ty MIBY R EIRATK IR S HERIC S

WT, ERAZDK900M% (300mg/kg) THEAEEDRA K

UCBREE (13WEBOE/N) OBMPRESN TV,

[2.9 2]
9.6 RILIW

BREOARERCBAREORREZEZE L., HALOD

M S dH b2 et g 2 2 & BIMER(T v b)) THIT

FUCREITT A 2 EMHME SN TV S,

9.7 INRE

INREZNRE U BRRHBIIERE L ThaL,
9.7.1 EELALDHPRMUINEDES

HEZEOEERY D S5bN, HTICE > P8R

INTWVD,

9.8 BE

BRHE» oG 2RI 24 L, BEORBZBE LA
POEBEICRETHIEAEE L, FRENPETLT

WBZENZVWOMHFRENS ERTLE2BZINTFHD .
FlBELERERIFE L ZVnEIN TV (INEZEEH
Ir2BZTNNPH2). [8.2 ZH]
9.8.1 EEBMOAEEE
AENDREWERPELCRT .

10. HE{FA

AHNIEICCYP2D6. CYP2COKRUCYP3A4THREA S NS,

[16.4.2 2]

10.2 HAEE (HAICETT S L)

A2 E

HEARRER - BT

W - falRE T

XA S 10 | QR R Uy | L L 3R TR AT il

LIEIICER | BoMEl 2 & 7-3 2 & | HEZERT S EEZ2215

T HMOEH] | HbB. nctwa,

LYW E HEx2Hd 5,

ik e MURERE SR 25 HE5R & | FEE IR B EREE 1T A

AVA)VE NBZENDH 5, TA-LT IVEBAE
MIcERT A2 &Ick
0. FFECcOREHRLER
MHTEEEZOSNT
W5,

TV AR DAERRME 25| & FHEIDIE S - FliE

B EITIENHD,  |[(ZEROIFIER. 1M

RINI)VIE EAKNER 2R 5

RiE% LEZ5NTVS,

NIV
i3

KAIOIERPHERS
2BENDH B,

b N7 TP UIERRIEIC
&0 FAIDFFH)EE
WERPEA UL
REED LS B ATRENE
BH5o

AR E ERAEIR - fEE AR WF - fERET
ru=Y UER|Ju=Y ViEEERIE v u =D U IERRIET I
1 BOIVNT Y FREEZICXOERBETO I LT

W9 2 A | LI A M
5, T 5H. BIEREEAH
su=Y VERE»S | OBAE. JLVT RLF
BHANEETHIHE. U COERADS B, o
ru=Y VIERIE Y R RBEER S BALIC
LB ®B»SARAF | D, S¥tELR%
5T 5, £l REZTEZEZSNATWL
A B EHEE 7 9|5,
—VVIEREAIEL
AR
75 Z 1 PUAEE B O DS REINHI(E H A B DA R /R
i BHobNdZ DD | ZHERTHEEZION

VYIS 3|5, W3,

K. Faho | HEZHALGT 5.

> 7 I RIS

H%
7IFAFyu VB LRBEEIHEE 7T I a VIEREIC
g (RIR. DMELIES) 2D | L 0D AF O FFF)ELE

5bN3BENDHBURIEDL. M
%, BN O0EXE|RED LA 2R EE
= —%ET B, |[DdHD.
ST ARY V| raRARY ol | #EFEARH
BESEATLIBZN
BH b,
FE%H85i9 %,
V77 oYy | RKEIOERAPEESNY 77 v VI &
BBENDDH S, D, BEYRHEESR
P450(FicCYP3A4)
PHESN, REOR
BFATUE L, MM
PERTBEEZION
W3,
VAFIV AEIOIEHADPERSN| NS DA KD,
EBIRMtTo b | 2BFNNYH S, EYRHBERP4500°
VERDAAHE PHE S, RAIORH
EA| PFl s N B HEER, 1M

NRaFtF v FEEN RIS EE

HiRES ZABNTV5,

DF &) ZBIF DR 8T B R | RS R
DIFTUE (BRI, BE 7 a0y 7 | HEEwT S REES
VD HOEDONBEZBZF DB,

NBH5, VXYV A Fh, I¥F¥)ADE
ORENLEREL. PEWMENFHEYS LR
SERASFHIRT A ETREM:| L. MAEES LRI
bH5, BHEEZOENTWVD,
FE%Hi9 %,

FII PR B EA PR A ST 5 C (MRS R B 2 1

Jut I fF END B BmEHE5,

MU ZaL X\ BT A5 IEHRIC

FrY R HET 5,

Av¥ua /)57

k%

*| B RNEA | (DEEOERORFR| (1) ARA D B EKEH
7 RLFI” DT %o &, 7L
£ 2)IMEEF. #HIRD U > O B

HobhbZEN ENbd, o0 7
H5 FLFY DB H]
BAERIC & 0 ARHI
O BB WTEFH A

HINhos,
(2)A&H D B W AEH
I2& D, aflEE
HDPEALICE S &
EZZH6NTW5,
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S| & B PRRELR - IEB 51 e - fElRRE T (EMMEVEEN (FIEREUDEE ICE D B DA
JER T a A P AR OBEERDEE | JEZATa A R E 5% E 5% N
TH R SERA TEHEBENDDHS. [JEENIE. METEEEM WEBE L. TR
A RKAT Y BHEITAHTIARY TS JEERES IR B, B8 DL R, Bk
N VI VDB - % fRs OEME. O
¥y Su [HET %, FASIRE. B
Tz Juv ., W7
TAY V& a7, &Il
. MmE RS
11. 8I¥EE PURG Rk, R
ROBWERD H 5bNBZENHBHDT, BEETDITITL, L
BEDPRD NG EICERES2HRIET 574 S R 0E % P I 25 MR R, Bb) W ERRER. %
752 &, n Wk, E:FA
11.1 EXRZENER R o Fn NHE. BEE RS EEAE
1.1 SERRIRKGEEARHE), YavJ (EEARH). B2E BN N1 )
EJOv T BEEARR). DAL GEERHE). fE1E G o, BEBE
EAREH) (Mg Lo
BEAGEBRBIOEERPH 5bN5Z EFHBHD T, ), E
CNHDERDP D S5 bNI-EEICIIRME N XSG 2 Hh HILES =D BEAE (B, TR
IEL., #Yz0EE2iTS 2 &, (8.1 BIE] B, [FR. N
11.1.2 FHEEEEREE BHEAH) . BB (EERH) . BRI
AST. ALT. v-GTP®D ERE %S FiErEEEPLHE Rt MBEE B, R EREEL. EikE, )7
BHobNbZENDH5, ., LDHESR. ALPER. [REE |Vt FLEA
11.1.3 2HEBEE (SEERH) Barvzsu— | ER, #UTL
MIAPSHERFIEFEMMBEE (Toxic Epidermal VER, CKE |EF. FhUY
Necrolysis : TEN) (BEEARH) . BB RIBAEIREE 7 LMETR. AU
(Stevens-JohnsonfiE{=EE) (SEEAHA) LMK
1MA5 7FT45FV—(BEERKH) Jifig AST LS. ALT
11.2 ZDftDEIER t7
(FEEMEIERE BE~PEE) . BREUSMELE. *® B - R | B E EOR FRIREE . SRR
IDME. SERMEOEDED) 5 (BUN_L&. %
0.1 ~5%Ki |0.1%FKiH SN L7 F=v kR
WBBE 5. TR %)
TEERES AR, BRI {RIE. %, S8R, ik FIf, /MR
DS B IE. A BInERED
M7ay 7, mEE iR B, FERSW
S ODAgHIER, DUk N
W, BE7av 7, ZDfth FE, BRI, (BB, R
BPDE FEHRE. Mol B RAe. &
) T ERREE Iz, MRIRREE,. B4 &, FIT. OB
® h. B8
BamRR OV, B, J, ANEE, #1150, 13.BEKRS
HER FEANETR. BERE 13.1 ER
(PUfE D LONEREE) | BEEME. BRIk, DA2. DEET a3y 7. MELRIC
SR BEBENDDH B, 7o, WHRSEE, [REZEE, E
b B AU, I8 FD fER. TR, BRR M. BEEE 2FOREREEZELTBENNH 5,
I &, 185 13.2 ud
R CKER MmAEE EA. Rig L KElZHIEL, ROES> BB ZITH. B, AFILM
L BavzxFu—) WRBFIC L D RESNIZC WV, [16.6.2 BIE]
&, ALPEH. LDH 13.2.1 BEDHRIR
R RIS, A, 7 O UREEE, AV L FY VEBES ORGSR
M) Z Uty RER, DER— > 7 REHAT %,
AL ER. BERR 13.2.2 A2, EmE
Bk, HUTLET, D, FEHE, WiRS0RSCMBER2ERT %,
F U LET 13.2.3 [iERE
JiF i AST B, BRI IZT I ) 74 ) U REET S
ALT LR 13.2.4 FEEFE
B - IR BEHEERE (BUN LA D7 EISNL BB 2 EET B,
2 IV F=r LR, .
RAEE. B, BER 14. A LOER
ey B, [ Bk, 1 14.1 EFIRFFDFE
KRR PTPAZEO#HAIIPTPY — b2 SO H L TIRAT % &
iR T TR HIEET BT &, PTPY— FOEMICE D, FEOLHAL
ZOhh BER EHE. . SR DEERBEAFTA L. BICIEZEL 2B U THERERRSE
& BB, EHE. M DEELRAGEEZHFET L EDH 5,
. K. BT, OB
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16. EENRE
16.1 MRE
16.1.1 BEKS
BERABEICHLARY O — )L 210K U20mg (FH 585
Bl) 2 BEREOHRS Lz & &, CmaxidZhEn22.6+4.7,
53.1+14.7ng/mLTH 0. BE5R2IIZIFHHILTEF L,
Fiz. BEEFEORSICBLWTHERBREEIRO s P72,

B[RO SEO LR D 0 — Lo IR
(ng/mL)
80

—O0— 10mg

60 —O— 20mg
1 —>— 20mg (B k)
%_E 0 BT
b3
i3
20
O [ T = ]

¢ (hr)

HEEOHRGHEO AN O — )LOEYEIHEIST A — %

BE5& 10mg 20mg
Tmax (hr) 0.9+0.3 0.9£0.1
Cmax(ng/mL) 22.6+4.7 53.1+14.7
t12(hr) 426+1.43 8.03+£1.92
AUC(ng - hr/mL) 59.9+12.7 232.5+68.1
ST + P
16.1.2 AEEMHBMEESRS
(1) BO¥ES

AR MR E 4G LR Y 0 —)L10mg % BRREO#H
UL &, B528R%OMEHREIZ25.1+8.0ng/mLT
H otz BRRABEAGIC LAY T —)L]10mg % B%E
#5 U756 0% 5285 % 0 Mg (21.8£5.6ng/mL)
LRBETHD ., AEESMTERS SBT3 MEHEED
BRI BERERA ST W,

16.1.3 IEERE

(1) EOigs

PODERZ 156112 1 LAY 0 —)L10mg 2 B%EOHRE L7-
L&, BE2RMBOMFEPEEIZ18.8+4.1ng/mLTH -
2o MREERRASHEAHIC A LR Y 0 — L 10mg % B%IE O
5 U560 528 %o miEhiEeE (21.8+5.6ng/mL)
LRBETH D, BIEREFICHE T 5 MAEFEE OHER I
FRERA S L HBIL T,

16.1.4 BHEOA2EE

(1) RERS

BE ~ P EEOBEOAREE ALY O — )L % 1[H2.5,
5. 10mg(##58961). 1H2EEFEABZEORE L. K
LAM#ZOCmaxidZzn2h10.1£1.7. 25.0+5.0. 52.8
+10.4ng/mLTH Y, RE5BIIFIFLH LT LR LE. F
7zv 1[E10mg. 1H2EEREREZEORS L, H1LERZO
EBEISS XA —F IZIROEBVTH Y. BERABET
Bzl U TEELAL TIECmax A K215, AUCHHI4E
I BRI 2EmPRD 5.

BHEORELEZICBIT A2 NIRRT O — )L OEY eSS X —4

fgl | lomg | Bompes || LD
(BB E) (ERRRR A S 1E) R )
Tmax (hr) 2.4+0.4 2.6+£0.4
Cmax(ng/mL) 22.9+45 52.8+10.4

ti2(hr) 3.25+0.67 4.36+0.41
AUC(ng - hr/mL) 81.3+9.6 297.1+64.9
BT fE £ e
16.2 RUY

TR AT 2061 (19~ 455%) IC 77 L _ Y1 —)L12.5mg R
WHEGE (1RREA) . 25K U50mgnREO# S (7 ) %
1~ 2B R T W ISR LR 2 JE U 7GR, 46
RAEMFENFARIZ22~24%TH > 722 (SAEAT—%5) 0

16.3 9

16.3.1 {B#D
Fw MIMUC-H ARV T —)L10mg/kg % BERO#RS L7
Ba. HBPAETREIRE X2 < OB TR E%] ~ KM T
REBEIGE L, BE5R1IRTERMELE. . i B,
BIBOIEICE < M, SR TIEETH -7,

16.3.2 EEREEGE
UC-HINRYu—)LDOt MIEEHIIHT S AHEE250~
1,000ng/mL o R E & ¢ PaEMEz LW THE Lz &
25, 94.2~96.1%DIEEHR TH - 7z (in vitro).

16.4 {X#

16.4.1 MK UFRPREY)

B A BB 4C- /1 LR T —L50mg % EO#RE L
7ga. FEREMEREN GO 7L s o v g e inE
FRAFTESR22% (#2542 1.5/¢H) . FRAIFFER32.4% ($:54%
2B E COEBR) I TH -7z (BHEAT =)o HIURY
O — )LD FEEZHKERIIAB#TH 2.

16.4.2 EYORFERLEULHICBIS T 2 F b O—LPAS0DFig
HNRYU—VORFICEET 2F b7 0—LP4S00FE %
FFREIZCYP2DO KR T'CYP2COTH D IRWTCYP3A4,
CYP1A2. CYP2E1#EEL7zY, [10. 2]

16.5 Hettt

fRFER A BB HC-H IRV a—)L50mg % F S L7z
BE. HATHEHRI R IL S 1 68K TIZRF1215.9%, Hrh
1259.5% TdH > 7z (FEAT—%),

B ABISHICH NPT —)L20mg % BERE RS L7
Ba. BE5BASKM F TORPRELEIRERIIHEEON
0.2%. FEHPRZ(LEPRIERIIMN22.7% T 5720,

16.6 FEDERZEI 2EE

16.6.1 BikpeEEEE
BEEEEIMERZEIFICHNAY T —)5mg 2 BE KO
HEFEORG L&, MEY7 L7 F= fEr6mg/dLEL
TOEHERERETIZ. Cmax® ERIZASNT, #ifE
BEICBVLTHRBERA CFK, EREITOo ML -
7=, B 7 L7 F = VA 6mg/dLEL ko S RERE B
HT. BEBRACHARCmaxh L7 T 2HBEAFRD 5N
729, [9.2.1 1]

16.6.2 BTES
BHTREOHNC LAY T — )L 10mg 2 B E R I B ERE O
5L, BEoMHE TENZEM L2 & E0MmiEhRE
LA I, @ERAICH LT Tmaxh R8T L 72
M. CmaxiZiZZD 2 -7, [13.2 B8]

16.6.3 FHikREEEEE
FFREZS BREF 6B /1L 1 — )L 25mg % 22 I BA [ 468 1 4%
BLizEE, 287075 ADPBERADO64%BITET L.
Cmaxif4.4f51c kR L7z, [9.3.1 2]

) AR OER S M- 5ZHE, ROKE5TH 5,

17. BRERAREE
17.1 BNHERUREMEICEET 2HER
(FREMBIMERE (BE~PEE) )

17.1.1 EMBRRER
TEEREZECHRRBRICBVLWT. ARBREEMEEICNT BE
R (REELLE) X, 70.9%(502/708%) TdH - 7299,

17.1.2 BRE DB
% PEEARESITERE Z2HRE L ZE5MEE
HENCBWT, ARV T —)L5~20mgE) 211441, 5
A% —)L150~450mg# 115611 1 28R O# S5 L.
EZWATRED 5 WITNEOBENR (FEL L) 2R LZ0DI1E,
ANRY U — )VEET52.3%(56/10761). 5% a—)L#t
T62.5%(70/1120) TH o 7z0 Fizy 12EMES SNz
SETHNICBVT, HERTROFESIMER FEA13mmHg
Y EOTRBEERZZENZN. 63.3%(50/79%1). 66.3%
(53/80%) TdH > 7o BIERFEBRIEI ALY T —)LEET
8.4%(9/107Hl. 11F)TH V. EHBDOIEIHKIRK. 556
ENE2UETH T,

17.1.3 ERERRER (RED)
AREM BRI EERZE 4B LT, ARy a—)LE(5
~20mg®)) WIEFREE OFATIEU LZS Lz & &,
EZHTHED 2 VI THROBEMREZRLEZDIZ66.3%
(59/894) TH > 7. BIMEAFKIRKIZI1.7%(11/9441.
16f)TH . EadOIIRIR3IM. HDE V. 2EBREH
BoETH 57129,
V1) AHI D ASEHE B FERE 2 6 5 AR IZ 10~ 20mg T 5.
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(BEE S
17.1.4 ENERARIER
BEEEBMEEICR LT, ALY T —)L5~20mgH?
ERE LIz EOREWE (TR L), 68.2%(45/66f)
TH-7210,
17.1.5 ERERREER (REA)
BEIMERMEELIOFICH LT HbRYa— LEH (5~
20mg#)) WIFFRE EOPHTIEL LR E LIz &, F
R d 5 WIE TREOBEMNR 2R LIZDI366.7%(12/18
Bl) T orz. BMBETIIREIERIZEO ST, HATI
Bl 560 EHRA L,
E2) AHI OB FRE MR MEE I 9 5 &EARIZ10~20mgTdH %,
CBRIDVE)
17.1.6 EMERRER
ROREICH T 2 AR (PEERBEL L) &, 71.1%
(118/166f1) T&H > 7z1D: 12),
17.1.7 ERSE T1EH5R (AEREHER)
RIEBREZE7SHZNRE L ZEEREERBICB LT,
ANARYua—LO3FAE (5. 10, 20mgi?) 2 28RO
U7, 2BRNEBEEICBVLT, FHKEZRLADOIE5Smg
BET0%(0/2141) . 10mghET4.5% (1/2241) . 20mght T
23.8%(5/214) TH . FABKRFEIRD 5z, BIfEMA
E5mghE, 20mghiIc& 16l 10mgBfIC2f3EH L 7z,
17.1.8 BN M5
PERE MR E L —HEMHEERICB LT, 7L
Ny u—L20mgx56flic. 77 u—)L50mg%56flic4
BEEZEOHRE L, 2REZICBVLT, FHRBLZRL
TeDEANRI T — LET21.7%(10/46f1) . 75 ) a—
WEET13.3%(6/4501) TH D . HEEUFEL LiZZzhEh,
73.9%(34/46f). 55.6%(25/4561) TdH - 7. BITEFF
BRI NN —)VEET3.7%(2/546. 5M)THV.
R OERAE2M. BOEP ERD 5hiz1?,
17.1.9 EASE ME55R
POERE ZNRE L —EEMHEERICB LT, AL
NYH—)L20mg%27fFic. 77/ u—)IL50mg% 264122
BEZEOHRES U, EHMEEr THEEE L-2RiEE
WCBVWT, FHRBEEZRLEZORI AL 0 — VBT
17.4%(4/23%1). 77/ a—)LET12.5%(3/246]) TH
D, FEERE REENZN, 60.9%(14/23f1).
62.5%(15/24%1) Tdh -7z, BHERAFKBEBIANLRD O —
VEET12.0% (372501, 4)TH D, B, HOLSDE,
FROLUN, BEMARENEIERD 5N,
17.1.10 ERERREER (RER)
REREZE 1B LT, ALY E—)L5~20mghd) %
6n A EHE L& &, 2REBEETHEENE L%
RL72DI394.1%(16/1761) TH -7z, BHEHIZERD SN
mipot,
YE3) AR IRDIEIC IS 5 KRR IZ20mgTH B
(IR X SRR DA [CE D < B DAE)
17.1.11 ERERREER (I1TENREIC R (T T E)
BE ~ P EREO B DA 2 BE28FZ MRE L, AR
0 —)L10~30mg/H (1 H2[E) ¥4 %26 ~ 52381 5 L 72,
LB (PEENED L), 37.5%(9/2461) TH - 7z,
BUERAFBTEKIZ51.9%(14/27H) TH V. EHBDIXNH
K HHMN14.8%(4/27H1). HFEVHA11.1%(3/2741) T
Holzo
17.1.12 ERERREER (B DAL BB Z /R & UTCEYEREER)
B~ FEREOBEOALEBEIOfZNRE L. ALRY
o —)L20mg/H (1H2[E) 212~ 1 6@ 5 L7z, ik
EBR(hEEWRED L)X, 33.3%(3/961) TH -7z, EIfE
FFBERIZ40.0%(4/106D) TH D EFEdDIEHEFVRDY
EA%20.0% (2/1061) TH - 72,
17.1.13 ENERREER GHRIARMER FICRIF T HE)
BE ~ FEREOBEOALBE Ll 2R E L. AMRY
U —)L5~30mg/H (1 H2M[E])#) %248 ~ 528 5 L7z,
SffiER (R EEREL 1) 0%(0/1061) TH -7z,
BIERFRBHRIZ54.5% (6/1161) TH V. DARLHN45.5%
(5/1161) ME/ETA9.1%(1/1141) TH - 7z,
17.1.14 ERE T+EER
BE ~ PSEOBEOREEEENRE L ZEHEMIE
REICBWVLT, T REE496]). HLRYu—L5mg/
H(1H2[E) B (4761). #71L_Y 0 —)L20mg/H (1 H2ME)
BE(781) 3BT, 24~48BEREG Uiz, ZEEBREEROH
BIRFER (P=0.018) 2t (B> 50 & L : TR
B46.6% (37f1). S5mg/HE+8.7% (406%1). 20mg/H

BE+13.2%(6661)) . HRITDMEROHEHIC K S ABRED
FRE®REFR(P<0.001) 2R (AR : 7T KREE24.5%
(12/4941). 5mg/HEE4.3%(2/47641). 20mg/HE3.9%
(3/7761)) BD 5NTz. 2AEBR (PEEWNELI L)X
75 REE36.7%(18/4961) . Smg/HEEA44.7% (21/47H1).
20mg/HBE59.7% (46/77H1) TH V. FAEKFEE
(P=0.010) @D N, BIMEARHERIISmg/HEET
36.2%(17/47f1). 20mg/HET46.8%(36/77H]) TH -
Joo E2HDIE. Smg/HEETIIZERIEHN4.3% (2/4741)
20mg/BEETIIDAZD11.7%(9/77H]) TH > 7219,
17.1.15 ;B85 MABEER
BAE~PEEOREONEBEEZNRE LIZ4DDT 51
ARBARE_EEREERBRICBWT, ARV a—)L
12.5~100mg/H (1 H2[a]) %4 % 24 ~ A8 R 5 L 72 4t 51
SFTRIZ ST AR T7.8%(31/398%1). HILRYo—
LVEET3.0%(21/6966) TH D . HARYua—)Lik5Ic &
DTS RBEHBELTREROERZERFRD 5N
(P<0.001)s BREBEOFETERIZIIROEBD TH- 7219,
T REE | ARV O-VE
RE PR/ | SETHISY (gﬁf{gﬁgﬁgﬂ)
FHmEIE (%) | A% (%) i
220| 13/84(15.5) | 11/261(4.2) |0.25(0.11~0.55) |P<0.001
221]11/145(7.6) | 6/133(4.5) |0.57(0.21~1.54) | P=0.261
239| 2/35(5.7) 2/70(2.9) 10.54(0.08~3.85) | P=0.533
( )
( )

PlE?

240| 5/134(3.7) | 2/232(0.9) |0.22(0.04~1.14)|P=0.048
&t 31/398(7.8) | 21/696(3.0) |0.33(0.19~0.59) |P<0.001
a)log-ranki&iE

17.1.16 ;85155 MAB5ER (BIE)

EREDEMHOALR2,280f 2 MR E L 7T AR BAH
BE_HEERHABRICBVWT, ALY T —)L6.25~50mg/H
(1H2ME)ED 2 FHE Lz, EERIZT T RETL16.8%
(190/1,133%l). AR T—LEETI1.2%(130/1,156
B THY., AR —UHEIC LD S RBEE B L
THEROEBR K RARD 517z (P=0.00013), HLN
Du— )VEICB T 5 EIEAFEIRRIZ44.1%(510/1,15641)
THO., b OIFESNES.5%(64/1,1564]) %0 —%H
2HMER., KIMES.3%(107/1,156%1). #HIK8.3%
(96/1,15641)« > - I DAR24.2%(49/1,156/l) . K
3.7%(43/1,15601) SEOMBEREBEIR. HF116.4%
(190/1,156f%1) . BE#E2.1%(24/1,156f1) 2 DK whtiiE A
FEMR. MEIREEE3.6% (42/1,1560) % 0 IR BEFER S T
Ho1219,

EAAFOBELREIHT 5 ERAARIE, 1H1.25mg. 1H2EZ57 5 H
ML, R e LTER.5~ 10mgn ] H2EE5TH 5.

(BEIRIMDVEED)
17.1.17 BRE MAEEER

et SRS DR BN 20t 2 DR DR R &2 . R
V7 —DERO24AR M M EE S L ZEEMKI
BB B WV ComgEERE. 10mgMWiEEE 1L 20mg i
BCHE L (Gmg IHIEES» 5B L. 28I &I
BOEDRZHMW L. SmeitH. %5 01id10mgXiz20mg
1H1E#S F TREMICHEE L6EE TRS),

Smg/H#5 (2381F) 1 & U B EHiED 5 OF R 2 0EEED
AR 5 N7z [6.611/5 (HHTFESE) . thiE 1 P<0.0001].
42135 mgEER (Smg/H) T6.340/% (B/h=5FH
. DURFEIRE) . WiEE (5~ 10mg/Hi%5) T8.64H/53 DIl
B, 6B ICIZSmgFEERT7.7H/5 . 20mg iy
B (5~20mg/H#%5) T10.7H#/9 O DEEED 2380 5 h.
HHEEODHABEDHRERS L O KREP o7z, T, 6ERE
1213 A BARTE R 2 DA BUR A 20 R 0 K T (Smg & E B
T7.6#/%. 10mgWi BB T8.9%/%. 20mg#iEEE T
10.6¥1/97) A iz, BIFEFFEHERIZ7.9%(10/1274)
T, Eub0IEBHLAL1.6%(2/1276]), LDHLESR
1.6%(2/127f1). v-GTP_EF1.6%(2/127H) Td - 7210,

18. R

18.1 {ERRF
ANNRTO=VIE BRBEFBERERICIA . o1 ZEAERT
ez E & LMEIREMAZ A L. BARMDEERIL S
FEESFOMERTZ MR WP SE5,

18.2 SRkAPIE B RS AERA{ER
HRBRICBIT SV T L) VRO LRI 22 5%
R B REFERIER 2R Lz, 70, SRMVEEE CEHE
e R D DEBUE I & B A 5% 24 RIS B LW TR I L 72
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18.3 FRIE{EMA
BMEERFEES v b, BESMES v MDICBLWTER Y
TR EEER 2R Uz, AEEEMEESZICIHLRE
BE LA, MEHNESICHEZE5 23, 24K/ICh
tafﬁﬁbk%&ﬁ%%%bt%

18.4 MEHRIER
FBEERICB W TIERREERASRD 5. EAEFICE a)
ZERMSERERPEICEELTWSEZX 6N TWVS, f#
FREAICBWTS a XU B ZAMEMIERAZR L. £DO/EM
szl 1 8Th o719,

18.5 M{TENEECAE1ER
BIEERFIET Y MZBWT, . D B EOTEHS
myRzffER L. B 2EREEER U7, NEMESIMTEER
BT BEEBROEE. WESROEEOEMN, £ 7250
FERE 20Tl AEIRRHBEBOWMD K R E RO LB
H:':%Tﬁd)imb[]ﬁ‘“ 5Nz,

18.6 BHERENDEE

BrhE ﬁmmr%?wuﬁufﬁﬁﬁﬁ\%
FAEmRL2D,
L7217,
FREEAR Z W2 EERIC K D . B AMBIR 2 #BIRAICIEE L.
BIMREZEML . RIREEERZ MR T 22 &AL I
aNni-22,

18.7 HURIVEIER
A XRORBEBRATA Y FLF U VAT 5V IES AT
IZ &2 DAROBEMEZINE L, DFBRBZEEE2ED S B2,
F7z. MERE T ERREOBRE. DHEBOREAD KROST
TR FRCEERMEST RO 2R LD, /@AM IC
L BIMEER. DIHBOBEMEOSTELOMIFEIA D 5Nz,

18.8 EILD\EHFEIER
F v MEHEMEEROMIBWTATP, ATP/ADPH. =%
LF¥—F ¥ —T[(ATP+1/2ADP)/(ATP+ADP+AMP) ] ®
BWOZEBRICHE Lz, /2. 7%, 4 XEMEERDLTIZ
ZFOBEYA X2 0TS ) a— VI UERICED L2,

18.9 DAL ER
BIIRAEROALETILT v MIBWT., KA GE (KR
BHE VRS BB SEICHANAERAE (EERER, £
FHFRARME) OE 2R L7z, Dahl@ERZHS v Mg
W KA GH(ODAERIER L D EE) TBERSEICH
N EMRE (L ERRIE) ROCEFRONBEL R L, £
7=y BEREROALZETNA XUCBWT., AR GEI3E
BEBICHANEERE (EERHR)OWREL S FICEEY £
T V7 ORI (7 BN R AR L O A EIRRRIA R
DOfE/N) #R U7,

18.10 ZDfthDEIEEFR
Fv b, YUHFICBLTEREMMEASRD 6Nz, £z,
PR AR AR B E I 58 0 & N o 7z
EHICTy PNAEY X — MIBWTIEE B LINHER
R HNT229 (in vitro) .

19. BT ICRET IE{EZHAR
—iR% . HL~RYa—)L(Carvedilol)
{£%% : (2RS)-1-(9H-Carbazol-4-yloxy)-3-{[2-(2-
methoxyphenoxy)ethyl]amino}propan-2-ol
PFR : CaaHasN204
DFE 40647
% R HE~HEREOKE X ISHEREOM KR TH 5.
FEER (100) ISR T < X ) —LITRRiETIc
<V IH = (99.5)ICHEIFIE K KICIFEA L
Fzn,
A ) — VB (1-100) BFEEEEAR S 20,

(6]
O\)iI_I/H H3C i :O
N
O \/\O

Bl = :114~119C
PEAREL - n-A 7 % ) —LIK(pH7.1) 5 184.2

M e e
ME7 L7 F = kR - IREEMOIMHE 2R

K UGG sk g

22, @
(P—F A ME1.25mg)
(PTP) 100%%(10%Ex 10)
(7—F Z ME2.5mg)
(FF5RAF v AR NT) 50088
(PTP) 100%E(108Ex10) 420%¢(14%E%30)
500%E (10%E X 50)
(F—FZ ME10mMg)
(FFZRF v TR NF) 5008
(PTP) 100%3E(10%Ex10) 420%%(14%E%30)
500%¢ (108 X 50)
(P —F R bE20mg)
(PTP) 100%%(10%Ex 10)
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