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W 7 MEFENZ (3E5) WEFENE (HAGE)
ACE Angiotensin converting enzyme T T v B R
ALP Alkaline phosphatase TNAYVERAT 7 X —F¥
ALT Alanine aminotransferase TI=VT I N T AT 2T —8
AST Aspartate aminotransferase TANRTGXBETI ) NT AT T—E
AT, Angiotensin II type 1 receptor ToUFT UV NEREYTAA T
AUC Area under the plasma concentration-time curve I HP R — R R T TR
AUCo24 | Area under the plasma concentration-time curve from 0 to 24 | I H R BE — R AR MBS (0~24 KRR
BUN Blood urea nitrogen M RFESR
CK Creatine kinase LT F=rXS—E
Crnax Maximum observed drug concentration in blood i e R
CYP Cytochrome P450 F ~ 7 v—2L P450
DOCA Deoxycorticosterone acetate Fifer A%y aLFarxsay
eGFR Estimated glomerular filtration rate HER R BRI TR &
GFR Glomerular filtration rate SRERAIE I
LDH Lactate dehydrogenase FLER I K R IR
NSAIDs | Non-steroidal anti-inflammatory drugs AT v A REEHIRIESRK
SHR Spontaneously hypertensive rat HARFE = MILTE T > b
SHR-SP | Stroke-prone spontaneously hypertensive rat frdZaH By I M B ARFIE M i E 7 > b
Tz Apparent half life on terminal phase THZ TR
TEN Toxic epidermal necrolysis PR R S SRR E
Trmax Time to maximum observed drug concentration in blood i ren I R R R EE IR
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R 52 B B 52 B
pH6.8 (50rpm) 7K (50rpm)
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® ol .
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20 ottt 20 | REHA
0 0
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1 72 F¥ A I 52 B
pH1.2 (100rpm)
(%)
100 |
80
ﬁao—
= TR
40 . RERH
20 +:#¥ei§§!éﬁlld)$iﬂiﬁﬂj$i15%
0

0 20 40 60 80 100 120 (%)
7

INILY LS 8% 80mg TBMD,”
T4 AN 80mg (FEUERUA]) L DVEHET A T 570, [BBEIRLOAEFHREERBR T A K74 1
Beo TIEHERBREIT o 2R, 2 TORHRBRSMICB O CHIEREEICHES L TR0 . mRE oW H2EEEEE L
T2 EHIE S LTz,

B ES
P IR RVE
BRI O & 900mL
BRI O IR E 37+0.5C
BRIk pH1.2 ¥HFRBRE 1% (50), pH3.0 # 7= Mcllvaine DFEER (50, 100)
([El#52% (rpm)) pH6.8 AEHFERE 2 (50). /K (50)

—0—



T

BRI

E
(rpm)

IR R A
47

TERHE (%)

FR AR

iR LA

7

HIE AL vE

i

pH1.2

50

15

41.2

43.0

+1.8

120

83.9

87.3

+3.4

FEAERLAIAN 30 43 LI ) 85% L B
HL7ZaWiGE
HUE S 7= BR R I BV TR HE R
FID SRR HRD 50%LL . 85%IC 7
Lign& & EERAIPHE S
AERFIC 31T 2 EHEHED 12D
PR A R T Y e R, RO
JRAE SR BRIz v TR il
) D -2 V5 HH 3R ME HERLA D SR
HERE12%OFHIZH 20, XiE 22
RIS DEN 46 LLETH D,

pH3.0

50

10

384

34.8

60

82.0

81.8

FEAHERIF AN 30 73 LANIZ ) 85%LL -5
HLUARWEES

JHE SR BRI I o THE e
BN RN 85%LL B &7 B &
& EHERLA O EEH RN 40% K
W 85%fTHEDHE Y 72 2 FERIZH W
T, ARBRRIF) O P HH SR AV HE R
KO FEHER =+ 15% O FAIC B 5
M IR BEFROEITZNLUETHS,

-
o>

pH6.8

50

15

100.4

98.5

-1.9

FEAERIFI DS 15 5 ANIZ ) 85%LL -
3254
FERELAIDS 15 53 AINIZ ) 85%LA 1
BT 20, XX 15 ki 56
BRI D ST EE ¥ HH 2R HIAE UE R D -1
R+ 15% DI H 5,

-
o>

7K

50

523

45.1

15

82.5

77.4

-5.1

FEAERIAIAY 15~30 4312 85% LA RIR
H3 2546
HEAERLF D LB VEH DS 60% K Y
85%fHiT & 72 23 Y 72 2 WEAUZER N
T, AREBREA O v R0 fR
F DR R £ 15% O HIBAIZ 5 5
2, ERBEFOER 2 U ETH D,

pH3.0

100

31.8

45

83.5

85.8

+2.3

FEAERLAIAN 30 437 LIS - 85% L B
HL72aWigE
JAE SR BRI BV T e
FIDFLIERH R 85%LL E & 7p % &
x| MEUERLA O TR D 40% K
O 85%FHIT DY 72 2 KAz W
T, ARBRBRIA) O S SR DY UE Y
F O R £ 15% O HIBAIZ 5 5
M XIRBEROEITZNLU ETHD,




pH1.2 (50rpm)
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80
Eeo .
= TR
40 r ) ki -
20 r +:#%2E§%§IJ0)EF1’>35§&$115%
0
0 20 40 60 80 100 120 (%)
1 52 B R

/NLHIL A o 8E 160mg TBMD®

T A AN 160mg (BEUERLA)) L OPEHZEE A2 i 2720, [TRBEEL QLY FHREMRBRT A R 74 I

T THEHRBRZAIT o 2fE R, R TOBRHRERREMHICE O CHELEICHES LTV . Mo 283 Ee L

TW5 EHE ST,

pH3.0 (50rpm)
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100
80
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= THERER B A
40 1 R T
20 +:#§$§&‘ﬁﬂo)ﬂiiﬁi§ﬂj$i15%
0
0 20 40 60 80 100 120 ()
Rl 5 B R
7K (50rpm)
(%)
100
80
B0 |
g O RBRNH
40 -
20 +:*¥§§%ﬁﬂ0)$tﬁ;‘$ﬂj$i15%
0
0 5 10 15 20 25 30 35 40 45 ()

B % e R

B ES
$EE 2N RILIE
BRI D 900mL
AERIE OIRE 37+0.5°C
BRI pH1.2 VAR 1K (50). pH4.0 #¥7= Mcllvaine OFEER (50, 100) .
([El#52% (rpm)) pH6.8 VAR 2k (50). &K (50)
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BRI

E
(rpm)

IR R A
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TERHE (%)

FR AR

iR LA

7

HIE AL vE

i

pH1.2

50

10

28.8

27.0

-1.8

120

49.7

50.5

+0.8

FEAERLAIAN 30 43 LI ) 85% L B
HLZRWES
HLE SN RBRIRF I3V T, R
HUA O SRR D 50%I 3 L7220
& x| EERAINBRE SN2 R
M3 1T 2 AR D 1/2 DKL)
HRE R TlY 2m, ROHES
N-RBREERICB VT, RBRE o
S FE I HH 8 5 A Y LI oD S 88 A R
F9%DFFHIZ H D D>, T 2 B
fEA 53 LA ETH D,

pH4.0

50

10

67.4

58.1

30

913

87.3

FEAERIF DY 15~30 /2 %) 85%LL -
H3 2548

FEE L DSV DY 60% K Y
85% (T & 72 D Y 70 2 Rl
T, ARBRRIF) O P HH SR HY I HE R
FIO SRR+ 15% D FPHEICH 5
M, XER2BE#OER 2 ETH D,

-
o>

pH6.8

50

15

101.8

99.6

FEAERIFI DS 15 5 ANIZ ) 85%LL -
3554
FERELAID 15 43 ANIZ ) 85%LA 1
BT 20, XX 15 ki 56
BRI D ST EE ¥ HH 2R HYE UE BRI D -1
R+ 15% DI H 5,

-
o>

7K

50

10

65.8

58.4

30

86.8

81.3

-5.5

FEAERIA A 15~30 43128 85%Lh HIR
H3 2546
HEAERLK D LB VEH DS 60% K Y
85%fHiT & 72 23 Y 72 2 WEAUZER N
T, AREBREA O v R0 fR
F DR R £ 15% O HIBAIZ 5 5
, ERBEEOER 2 U ETH D,

pH4.0

100

15

88.1

89.9

+1.8

FEAERLAIAN 15 43 LIPS 85% L B
HT 2546
FRERBLAID 15 53 LANIZ Y 85%LL 1
WHT 52, XIiT 15 2cB 1) 5388
A 0 AR HA TR 3 e BUAI 0 S g
R+ 15%DOHBICH D,




pH1.2 (50rpm) pH4.0 (50rpm)
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DRBHEABAOES M VP

PSVH IV E BE 20mg [BMD), 2L L& U 8E 40mg [BMD]., 2SLH /L% U8 80mg [BMD] KUV LY L& L
160mg [BMDJ %, AAREFBHERLELIZED SN /L CEEORHRBICHEAG L TWD T ERHERENT
W5,

ik BREEHEERE (X RE)

[R5 © 50rpm

B - /K (900mL)

FEH © 20mg BE. 40mg BE & UF80mg HED 30 /3 DEEHEITZNE AL T5%LL . 75%LL ER TN 80%LL ETH D | 160mg

BED 45 SO HEIL 15% L ETh o7,



10. && - 8%

(N EBHNDELGES - AR, NENFRLEES - EICHT HER

LR

2)a%
NIV LR 88 20mg TBMD])
140 £ [14 & (PTP) X 10]
NIV LR 88 40mg TBMD])
140 £ [14 & (PTP) X 10]
700 &£ [14 #& (PTP) X50]
500 88 D, 2371
NIV LR 88 80mg TBMD])
100 £ [10 & (PTP) X 10]
140 & [14 & (PTP) X 10]
500 & [10 £ (PTP) X 50]
700 $E [14 £ (PTP) X 50]
500 88 D, 237]
(NLHILAR 8 160mg TBMD)
100 £ [10 & (PTP) X 10]
140 & [14 & (PTP) X 10]

Q) FHBEE
ML

4 BHROME

2SOV Y L2 BE 20mg [BMD |

PTP : RV k=L T 4 VL, TAI =L
vr—@dE s TAI=U AR TIR— T 4 A

7LV B U BE 40mg TBMD |

PTP : RV E= LT 4 LA, T =7 LH
to—adE TAI =L R TIR— T VA
INT T ARG, RS

2NV L2 B 80mg TBMD |

PTP : RV b =T 4 VA, T =T L
to—adE TAI =L R T IR R T VA
NT T ARG, GRS

ISV Z o BE 160mg [BMD |

PTP : R UKL E =T 4 VA, T =0 LFH
Poe—@giE : 7I=uh - RUTFIR—FT7 4L A

1. FAgRftSh58ME
FL LW

12. £0its
AR L




V. AEICEA94 5I1EH

1. RRERITHHR
& L AE

2. MEENITZHRICEET HFE
BRIE I LTV

3. AZRUVHAE
(D RZERVAEDREDR

. ATV Z L LT 40~80mg & 1 A 1 ERAKEGT 5, 2k, Filn, ERIS CCEEHEET 225, 1

H 160mg £ CTH®ETX 5,

WH. 6Ll Lo/, SNV LE L LT, KE 35kg R OHE . 20mg &, KE 35kg LA LA, 40mg & 1 H
1| ERA%ET 2, 7ok, Filp, KE, ERICEVEEEET S, 2720, | AssHEIE. KE 35kg ROSHE,

40mg &9 5,
(2) BERUBAEDHRERE - 1B
Mgk L

4. RERUVRBEICEEYT IR

1. BERUVEEICEEST 53E
EPIZBW TR LT, 1 B 80mg &8 2 A8 FRBR I 220,

5. ERIKRI{E
MEEERT—2 /v 55—
YL
(2) BRPRFE A ER
MBI L
Q) AERIGIERAER
FME R L
(4) BEERIEER
1) BN AR AL ER
EWNERARRERR (G TR O IHH)

. T ()
- DEERAE) & AT DEIERAE) &<
74.1% 79.7%
Bep: = 9)
AR LA (366/494) (366/459)
. 82.8% 82.8%
X e 2 Al A e 10)
B & i sE (24/29) (24/29)
. 77.4% 85.7%
=] 11)
e B A (24/31) (24/28)
e 74.7% 80.2%
a (414/554) (414/516)

mps, AREMEMEE (BIE~TSE) & 2R e Lo “EERLERRT,

W5,

2NOVVH U EEDR AMERTRD B




AgEMEMmERE (BRE~PSE) BFIC, 1 B 18 40~160mg % 12~36 BERE 0% G5 LzB, LRV THEICEE R
&R, Y MEEZ B S 828 LEREER 2R L 12,

AgEMEMmERE (BRE~PSE) BFIC, 1 B 18 40~160mg % 12 WERO&E L2, miBEY - EREicEER
EEN 2B T, BREENREZ R LY,
2) RE MR

E PN IAHRER

AgEMEMmERE (BRE~PSAE) BFEIC, 1 B 18 20~160mg % 52 WERE O &G LB, 2L & LB BRTE
FI PR FESRGE M PRIE K O Ca FEFUIRBEABEDO W THICB W T IR AZZRD 5 2 L < . LE LI-EEMEMA A HEE:
shiz 9,

. TH (KBTE=%)

. DHERRE] H&Te | DHETRRE 25<
ROV 64.3% 78.9%
AR (45/70) (45/57)
TSR A FESE D aﬁg aﬁg
o 66.7% 66.7%
Ca %ﬁ;@ﬂ‘fﬁ (8/12) (8/12)
2zt 67.3% 76.9%
HE (70/104) (70/91)

RIS BUAREE 1T, BOAMPRIE T 20.0% (14/70 $51) . FIPRBEEZEOF ML T 18.2% (4/22 #il) KO Ca #5HU3EOF AFRIE T
25.0% (3/12 ) Thote, FARBERIL. BMPECEER O LDH EARZWT LS 43% (3/70 6i) . FIRKEEZENF
FIECHHER, 8K, %, AST BH.| ALT LR R OREE EFAWT Y 45% (122 1) . Ca #EHTSEOF AL T,
WRMER, ALT E5H-. BUN k& &2 L7 F = LR EOREE EF AN 83% (/12 6]) ThHhok 19,

(5) B - AR
g L
(6) s

DEARERE (—RERARERE. BEFERARGERE. FRABRBELEAE). 2ERTFRET —I~A—IHE. HER
SERERABONE

AR L

DEADBEHELTEBEFTENDABXIEIER L-HE - HBROME

AR

(1) £ Dfts

R L



VI. EHERE(CEII SHE

1. EEZNICHESH SLEMRITLEDEH
ToPFT UV NZREERR (YL Z VO A AT HLEy LTI, TIAIVIZ L A
VHE L ARFY I, AN TUNYE L)
HE : BEDH DB DORIEE - HIREL, BRHORMCELSZRT L L,

2. EB(EHR
(D 1ERAEEL - fERKFE
PNYPNHE AZT VAT oV NEZREOY T2 A 7 Th D AT ZRBISERICHES L, FERELTERTS T
VUFT TR L TRFR LV TIEBAICHEI T 2 Z EBRH NI ER TN D,
D NP E AT v S REREEGHIZEW T, AT BRI T 27 0047 v T ORE EBamIcilE T 5,
Fho. ATV ZRBLSOZRRICHT L TFE A EBEZ RS20 19,
2) NP E AT R KREIRY o FERICBWNC, AT RLF Uy, ku b= ROEAAD Y U AL DN
FEIR U CIIMEIER 2R S 9, 7o o470 v v I & D U0HE & R a9l 4 2 19,
3) S AZ IR AOBEICL Y, FTHWET » MCBIT 5 BN E N LT R LT ) S XD HERIGOH
FHER 2R &SP, 7o o4 T oo v MIC & D FERIG 2 B Bk % 19,
4) SN E L ET RIBERRBMICI T ST L UAT UV TR ATV RAT v OREE A EICHEIT S 19,
5) NAYAE T FREX ERFIAO ACE IEMEE 75 UF = USRI B A RIF S R0 1),
(2) EhEE A+ 2 RERARAE
1 BEEER
O/ F ARSI L Y, BERMETZ v b, BARERMEZ » b (SHR), 7 U v AfsB~—F & v b
DILE % BRI TR S 528, DOCA/salt BUEMLE T ~ b OMLEICIXEEEZ KT S 20 10
Qg T (40E) ROREZIKRELTH, BESLET » M, ARBERMEZ v b (SHR) 2BV T,
YRy RERERE RN 10,
@ 7L Z TR (44 8) ROEGIZLY, B2ERSI3ENE B RFIESMEZ » ~ (SHR-SP) DI % £t
PN TR S 528, DIBOFLEZ RSV, £z, BEk 48 #) ROik51c kv, KEIRIMLE O JRE % Hii)
-3—5 |6)O
2) MATENREIS QN Ul B E -9 1E
O E AFROEGIZL D, ARBESMET ~ 8 (SHR) Ok Es b 852 L2, Bhjigs
HEICEMNT 517,
QL U TERE ) ROBEEICEVERELARET LT v OLEKRE, B 48H) ROfEl
v 4ZE R B JENE A ARFEIE @ IMTE Z ~ ~ (SHR-SP) LB K & 495 17,
3) BHEREICRITTEM
AL ATEGRR ARG LD BOERET v b (6) MUMMAEH G RIEME B ARFIE S IME T ~ ~ (SHR-SP)
(323, 403, 44 ) OBEEOE(EZMEIT D Y,
Q) e ARIREER - FiGEER
AN -V P

X

(B!



VI. EWEREICEEd 51EH

1. PREDHE

(N aRLEDGMPIRE

R L

() ERRRBR THRR SN IPIRE

1) HiE#s

TEEERR NS 12 St v 2 > 20, 40, 80 KUY 160mg (80mgXx2) % HEIRE &G LA,

HRLITRI S AU, 1

BEP ORZACRITE 5% 2~3 R CREREICEE L2, £72. Cmax KOV AUC 13 160mg 5 £ THG-BEOHNIC
FEB L TR L, I HT 4~6 il Th o721,

j&’q—‘é Tmax>:< Cmax AUC Tz

- (h) (ug/mL) (ug + h/mL) (h)
20mg 2 0.86+0.53 52+3.1 3.7+0.8
40mg 3 1.37£0.53 8.9+4.0 40+1.3
80mg 3 2.83+0.92 18.0t5.8 3.9%0.6
160mg 3 5.26+2.30 33.9+18.9 57+1.8

n=6, FH MR X Pkl
IREEAS 35kg A3 UL 35kg LLED/NREBE (7 205 14 O @ MERE, BEREE, b L<I3x 7o —BEREO R
H) ZENEN 20mg T 40mg DSV )L U EHREIREE LT & & D Cox KOAUC IZLLTO LB Y TH o7 20,

o ™ Cnax AUC
(kg) (ng/mL) (ng + h/mL)
20mg 202~31.3 2.45+0.86 12.0£3.9
40mg 38.8~61.5 2.11+0.84 11.3+6.1
n=6, VY EEUEMRE K GEPH R/ M~ IR i)
2) KBS

TR A T L L 2 2 160mg (80mgX2) % 1 H 1[E 7 HRIKERAKREG Lz &, iR ORE(LERED
B E RIS EFIIRO bR oT, £i2, WIRIRGES 7 BB ORYERE T XA — X ZIZEFRETH Y . Hil
PEIRRD S pinoTz 2,

3) EWtER R SRR

SV U BE 20mg [BMD |2
FVHL L BE 20mg [BMD) (&, T8 838722 2% 1 BT RA O AW 2R SRR T K74 v (CERi24 F2 A
20 H SEAERR 022945 10 5) | ICHSE, 2P F 88 40mg [BMD) ZEYERFIE L7z b &, IWHEH) 0%

PRHEILEIZE S LTz, EMFIICRIE L i s hiz,

7LV b 40mg [BMD )2
PSPPI E L BE 40mg [BMD) & 4 AN 40mg %, 7 B AF—_"—KIZ LV EREN LB L uZ oL LT
40mg) ZHEEFEHRAD FICHRERREAOKS L iR S g VBEZRE L, BONTRMEME T A —X
(AUC. Cmad) 122V T 90%1E #H X A THEFHIRNT 21T o 7o K5 3L, log (0.80)~log (1.25) O#IFHNTH V|, MAlD

(Mv. 9. &HMEl OESH)

MR R EE R ST,
HIEANT A—H BENTA—H
@ﬁ”% AUCo-24 Crnax Trmax Tin
(ng * hr/mL) (ng/mL) (hr) (hr)
2NV Y L H U BE 40mg TBMD | 13406.9+3892.5 2216.14£645.61 2.8£0.9 59+£0.8
T 4 AN BE 40mg 12327.01£3627.2 2035.79£599.80 2.810.9 5.9%0.9
SFEE O SEE D log (1.0413)~ log (1.0314)~
=D 90%ZFE X log (1.1383) log (1.1497)

n=75, PEIE AR ERE



(ng/mL)

3000 — 3LV ¥ 2 $E40mg [BMD |

2500 a7 4 F 2N 5E40mg

it
Iy

" 2000 | n=75, FH + BRI
1%

4 1500 |

)%

% 1000 |

'}é

® 500

5

0

A T
0 2 4 6 8 101214 16 18 20 22 24
5t H (hr)

(PR ONE AUC, Cmax D37 A= 1%, HERE OFIR, RIERORIREEL - BFHE 55 ORI X - TRZ
LARENEN B D

LBV Z U BE 80mg [BMD 2
ANV E L BE 80mg [BMD) &7 4 A3 80mg &, /B AA— N—EIC LD ERAEN L (P Z L LT
80mg) ZMEFEARA B FICHEHERE NS L TR S L2 ViREAZIE L, GoncEYEhE T A —X
(AUC, Cmax) 22T 90%(EFE K EIVEIZ THEFHRNT 21T o 7255, log (0.80) ~log (1.25) DA TH L, WAl
DEYFRIEZEMED S S LT,

HENRT A—H

B4

AUCo-24 Crnax Tmax Tin

(ng * hr/mL) (ng/mL) (hr) (hr)
2L A BE 80mg [BMD | 20836.7 +6406.9 3437.52+1090.16 3.0£0.9 6.11.0
5 4 A3 BE 80mg 21058.9£6740.1 3542.95+1084.81 3.0£0.9 6.1+0.8

S AE 0> L fiE D
=D 90%(13 HH X U]

log (0.9131)~
log (1.0725)

log (0.8689)~
log (1.0599)

ERECVYS S S BEE

(ng/mL)
5000 -

4000
3000
2000 ¢

1000

0

n=59, PEIE = FEAERE

o 2NV H IV ¥ »5E80mg [BMD |
a7 4 F 3 §E80mg

n=59. VP + FEAEfR

0 2 4 6 8 1012 14 16 18 20 22 24

PG (hr)

A PFEEN NS AUC, Cmax FD/3T A= 1%, HERFE OB, (RIEORIREEL - FFHE) 55 ORI X - TRZ

DARENED B D



SV B 160mg TBMD 25
SNV E L BE 160mg [BMD] &7 4 A3 160mg %, 7 B A —"—{EIZ LV ZNEN 18 O hrx b L
T 160mg) ZERERA S T ICH A HERR 0 &G L TR v v 2 REZRIE L, B3O RYERE T X —4
(AUC, Cumax) 122V T 90%(E K VA THEGHIENT 21T o 7o i R, log (0.80)~log (1.25) DHPFANTH Y . WAlD
WA SRR S T,

HIENRT A—H

AUCo-24 Crnax Timax Tin

(ng * hr/mL) (ng/mL) (hr) (hr)
2NV LA L BE 160mg TBMD] | 38180.5+13906.6 6545.56+1994.98 24+1.1 6.8+1.8
T 4 AN BE 160mg 39071.6+11219.3 6411.81£1666.28 34+09 6.2+1.3

S AE D I D
FED 90%1E HE X [H]

log (0.8379)~
log (1.1099)

log (0.8815)~
log (1.1581)

EIEVeSIE S BEE

(ng/mL)
8000

6000 |

4000

2000

0aAl

23V & Y EE160mg [BMD
74 F 3 §E160mg
n=17. FXH + FHERE

[ —re—.

0 2 4 6 8 1012141618202224

P #mEH (hr)

n=17, I AR AE (R

MR ONE AUC, Cmax FFO/3T A — 213, PRE ORIR, (KR OTRIREEL - BFH S OB L > Tk

D AIREMED B D

(3) gt
AR L

HBE- HRAED
Vil. 7. #HEAEH] omESR

2. EMEER/ NS A—F

(1) gt A&
RE R L
(2) WR YRS BE 72 #1
RE R L
Q) HEREEEH
E R L
BHoIVT7S3VR
E R L
() T TMEHE
E R L
(6) £ D fth
E R L



3. B%H (KREaL—Yayv) @i
(1) fEH 3%
EMER L
Q) INTA—REBHER
EMER L

4. IR
MY ERe L

5. &%

(1) ik — fx BE P9 R 1%
FMER L

(2) ik — BR AR BEFT R IE %
) -v 2

@) A ~DFBITH
VI 6. (6) =FLhwm) DHEBH

4) BEHEA~DBITHE
Mgk L

(5) Z Dt DI~ DFEAITHE
) -vi 2

(6) MRELHEEE
P E L DIMES T L OFEEERIT 3% ETH B,

6.

() A HERL R O B RS
FMER L

Q) KRBICES5Y 2EE (CYPE) OHFHE. HE5X
TEFERLA B 712 UC VL & L 80mg & ZEIEREHEIRE 1 2 5 8 eI O IAE I, £ & U TREMENFEL, 2D
fIZRE & LT 4-t Rax AR03380 b, invitro DFRBRIZE W TIE L LT CYP2CY DEIEARBI TN D 20 (4

EADT—4),
@) HEBEENROEERVZDEE
Pl -y 2/
G RBYOFHEOERERVEL., FELE
Pl -y 2/
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REAAR 1% (12~72 WyfHifE) 10% (48 FREfAIE)
4-v Fux gk 8% (12~72 BEEIE) 1% (48 HRRIE)

EERERR BT S AL 4 2 20, 40, 80 K TK 160mg (80mgx2) A 22 HEIAR Mk 5 L 7By, Be % 48 BRI E TlC
B RO 9~ 14% B KRB bR L U TRPICHRE S 772 29,
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PP LB L DIMIES R L OFEERIT 3% ETH Y . MIKEITIC X > THRETE 20,

HEOHREHT SBE
i

65 kLA EORERERR A B T2 YL v 80mg & HEIRR DS U7z & & o O REERREHER L, 65 mEAmM ORE
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0.05) AFRH BT 2930 GREADT —#),

Z 0t
gl L

AUC 7 1.7
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FINZBIT DL b AT T ¢ TREFHET, WIRYIIICT v U4 T o v BRI E A 2 5 S
FHRIZBW T, JREFEOHS Y A7 ZMER BB G SN TOARWEERIC NG -T2 E OWERH D 3,
(22, 9.4.1 BR]




(6)

7.
M

RELIG

9.6 2317

BHLLRNWZ EREE LV, BWER (T v FoRALMRROEE) © 3mgkg/ H T, AHF~BITT D L OH
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B Gr - S L s
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. BERETONE
iR RAF

. IR EDEE
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. BERITEM
BFMEERSTA R HY
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. B—RS - R#hEE
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FERESLSA T 4 A /3B 20mg + 40mg - 80mg + 160mg
A — % 4y 3K : 5 ¢ 432 OD $E 20mg * 40mg + 80mg + 160mg

(PE A

By FNAFAE Y ARFIIN, ANRPAL L TIOLYPLHL)

(I B
. EffREEEAR

1996 425 H 13 A

. BERFTRRBEARRVERES. REEHERIMEAR. REMGEAR

2N LHLH B 20mg TBMD

ToOF TN RFEREREE (YA H B VA BUTHAZY YLFEFA, TP

Jg i RLEIREAEAEA B TRGRE SAMMEMENGEAEA B | WRFEBMGEA A
[HAR 584
LS G 20mg KOG 20144E2 H 14 H | 22600AMX00315000 | 201446 A 20 H 2014 4F 6 A
TS IR T AR B AR
K OWRFEAH AR 2017410 A1 H n 2017410 A 1 H 2017410 A 1 H
2L L Z L BE 20mg TBMD
2PV H L BE 40mg TBMD)
JE I WERFEAREEH EGRE IAMEEAENEAEA B | BRGERASA4EA B
IHARFE4
L LS L 40mg KOG 201442 H 14 A | 22600AMX00316000 | 2014 4% 6 A 20 A 2014 4F 6 H
B IR 8 AR A
KOBRGEAER 2017410 A 1 H I 2017410 A1 H 20174E10 A1 H

ISV L H L BE 40mg TBMD |
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JE SR EAFERAEA H KRE = IRMMEEHENGEAE A B | IRFEBIAAAEA B
IHARFE 44
JSLH LB b 80mg KOG 201442 H 14 A | 22600AMX00317000 | 2014 46 A 20 A 2014 4 6 A
LY Al e KGR A
K ORFEA AR 2017410 A 1 H I 2017410 A 1 H 2017410 A1 H
2LV 2 B 80mg TBMD
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g I LG IR 7B A H HEKRE SRAIHENGEAEH B | IRGEBHAREEH A
RIS 20144E2 A 14 H | 22600AMX00318000 | 201446 A 20 H 2014 £ 6 H
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TWAEIN | ITIEEEY L,
&FEI—F
JEA S SR L YE | ERIER S — R . Lt 7 NERE AL

R . . . HOT (9 z o _Z

7e4 INHRE SR o — R (Y] 2— ) O 4fr) F5 VAT LAHa—FR
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SR
1) FEPNER e rEREE (20mg &A)
2) FhNER  REMERER (40mg RAD)
3) *ENEE : et (8omg BIA)
4) HNEER : ZEMERER (160mg BUFH)
5) FENEE : EHMERER (20mg A
6) LB TRIPERER (4omg BLA)
7) FENEE A MERER (80mg TLH)
8) ANl : vAEHMEER (160mg HIFH)
9) EWNEEARER CGBEOMHLKUEIIE) (5 ¢ A S8 2000 459 H 22 A&, HFEEEMEE ~2. (1)
10) EINEGRER (O DAHR OWEIIH) (5 ¢ 473088 : 2000 4 9 H 22 HAAZR, HFEEEHEZE 1. (6).2)
1) EWNEERR GEIAELOEIE) (5 ¢ A /S8 2000 459 H 22 AKR. HFEEEMEE ~.1. (8).3))
12) ENEERRER B OAKLOEIE) (F ¢ A4S0 8 - 2000 4F9 A 22 HAR, HEEEEHEE 1. (7))
13) ENERRER TR (54 A3 88 1 2000 429 A 22 HAR, HFEFEEHMEE R.1. (5)
14) ENE TR (5 1 A3 F8E 0 2000 9 H 22 HARR, HEEEMEE 1. 9)
15) TERBER (5 ¢ A N8 £ 2000 459 A 22 HAGR, MREEEHEEAR.1. (2)
16) BJEMER (5 4 A 308 2000 459 A 22 AA&GR, HREEEHEEA.1. (1).1))
17) MATEYRESE QNS OHRIC KIETIER (5 ¢ A /308 0 2000 45 9 A 22 AARE, HFEEEHEER.1. (1).2)
18) BHEBEICRIETHER (T 4 AN 8E 0 2000 45 9 A 22 A&, HaEERMEZE A1 (1).3))
19) HEHE (5 ¢ A3 88 0 2000 459 H 22 AAGE, HiEEEMEE~3. (1).1)
20) H[EEE (5 4 A /N8 0 2012 45 8 A 24 AAKGR, AHHFE~OEYMEICHR D MEE)
21) KE#SE (5 0 A8 02000 459 H 22 AR, HFEEEMEE~3. (1).1)
22) FENEEL : EWERFESERER (20mg B
23) tENERL - AW FRESEMERBR (4omg BAD)
24y FENEEL : EWERFESERER (8omg HAl)
25) FENERL - AR SEMERER (160mg RUAD)
26) 1RH# (T 4 A/ 8E 0 2000 429 A 22 HAR, HEEEMYEEA~3. (1).2))
27) Waldmeier, F. et al. : Xenobiotica. 1997 ; 27 (1):59-71 (PMID : 9041679)
28) R (7 ¢ A S 8E 0 2000 429 A 22 HAR., HEEEMYEEA~3. (1).3))
29) Sioufi, A. et al. : Biopharm. Drug Dispos. 1998 ; 19 (4):237-244 (PMID : 9604123)
30) mE (T 4 AN F8E 0 2000 459 H 22 AR, HEBEEEMEE~3. (3))
31) Sheps, S.G. etal. : Arch. Intern. Med. 1997 ; 157 (21):2413-2446 (PMID : 9385294)
32) PEEAMIEDN - JEEMIES. 2017 5 47 (10):1353-1355
33) REERMIED - B S PEERMR AR FRHEEE. 2021 ;5 29:49-54
34) Briggs, G.G. etal. : Ann. Pharmacother. 2001 ; 35 (7-8):859-861 (PMID : 11485133)
35) Cooper, W.O. etal. : N. Engl. ]. Med. 2006 ; 354 (23):2443-2451 (PMID : 16760444)
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YA COFAGRIRBIILL T DO LB TH 5, (2023 49 HHEN)
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F—AKZ U7 DILART fi

W) FHRMBICOWTIE, 548 ABMRO R WEENIRTE LTV 5,

2. MBI HEBEKRXIERR
YFIRIZEET iBAMER (FDA, A—R +S5 1) 75 45)
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ERA SCERA—2A T U TR LIRS,
9.4 £GEREERT HE
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L, MBI - e~ E (Bre, UEE - i - BOBMALE, BES) M50 DNEFIRHRE ShTn5 3233
RANDOFGZINL D REEKOF IS B G L CARAREG OMLEEZEEICRE L, 168 EOF RS G
% ERD LU ENIGEICOAKEETHZ b, £, BERVERGAICTROERFHEIZEETHZ &,
[9.5 ]
(1) ARFEEBAANTIR L TORWZ 2R A 2 &, ARG T, HIRL T\ e 2 & 2 e I
BRI D&, BETIHRAHH LZHAICE,. BEhicEEas2HIiEds2 &,
(2) KOFHITONT, RAEGPIERICEFICHAT L2 &, i, BERLMIEISCHIT L L,
HLRPICAK EER LS A, BIE - SrERICEEEZRIET IR I RH D &,
CBRERDNEIIA L7 3UTER DN D BA 1T, ERe TS EICHRT D &,
HHEAHBET 25A 1L, HYEICHK T L,
9.5 5Fi3
PR TSI L CW A TTREMED & BRI IZ I G- L 2 &y B HITIMIEDHI L2 A icid, EHICRE%
HIET2Z L, RAZELT L UFT oy DZFERERANE ST v o4 T v CEWREFRREA T, MR
W~KINC G SN BE TR - FrAEREL, FAEAE, B - FrAERORDE, Bre, @r Y v AmE,
SHE OB AL, FEARBDIEIC LD EHEN S 2 U OWE, M, SEESEROTH., MOBEREREERH 5
b OWMENRH D W Fl, WA TEBSNTZT LV OFT oy VEBBREILERICRBIT S L b A2y
T A T IR T, RN T U T v v VBRI EA A R S BE IRV T, JRIRATE O
% U A7 IIBEERIDN B G SN TORWEERIC NG -2 E OWERH 5 3, [2.2, 94.1 BR]
9.6 23LI%
B LAV EREFE LY, BER (T v FORAHRAES) © 3mgke/H T, HHH~BITT D L oms
BdD, Fio, BYWER (T v FOREELHKRORALROES) O 600mg/kg/ B THIA R OIRAKRE LK CAEFFED
ETFHRRDHILTEY . 200mg/kg/ A LA ETHERSEOBIERZD I TV D,

Hif AR
8.1 Pregnancy

NN Risk Summary
KETRATSCE . . .
(2021 4 4 ) Diovan can cause fetal harm when administered to a pregnant woman. Use of drugs that act on the renin-

angiotensin system during the second and third trimesters of pregnancy reduces fetal renal function and

increases fetal and neonatal morbidity and death. Most epidemiologic studies examining fetal abnormalities
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after exposure to antihypertensive use in the first trimester have not distinguished drugs affecting the renin-
angiotensin system from other antihypertensive agents. Published reports include cases of anhydramnios and
oligohydramnios in pregnant women treated with valsartan (see Clinical Considerations).

When pregnancy is detected, consider alternative drug treatment and discontinue Diovan as soon as possible.
The estimated background risk of major birth defects and miscarriage for the indicated population is 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, 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

Oligohydramnios in pregnant women who use drugs affecting the renin-angiotensin system in the second and
third trimesters of pregnancy can result in the following: reduced fetal renal function leading to anuria and
renal failure, fetal lung hypoplasia, skeletal deformations, including skull hypoplasia, hypotension and death.
In the unusual case that there is no appropriate alternative to therapy with drugs affecting the renin-angiotensin
system for a particular patient, apprise the mother of the potential risk to the fetus.

In patients taking Diovan during pregnancy, perform serial ultrasound examinations to assess the intra-
amniotic environment. Fetal testing may be appropriate, based on the week of gestation. Patients and
physicians should be aware, however, that oligohydramnios may not appear until after the fetus has sustained
irreversible injury. If oligohydramnios is observed, consider alternative drug treatment. Closely observe
neonates with histories of in utero exposure to Diovan for hypotension, oliguria, and hyperkalemia. In
neonates with a history of in ufero exposure to Diovan, if oliguria or hypotension occurs, support blood
pressure and renal perfusion. Exchange transfusions or dialysis may be required as a means of reversing
hypotension and replacing renal function.

Data

Animal Data

No teratogenic effects were observed when valsartan was administered to pregnant mice and rats at oral doses
of up to 600 mg/kg/day (9 and 18 times the maximum recommended human dose (MRHD) on a mg/m? basis)
and to pregnant rabbits at oral doses of up to 10 mg/kg/day.

In rats, oral valsartan administered at maternally toxic doses (600 mg/kg/day) during organogenesis or late
gestation and lactation, resulted in decreased fetal and pup weight, pup survival and delayed developmental
milestones. In rabbits administered maternally toxic doses of 5 and 10 mg/kg/day, fetotoxicity was observed.
8.2 Lactation

Risk Summary

There is no information regarding the presence of Diovan in human milk, the effects on the breastfed infant,
or the effects on milk production. Diovan is present in rat milk. Because of the potential for serious adverse
reactions in breastfed infants from exposure to valsartan, advise a nursing woman that breastfeeding is not
recommended during treatment with Diovan.

Data

Valsartan was detected in the milk of lactating rats 15 minutes after oral administration of a 3 mg/kg dose.

!

A —A KZ U T O43%E (An Australian categorisation of risk of drug use in pregnancy) D (2023 47 H)*

* Prescribing medicines in pregnancy database (Content updated: Thursday, 20 July 2023) £ 9

B OB

F—A N Z U7 D45348 . (An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence of human fetal

malformations or irreversible damage. These drugs may also have adverse pharmacological effects. Accompanying texts should

be consulted for further details.
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8.4 Pediatric Use

The antihypertensive effects of Diovan have been evaluated in 5 clinical studies in pediatric patients from 1-
16 years of age [see Clinical Studies (14.1)]. The pharmacokinetics of Diovan have been evaluated in pediatric
patients 1 to 16 years of age [see Clinical Pharmacology (12.3)]. The adverse experience profile of Diovan
was similar to that described for adults [see Adverse Reactions (6.1)].

SKE TRAT SCE In children and adolescents with hypertension where underlying renal abnormalities may be more common,
(2021 %4 H) renal function and serum potassium should be closely monitored as clinically indicated.

Use of Diovan is not recommended in children less than 1 year of age. [see Nonclinical Toxicology (13.2)].
It is not known whether post-natal use of valsartan, before maturation of renal function is complete, has a
long-term deleterious effect on the kidney.

No data are available in pediatric patients either undergoing dialysis or with a glomerular filtration rate less
than 30 mL/min/1.73 m?.
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