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IN)LY LA 2 8E 160mg TBMD |
VALSARTAN TABLETS

I

&

BRIl (F 4N ba—TF 4Tk

d

®/OH 0BG R S| AHEERN ERE-EMEOLGTEICLVENTD L)

2PV H L BE 20mg [BMDY : 1 EEFH/SVHLE Y 20mg
2PV H L BE 40mg [BMDJ : 1 EEFH/S/VHLE Y 40mg
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HEER

W MEFENE (J55E) MEFENZ (HAGE
ACE Angiotensin converting enzyme T UK T Y RS
ALP Alkaline phosphatase TNAVRAT 7 5 —F
ALT Alanine aminotransferase TI=VT I RNT AT 2T —E
AST Aspartate aminotransferase TANRNGX BT I ) N T AT 2T —E8
ATy Angiotensin II type 1 receptor TV TV NSRBI AT
AUC Area under the plasma concentration-time curve A o g — B R b R T Al
AUCo24 | Area under the plasma concentration-time curve from 0 to 24 | Il H i BE — WA AR N i (0~24 WFRE)
BUN Blood urea nitrogen M RFREESR
CK Creatine kinase JLT7F=rxS—E8
Crnax Maximum observed drug concentration in blood B e i R R
CYP Cytochrome P450 F + 7 m—AP450
DOCA Deoxycorticosterone acetate e A%y a)LFaxsTa
eGFR Estimated glomerular filtration rate HERRER AR R 7
GFR Glomerular filtration rate SRERAIE I
LDH Lactate dehydrogenase FLIE MK FKEEFR
NSAIDs | Non-steroidal anti-inflammatory drugs FEAT v A RIS
SHR Spontaneously hypertensive rat HARFIESMLE T » b
SHR-SP | Stroke-prone spontaneously hypertensive rat Jibd 25 H By FE I I B SRFEIE i L T > b
Tir Apparent half life on terminal phase EEE S
TEN Toxic epidermal necrolysis FRER IR B ST R
Tmax Time to maximum observed drug concentration in blood o e I H g R R
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1. RAROER
SV BT, BRI AT ZERT 2 v I—TH Y, 2000 FEIC EHENTN5D, 7P LZ U8 20mg [BMDJ, /3
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WA E AR SN BRERSTH S, (VI 1. (2) HEREMRBR CHGE SN i OESMR)
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1. 554
(1) F4
LB L2 B 20mg TBMD |
2PV E L BE 40mg TBMD
2L P VB U BE 80mg TBMD |
2P E L BE 160mg [BMD )
(2)*%
VALSARTAN TABLETS
() BFFDHkK
FEEFRAFE 0922001 5 CERL 17429 H 22 A) 1I25<,

2. —f&&

MH& (@K
2L (JAN)

(2) ¥/ (MBiK)
Valsartan (JAN)
valsartan (INN)

Q) RT L
angiotensin II receptor antagonists, antihypertensive (non-peptidic) (7 > ¥4 7 v v v NI Z B EIEHHEK, BER GEXT7F
K)) : -sartan

3. BEARITTER

CHs

CO:H
HsC
H

N
HC W

Q
HNN
\N/
4. FFARVHFE

733 0 C24H2N503
T 43552

5. {£¥4 (@M4kK) XTFE
(29)-3-Methyl-2-(N-{[2'-(1 H-tetrazol-5-yl)biphenyl-4-ylJmethyl} pentanamido)butanoic acid (IUPAC)
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BRI L
DEbm (R, HR. HER
BRI L
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M ERR L
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1. #lfg
(1) Ffz DX R

BER| (7 4 NV —F ¢ T EE)

(2) ®HIDHVER R UMK
s 4 ISV B B PNV VB B ISV B VAV S
ol 20mg [BMD| 40mg BMD) 80mg [BMD) 160mg [BMD
[i=8 £ Ef 155
(mm) 61 7 8.6 7% : 68
v s 2.4 3.4 4.4 5.6
(mm)
B " 61.5 1213 240.0 475.9
(mg)
#* i}
- i
W = =
< Eli o3y Bt =E=) B
e s -
W o | WAV T n | mEAYT s | mEA T s | IR
a7 4 T a—=7 4 T 2T 4 T N
) FAa—F
W 4 2L Y LB U BE AV I INIVY L H L BE VAV I g
- 20mg BMD] 40mg BMD| 80mg [BMD) 160mg BMD|
Mol — K
(PTP) BMD53 BMD54 BMDS55 BMD56
4) K&l OME
BRI L
(%) ZDh

L

2. RHF DR

M AES CEERS) DEERTFMA

I 58 4 2NV LA U EE 20mg TBMD | 7LV B U EE 40mg TBMD |

A % Loy LEEF L L% 20mg 18E S L2 > 40mg
BHEEOK T A8, IREREE Fex 7ot | RERKS AR, KEHRELE Fad 7ot
a—A fEmELa—2 ALY ATTUY | be—R fEEELE—R ZLT . ATT Y

W e~ 72U A, EFRAR—R wrud—)L | Bl XxT UL EFuAn—RA v/ ud—)L
6000, (LT &>, #hto = "E(bEL. B ooN | 6000, ERILT & HFomn
=8

W 7 4 2L B BE 80mg [BMD | 2PV S BE 160mg [BMD |

A %h B 4y 1Egdh s 80mg 1 g N Z Y 160mg

o WEMK Ay e, [KBHREL Fe 7ol lo—R fEaELia—R, XLy AFT7 Y Uk

o 2 TR A b FBAT—A w70 a—)L 6000, FRbFE L. HAFIAm
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BERSAR

OF -5
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3. ANBRROERRUVEE
%4 L7

4. it
BN

5. BAT HARIED B 55MM
AR L

6. HANEEEUTIZHETIREM
INLY LS 8 20mg TBMD Y

HEr PRI PRAFHARE PRIFIEHE TR R
TN BR 40°C. 75%RH 6 » A PTP @3 (PTP v — bk + B —@dE +#5) BN
WEEE MRk, meRRilBr, RAIB— (& —MERER) . IR, EElE
INILHILE V8t 40mg TBMDI?
HBr PRAFE PRAFHI RAFTERE ARG R
—_— . . PTP 4 (PTP v — b+ &' — a0 + {U4)
TR ER 40°C, 75%RH 67 H T (5 %+ﬁ%) AN

AEIEE - PRI, FERBRER, Bk (BES VB | WM, EEE

INLY LS 8 80mg TBMD Y

G DRAFZRAT: PRAT I ] TRAFIETE ARG SR

PTP @3 (PTP v — b+ ' — 45 +#558) L

TS 40°C, 75%RH 6 en
BB g » A A7ﬁ (584 25+ )

METEH - MR, MeRalr, WA —M (B E—MRR) . W, Bk
INILY LS 8 160mg TBMD®

bR PRAF SR PRAT IR RAFIERE SRR R
TR 40°C. 75%RH 6 % A PTP A3 (PTP o — b+ & o —adE 4+ #%5) JHEEN

BAEEE : PER, HERRBR. A —E (GRS —VERER) . WRIE, R
THENEAR ). TEEREE TORTEE] ICoWTIE TX. BHOEHEICETAEA | 0ESMR
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9. BHHH
BHEHORSEH
INLYILE 8 20mg TBMD D
ZVY L U BE 20mg [BMD] & UL L & B 40mg TBMD) (EUERLAD & oAWrRISM 2 e+ 5720,
(& &N D0 EMA QLY FHFRZEERRT A KT 4 ) CEAL2442 A 29 A SEARAER 0229 55 10 &)
IZHEV, A KHEIC L 0 ALGERE L= RBR A (OS2 282 20mg [BMD)) & EEAERIA] (S H)L 4 U BE 40mg
[BMDJ) OFEIZEEORSMELZHE L, TORME., £ TOWRHRBREEICBW T, REBRIA O R8RS
OHEEYE CEBEEHER, 2 OEHER) ICEE Lz, BRI & R ress] oy HIZE8) TR &OoHE Shvys,

HEBREH
A R RVE
ABRIR D 900mL
ERIE OIRE 37+0.5°C
BRI pH1.2 ¥HEEREE 19k (50, 100), pH3.0 #&7- Mcllvaine DFEMEHK (50) .
([El#5%% (rpm)) pH6.8 AHERERTE 2k (50). & (50)

E¥ARHE
rrns. | EHEEC | CHIERES SRR (%) e n
v ¥ v "
R (epm) G| e | AsmAl | e i
e A 1] N IND ZZIA %L NS
10 183 30.1 08 Ef%??;i()ﬂuw& ¥ 85% LA iR
=
pHL.2 50 I S U7 BRI R I o\ T hm ey | E A
45 83.2 84.5 L3 | BIOFHRE RN 85%LL L% L
&, AEEREI O T RN 40% K
10 412 425 +1.3 O 85%FFIT DI X 72 2 FEAUZ B
pH30 50 T\ ?ﬁ%ﬁ@ﬁu@qzi@{gﬂjgiﬁ)ﬁ%@% ﬁ/ﬁ\
45 26.6 875 +0.9 F O VAV H R E10% O FPHIZ H 5

M, XL R2 BRI 50 UL ETH D,
FEAERLAI A 15 53 LANIZ T 85%LA B
pH6.8 50 15 99.9 99.1 08 | T 284 Sl
FRERELAIAS 15 2 AP T 85% LA E
WHT 50, T 15 5281 538
7K 50 15 86.8 87.9 1.1 | AN O TR SRS ERA O |

AR 10%OFHICH 5,
FEHERIKI A 30 43 LANIZ Y 85%LL v
HLZRWSEE
> 345 33001 1S s & e BRI 35 Y
IO HRA 85%LL L& 75 &
pH1.2 100 & FRVERARI O SEEE DY 40% K
O 85%ATir DM 70 2 WFRIZIB
30 336 84,5 +0.9 | T PRBRELHI O R R HERY
KO SEIV 2 = 10% ORI H 5
. XL R2 B OMIX 50 UL ETH D,
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-
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B2 D E

AR A
g | EHRER | CHIERER ey |
K BR VR 2 H|EFH ]
Bk (tpm) ) TR (%) @;@(ﬁmj (%) HIE F HIE
I/ M~ d5e KA
pH1.2 50 45 84.5 82.7~86.5 PRUERGFI O PR DY 85% | i 4y
PLEICET D & & R
pH3.0 50 45 87.5 82.9~90.3 SIS B T 2 RBRIEAI O~ | HE
DEEHFIZONT, RBREA |
pH6.8 50 15 99.1 97.2~101.3 DAV L+ 15% DR % bl
K 50 15 87.9 85.0~89.7 RO 128H LT | s
T, E25%0#iEE B 5
pHI.2 100 30 84.5 79.0~87.2 DR, HWE
pH1.2 (50rpm) pH3.0 (50rpm)
(%) (%)
100 100
80 B 80 L
&g | B |
% ommen O RBREH
40 . REESF 40 R EERF]
20 +:#§$§ﬁﬂ®$ﬁi§&$iw% 20 +:#§.—‘ei§§¥ﬁ|]0)¥i’>]i§ﬁj$110%
0 : : : : : : 0 : : : : :
0 20 40 60 80 100 120 (%) 0 20 40 60 80 100 120 (%)
U 7E B R 72 B
pH6.8 (50rpm) 7K (50rpm)
(%)
(%) 100
100 r (e (Mo LI e
............................................................................. 80
" 80 2
60 | i 60
®, | ® 40 ¢ .
U RERRH TR EREA
20 W SR 20 R
0 : 0 ' E— '
0 5 10 15 (4) 0 5 10 15 20 25 30 35 40 45
I 52 B RS B 7 B
pH1.2 (100rpm)
(%)
100
80
Beo |
% OSBRI
40 T ] -
20 +:¢:—2%§2§uw$tﬁf§&$iw%
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BHEEOELE
INILY LS 8 40mg TBMD®
T4 AN 40mg (EHERLIK]) & OBEHEEZ T 2720, [HBERLOEMZORSEHERBT A R7 4 112
o TR AT o iR, £ TOBEHRBRSEMICE O THEEEIZEAS LTl v, MR OEHZEEI3ER L
TWD EHESNT,

AEREH
4E1E PR RVE
BRI D & 900mL
RERIE DOIRE 37+0.5C
B IK pH1.2 ¥HERER 1% (50, 100), pH3.0 7# 7= Mcllvaine DOFEMEHR (50) .
(% (rpm) ) pH6.8 AEHEEREE 2% (50). K (50)

THEHE
e | EIEEEC | CHIERES FEEHE (%) et »
RS ) e H
AR (epm) O | e | s | e IR e
FEHERLAI AN 30 43 AT Y 85%LL I
15 428 50.7 19 [ rep s .
pH1.2 50 U X7 BRI 5\ O ey | A
90 86.5 941 | +7.6 | FIOTHIEIES 85%L LD L
& EYERLR O EHEHER 40% K
10 41.9 41.2 0.7 O B5% AT DY 72 2 Rz
om0 | 50 T BRBRIA O T RS EEER |
NZ AT R B3 ) Prvan kgl
45 831 86.6 115 KD LR R+ 15% DO FPHICH B

M, I RBEKOEIT2 LU ETH D,

FRYERLAIAN 15 43 LT ) 85% LA B
pH6.8 50 15 100.2 99.9 03 |HT 254 i
ABRIUAZS 15 43 ANIZ 4 85%LL |

o>

WHT 50, T 15 S BIT 535
7K 50 15 87.0 86.8 0.2 BUHN D PR HH E SRR HE R O 2 | 55
AR 15%OEFHIZH 5.

o>

FEAERLF 23 30 43 LANIZ %) 85%LA -3
HLAaWGE

10 41.8 338 | FI20 | g o 7= BRBRINE R I 5\ R e
FI DR RIS 85% LA L& 725 &
pH1.2 100 x| EEREF OV A 40% K
O 85%fTIT D M 72 2 KRz
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10. #& - 8%

(NEBHNDERES - AE. NENRRLES - 2RICHT S1FR

A4

(2) B
NIV LR D 8E 20mg TBMD )
140 #& [14 $& (PTP) X10]
(NLH LA D 8E 40mg TBMD )
140 #& [14 $£ (PTP) X10]
700 & [14 & (PTP) X 50]
500 88 DR, 2371
NIV D gE 80mg TBMD )
100 #& [10 §& (PTP) X10]
140 $& [14 & (PTP) X 10]
500 & [10 £ (PTP) X 50]
700 $E [14 £ (PTP) X 50]
500 && [ff. 7]
NJLH LA 8 160mg TBMD )
100 &£ [10 &£ (PTP) X10]
140 g€ [14 &8 (PTP) X 10]

Q) FlHEEE
Y L2

B RFEOME

2NV L H U BE 20mg TBMD |

PTP: RV E =L T 4L A, TIAI =7 LH
te—@gi: 7AI=gh - KU T IR— M7 4L A

2SNV P LB U BE 40mg TBMD |

PTP : KUkt =T )L A, TIAI = LE
te—giE TAI=v A - KU T IR— M7 LA
NT AT ARURE, ERRE

2L A BE 80mg TBMD |

PTP : RV k=17 s )V L, T =L
Eo—adE: TAI = AR TIRK— R T VA
INT T AR, &R

23V LA o BE 160mg TBMD |

PTP: AU b E= LT 4L A, TAI =7 A6
vr—adE TAI=TgL AR T IR — KT 4V A
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V. JBEICBET HIEH

1. FREXRITHNR
e A

2. MEERIEHRICEET HFE
BRE SN TWHARN

3. RZRUAE
(D RZERUVAEDARESR

BHE. RAIZ VYL Z L LT 40~80mg 2 1 H 1 FRROH S35, 2B, E, ERIZEC CREERT 223, 1

H 160mg £ CHHETX 5,

WH. 6Ll BRI, NP LE b LT, RE 35kg R OHA. 20mg &, {AHE 35kg UL EDEA . 40mg % 1 H

1 EROEET 5, ol Fhn, KRE, BRIV EEHEET 5, 2720,
40mg 9%,

(2) BERUVRAEDHRERERE - 1B
MBI L

4. RERURAEICEET HEE

1 BREHEIL, (KE 35kg REO%HE,

1T RERUVAZICEET 58

EPIZEBWTIE/NNEICH LT, 1 B 80mg 28 2 2 BRI 720,

5. ERERRUR
MEBRRT—2 /1w 7r—2
FH LR
(2) ER PR ZEIREABR
HER R L
Q) RERICRRAR
HEAR L
(4) HRFERIEAER
1) AR ER
FE| N B RN (55 T AH e OV TIAH)

s TR (BRER)
= PHERRE] 2&T PHIEARRE] ZFR<
B 74.1% 79.7%
He = 9)
A REME I (366/494) (366/459)
B 82.8% 82.8%
FiX [ 2 2o B 3 10)
B IR A D e EE (24/29) (24/29)
77.4% 85.7%
e 1D
FEE 8 IS (24/31) (24/28)
St 74.7% 80.2%
(= (414/554) (414/516)

s, AEMEEMEE (BAE~TSE) B8 285 e L “HERILEGER T,

w5,

INVHILE U EEDF AMERRD B




AREVERMEAE (BAE~2AE) BEIZ, 1 B 1[0 40~160mg % 12~36 R N5 LB, LR v 7THREICA B2
A ZRD T, RMMEEZ D SERE LBEERZ R L 12,

ARerEm MR (BAE~PSE) BFEIC, 1 A 1[[40~160mg % 12 BRI O&E LB, miBEE - EREcaEER
E#ZRDT, BUREENRER LY,
2) REMEHER

BERIEEEY S

ARt EE (BRE~PEE) BEIC, 1 A 18 20~160mg % 52 @R 035 LS, ~LH L2 g Bk,
FIRBEEZRGEAPE R O Ca FHIEHMREONTNICEB W T O TEM AR 5 2 L < LFE LI-BEEM S HEE:
Ehi- ',

ey TR (FRE=R)

- DEIERAE) &ate | THERRE] &K<
NPT 64.3% 78.9%
AR (45/70) (45/57)

. 66.7% 66.7%

Ca *gﬁ?‘?&{ﬁ’ﬂq (8/12) (8/12)

2a 67.3% 76.9%

m (70/104) (70/91)

BITEHR BB 1T, BOMPRIE T 20.0% (14/70 §) . FIPRFEEIEOEAMRIE T 18.2% (4/22 #i)) KO Ca HEHi3EOFHHRIE T
25.0% (3/12 ) Thote, FARBIERIL, BEMEE CEER O LDH EABAWTILS 43% (3/70 6i) . FIRKEEZENF
FPRIECHHERK, K, %, AST E5 ALT ERROWREE LRSS 45% (1/22 6i) . Ca fE5HUSEOF HFRIE T,
WRMER,. ALT E5-. BUN k& MiE7 L7 F = ERERORE EFEDNTRE 83% (1/126]) THolz ¥,

(0) B#E - REEAHIFER

LB L

(6) B RHIfE A

D EARRAE (—RERREAE. BEERRERE. ERARELERAE), RERTET —IXA—IHAE. RER
FSERERKABRDOAE
EER R L

DEBEHLELTEEFEONBTRIEEM LI-FHE - HEBROBE
A L2

(1) £ Dt
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VI. EEB(CEET SHIER

1. EESNCEEH S LEMXITLEMEF
TUVFTF U IS RIEERIE (YL BB Y T A, HTFHALEY YRR FA, FAIVALEL . A
JILE L AR I, ANV E L TN LA L)
HE : BEDO® 2LEWOREE - DIRFIT, REOBRMNIEELZHT L2 L,

2. EB{ER
(1) YEFABRAL - YEFRHERF
PNUHPNE NLIT P T o MR REDOY T EZA T ThH D AT ZRBSERNCHES L. FIERE LTERT ST
VIFT Y IICHR L CEFR LAV TEBSICER T2 Z &L ncE TV D,
1) SAYAZ 3Ty P RBIRFEHIZEW T, AT BRI T 27 O T7 o IO EBENICET 5,
Flo, ATV ZRRLAOZRIRICHT LTIR L A EBRMMEZ RS20 19,
2) PSAH A AT FRRHHKREARY > TERIZEBNT, AT RLF Yy r = RO Y U AT K DI
R LTI IEER 2R &P, 7oA T v v NI & B UHE 2 8 B0 % 19,
3) NP AF TR OEEIC LY FHRET © MBI A RBARIME ) AT RLF U A Xk B FEREOMm
FERAZ RS, 7o o047 0 v I XK B RERIG A B RCmE 5 9,
4) SN E ALY VR ERRIBHIIICIB T ST VAT o v IS ATV R AT u v DFEA A EISIETS 19,
5) NPV E T MREX EEHIIEO ACEIGIELE 75 OF = U RIS B E RIT S0 19,
(2) B EEf T DHBRE
1) BEEER
O SnP 2 TEn&EGic Ly, BEESEZ v b, BABESINET v & (SHR), F b)) v afB~—F& > b
DHLE % FEKAFENIC TS E 523, DOCA/salt @S ME S » b oM IZEEL KIE S 720 16,
@V H N Z ik (40H) BAOBGHICKRELTH, BHERLET v b, BRBESMETZ v M (SHR) 128\ T,
Uy RERERE RN 10,
@ Z T EMER (44 8) BAFKGIZLY . MERSRENEARBESMEZ » & (SHR-SP) D IfLE % £t
FIC TS E L0, DIMBROELEEZTRI R, Fio, Bk (48 ) RO&EICXY ., KREWRILE O IEE 2 #if
j—é 16)D
2) MAFENHEN: QN Ol BT 1EH
O Z RN EGICL Y, BRBESMET » b (SHR) OlEGFMRELZ B &5 2 &2 <, BiEsx
AR5 17,
@V Va2 A TER: (4#) ROREICL Y BMELAEETT LT v hODIEKRE, EHER (48#H) ROo&kEiIck
0 e B R IENE B ARRIE R IMTEZ » & (SHR-SP) D.LERZ4MI95 17,
3) PHEEREIC MIE TR
PV A TR O HIC L0 BEAHRET v b (6 ) KOMMZET BIREN B ARFIEEMES ~ b (SHR-SP)
(3238, 4038, 44 ) OFEEOE(LEZIHIT D ¥,
() YE AR TRRERE - FRiGRERE
BMER L



VI. E¥EEIcREd 5IEH

1. MPREDHR
(DARBRLEEYGOHRE
MBI L
Q) ERRABR CTHE SN -IIFRE
1) HE#EE
TEEERR A T2/ L2 > 20, 40, 80 & TF 160mg (80mgx2) # H[EIRE AL Lciis, Ee/cRI &, 1
BER ORI 5% 2~3 WEH Cle @il EEICRE L7z, F72. Cma L OV AUC 1 160mg 2 5-F TH G- B O
L THR L, RN 4~6 I T o 72 19,

B Tinax ™ Crmax AUC Tin
(h) (ng/mL) (ug * h/mL) (h)
20mg 2 0.860.53 52+3.1 3.7%0.8
40mg 3 1.3740.53 8.944.0 4.0+1.3
80mg 3 2.83+0.92 18.0+5.8 3.9+0.6
160mg 3 5.26+2.30 33.9+18.9 57+1.8

n=6, THIEFEAEFZE % PO
IREN 35kg AL 35kg LLEO/NEEE (7 205 14 BoOEMELE, BEBEE. b L<Idxr 7 o —BERFOR
#H) I2ZNEh 20mg T 40mg DSV )L L B BRI E LTz & & D Cox KOVAUC IZLLTO LB Y TH o722,

e ™ Crnax AUC
(kg) (ug/mL) (ug * h/mL)
20mg 20.2~31.3 2.45+0.86 12.0+3.9
40mg 38.8~61.5 2.11+0.84 11.3%6.1
n=6, PHEEERZE K #E G/ ME~RKE)
2) RS

TEREREA 5 723 P L2 2 160mg (80mgX2) % 1 H 1[7 AMKERAOEL Lz & miETh oORE(LIERED
BGEEICE D ERITRO ot Fo, HIRIKOES 7 A HOEYEE ST A —XXFIEFAETH Y, EHE
PEIRBO LN o 7 2,

3) R R SRR
2V L BE 20mg TBMD 22
AV BE 20mg TBMD 1, TE &ML 2% N ERRA O LY FHIREWERBR T A F7 14 (Ek24 %2 A
29 H FRAHWATE 02294 10 B) ) ITHS X, LY L7 U8 40mg [BMD) A HEHERIF| L L7z & & | imHIZEBI 0[RS
PREEREICHEA Liciod, AMPNICRSG L S asind, ([IV. 9. B ©OEBR)

ZVY L L BE 40mg TBMD |23
PSPPI E UBE A0mg [BMD) &7 4 AN 40mg &, 7 B AF—"—KIZ L0 ENEN LB O hvg ol LT
40mg) ZHERER AT FICHE PR ARG L CiiEh S 2 CREAZRE L. 5O NTEEMEIRE T A — X
(AUC, Cmad) 122V NT 90%(EHE X BIEIC THEEHIEANT 21T o 72 /5%, log (0.80)~log (1.25) O#HPANTH V. iHlD
W FRRIEME D R ST,

HENT A= BENT A4

@ﬁ”% AUCO-24 Cmax Tmax Tin

(ng * hr/mL) (ng/mL) (hr) (hr)
2NV LA U BE 40mg TBMD | 13406.9+3892.5 2216.14£645.61 2.8+£0.9 5.9+0.8
T 4 AR BE 40mg 12327.013627.2 2035.79+599.80 2.8+0.9 5.9+0.9

KB O B fE D
FZD 90%1 5 HE X ]

log (1.0413)~
log (1.1383)

log (1.0314)~
log (1.1497)

n=75, FHEfE AR UE(R 2



(ng/mL)

3000 e VAV F EE40mg [BMD]

2500 254 F 8V §E40mg

1fil.
4
" 2000 n=75, I+ BN
)%
#1500
WV
% 1000
{é
= 500
3

0

0 2 4 6 8 10 12 14 16 18 20 22 24

B G-t (hr)
SR EIEONE AUC, Cmax FFD/NT A —Z 1, HBRE O, R OTRIAEL « FFHS OB L - Th 72z
DAREMEN D D,

7L L2 B 80mg [BMD 2
PSP E U BE 80mg [BMD) &7 4 A3 80mg &, 7 B AF——KIZ LY ENEN LB O g L LT
80mg) AR AT FICHERBEERE OGS L TR AL 2 CREZRE L, BONTEYEE AT X —4F
(AUC. Cmax) 1Z2WT 90% S HE K A THREHIFNT 21T o 725 %, log (0.80) ~log (1.25) OHIPFEANTH Y . Al
DAY PRI EMED R STz,

HIENT A—H

@ﬁ”% AUCO-24 Cmax Tmax Tirn

(ng * hr/mL) (ng/mL) (hr) (hr)
2V A BE 80mg TBMD 20836.7 +6406.9 3437.52+1090.16 3.0+0.9 6.1+1.0
T 4 A3 BE 80mg 21058.9£6740.1 3542.954+1084.81 3.0+0.9 6.1+0.8

RHE O SEEM D
2D 90%15HE X [#]

log (0.9131)~
log (1.0725)

log (0.8689)~
log (1.0599)

EREVN S F > BEE

n=59, FHEfE £ AR e 22

(ng/mL)
5000 e SV > 5E80mg [BMD]
4000 -5 4 F /N $E80mg
n=59. Il = AR
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(A FHEEI NS AUC, Cmax FFOD/3T A — 23, HERE ORI, AR ORI - BFHS ORI K-> TRz

D ATREMED B D,



S L Z U BE 160mg TBMD ]2
2P H U BE 160mg [BMD) &7 4 A3 160mg %, 7 B A4 — R—EZ XD ENEFh 1 8E OSvthrz oL
T 160mg) ZHEFERRA S FICHe BRI N &G U CfEh S v 2 RIEZJE L, o3 mEhie o A —X#
(AUC, Cma) (22T 90%{EHH K VA TREFHIENT 21T o 7o R, log (0.80)~log (1.25) DOFPFHNTH Y, HHID
EWFRRISEME S R ST,

HEANT A=

ﬁ%ﬁ”% AUCo-24 Crnax Tmax Tin

(ng * hr/mL) (ng/mL) (hr) (hr)
2SOV Y L F o BE 160mg TBMD] | 38180.5+13906.6 6545.561+1994.98 24+1.1 6.8£1.8
T 4 A3 BE 160mg 39071.6%=11219.3 6411.81£1666.28 34+09 62+13

KB O B fE D
FZD 90%15 HE X ]

log (0.8379)~
log (1.1099)

log (0.8815)~
log (1.1581)

e AN RIS RS - =

(ng/mL)
8000 .

6000 |

4000 |

2000 ¢

0

- —e N\ LH IV ¥ V$E160mg [BMD |
74 F N $E160mg
n=17. V¥l + R 4=

He G- (hr)
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n=17, FEIE AR e 22

(A FHEEI NS AUC, Cmax FFOD/3T A — 23, HEERE ORI, AR ORI - BFHS ORI L - TRz

D ATREMED B B,

(3) gt
LB L

HEBE-HEAED
V. 7. #HAEAEH] OHEEHR

2. EYEERB/NSA—4

(1) fE#F A %
M EER L
(2) RULEE EH
MBI L
Q) HRREEH
MBI L
BHHYITIVR
B ER L
(QOF: Kt~y
BRI L
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BRI L



3. %M (REaL—L3v) @iF
(1) FEHF A i
BMER L
Q) INT A= EEHER
FMER L

4. BR
iEeE e L

5. &%

(1) Mm%k — MBS P9 R %
MERR L

(2) %k — RR A& BE T RIE 1%
MERR L

@) Eit~DFBITHE
IVII. 6. (6) 34w DHESM

) FERA~DIBITHE
MBI L

6) T DD~ DFEITHE
MBI L

(6) MBEAEEE
PNV E L DIES T & OFEEERIT 93%LL ETH D,

6. X

() RBEL R U R B
MEERR L

QRHICEEET 58F (CYPE) OHFE. F5X
TEEERR N 112 4C SV L 2 L 80mg A ZE IR HLEIRE A% 5 8 RERI % O MIEHIZIE, & U TREMIEREFEEL, 20
IR & LT 4B R URa@e b, invitro DFRBRIZEWTIEE LT CYP2CI DGRBS TINE 2 (4t
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IHARFE4
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7) tENEE LR (80mg REA)
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31) Sheps, S.G. etal. : Arch. Intern. Med. 1997 ; 157 (21):2413-2446 (PMID : 9385294)
32) PESEHIEA - BEMES:. 2017 ; 47 (10):1353-1355
33) HRERMIZD - BB EERHS AR SRS, 2021 5 29:49-54
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RT D&, BEPIERSHA LZGAIE, Ebick5z2PiEd2528,
(2) WOFEIHIZOWT, AR GHBRICEEICHRAT2 28, o, BSPLLEIISUHATLZ &,
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IR ARHET A5 A1L. HYEICHR T2 L,
9.5 1R
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8.1 Pregnancy

NN Risk Summary
KEATCE . . .
(2021 4 4 1) 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 utero 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.

F—A ~Z U T D455 (An Australian categorisation of risk of drug use in pregnancy) D (202347 H)*

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

% L PO

F—A ~Z U7 D435 : (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)].

KETRAS SCE In children and adolescents with hypertension where underlying renal abnormalities may be more common,
(2021 44 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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