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16.1 MR
16.1.1 BEERS
BERABFIONIVYILY /e RoyooF 7Y ¥ REEEH| 2 BalRk
O 5Lz EE, MRS N, NIV > RUOE koo
OF7 2 Ridk, TNTNREGHKI3 IO, SHEFE C B 4% h 2

HMBRE/N T A—F

HEINT A—5 BEINT A—4
AUCo-21 Cmax Tmax ti/2
(ng - h/mL) (ng/mL) (h) (h)
NVeT 1 ARGHEX Th=7) | 605.3+£123.9 | 98.22+30.27 | 2.39+1.03 | 7.95+1.01
I5 ¢ ABEHEEX | 602.8+111.9 | 99.45+26.60 | 2.04+0.99 | 8.64+1.01

BEEL., HEEBINIZNENK6 L O TH > /2,12
TEERABTIONIHILY /e ROz ooF 7 Y REEHIZBERE RS L&D
NVHFIVE DR O ROz oaFy 2 ROEYEIHE/NS A—5

o N VAHS80/6. 25mg (n=>50) VAH80/12. 5mg (n=52)
HEBRE/X T A—F — —— -
INVHIVE > e RoyoaF7YR|NIVEILEY > |k RoyonFy YR
Cmax (ng/mL) 3,483=*1, 660 47+8 3,582%1,181 93+23
Tmax (h) 3.0 (1.0~4.0) |1.5 (1.0~4.0) |2.8 (1.0~6.0) |1.5 (1.0~4.0)
AUCo-inr (ng * h/mL) |21, 745+10, 617 325156 21, 498+6, 793 6381106
tiz (h) 5.7£1.0 8.9£0.8 6.3+3.3 8.6x0.7

VAH : N)L8)Vy > e RorzooFy Y RORAHL

Cmax, AUCo-int. ti/2 @ M+ RS, Tmax @ FRME GE/h~HFK)

16. 1. 2 EYERI RS ER

NIVETF A ABREREX Th—71D)

NeF 1 FEEHEEX (=7 3571+ AESHEEXEZ, 7O
F—N—FEicknENFNLE ONVTILY > &L T80mgk Ut K
orooFy P RELUTI2 5mg) RS FICH &R ERO# G
LUl RE{CARBEZBIEL., HoNEYEE/INT XA—F
(AUC. Cmax) IZDWTHEHENT 21T oz, TORER. NIy
Ukt ROzZOoOFyY Y REDHIT, AUCK CmaxiZ DV T 5
Dl D 2 DI0%Z FEIX [E1751og (0. 80) ~log (1. 25) DHEIFANTH >
fro TN D WHIDEWENFE SRS Nz 1D

MBIy >

(ng/mL)
6000 -

o=t VLT 4 ARAHEX [h—1)
e a7 ARAKEX
| A+ PR, n=23

5000 +

4000 4

3000 A

REERE

2000 +

1000 +

0 4 é 1‘2 1‘6 20 24
BEHRONE ()
SEMBE ST A

HENT A—=F BENTA—F
AUCo-24 Cmax Tmax ti/2
(ng * h/mL) (ng/mL) (h) (h)
NheF 1 AREHEX [h=") | 251409444 3939+1434 | 3.09+1.04 | 5.84=+0. 87
I5 ¢ AR A HEEX | 25493+12845 | 3813+1606 | 3.17+1.23 | 6.13+0.89

T RERE(R S, n=23
M4 RPN CNIZAUC, Cmax25D/8 5 A—4 13, Wb O, A O EE K -
B2 DB R M1 & o THRIZ D IR B 5,
16. 2 WU
16.2.1 BREOXE
FERABFICNILVTILY >/ RorsooF 7 2 RE&#I80/
12. SmgZ HEfE 0% 5 U7z & &, RS 5T N TREHR G TN
NIV > OCmax x VAUCIZZNZFN325 X UBTHEF L., bRy
OO0F7 ¥ ROCmax & VAUCKEZNZ436% K D22%K F L 7z, 19
16.3 ©%
NIVHILE kO RarzooF 7 Y ROMEEAKERIITNZE
N93~96% e N58% ThH o 7= FHEADFT—%),19.10
16. 4 X3
fRFE R BTITHUC/NIL )L & > 80mg % 22 15 7 B (a1 #% 1 4% 5-8HF 1%
DIMFEFITIE, FE U TREEDTFEEL., ZOMICRH#MEL T
4-t ROFIHRNEDH 5N, in vitro DIRBRITB W TEEL T
CYP2COD B G RBENT NS FEADTF—4),10.18
tRozZooF7 Y RIZFEAERBZZTT. KEDDBRENMA
OFEFPMINDE GHEADF—5),19
16.5 HEft
BERABTFIZNILYILY >80mghk fk RosooF 7 YR
12.5mgZ ff A E ARG Lz & &, #5%24RME TIcehenids
BD12. 0% T4, A KRR & U CRAPICHEI S 72,20 [9.3.1
Z ]
16. 7 EYHEEER
fREFERABTFITNIVYILY > 80mghk Pk RoryooF 7 ¥ R
12. 5mgZ A EEHR G L2 E0)/)NVIVH)VY > RO RoyooF
7Y ROEYBRIIKHEARGHEETR NVPILY EE R
Dﬁ%D?Y?F@ﬁt%%ﬁ%?%ﬁﬁ@ﬁﬁ%@%h@#o
7z 20
16.8 FDfth
(NIVETF « FBESW Th—71)
NIVeF 1 ABEHEMD Th—7) &, NV EF ¢ FH & EEX
[h—1) ZfERERIRIE L&, ImHEFRRSE SN, 4
YIRS & AT I Nz Y

17. ERPRRE
17.1 BERVORESM(CET 558
17.1.1 ERNE DB
BAE 7 & FEE O A RENE @i EE 2 M RICENTREL 72— EHER
ek (ERERER) IcBW T, )NV Y /e RaorzooF7y
REEFI DL H1EISHE R O 512 BT 2 ENER GRE& T Ok
EHME2AIOmmHg R ITE FXIEXR—=ZX T4 > &L T
10mmHgPA EIXF) &I, NLYILY >/ RorzooF7y PR
lid £57%180/6. 25mgT70. 3%, 80/12.5mgT83.3%TH V. NIV %
> 80mgHIMIRE (54.4%) ELLb#EL. ENBREHENED SN,
B NE B D EN G B OB T IS BT 2 U BT, 538 ifLE
NR=ZXFA NS DELEIIREDEBD TH 2,

TEIfE L FRE RS, n=23
Mg RN NCAUC, Cmax5D/8T A —213, #ERHE DI, IR O BRI -
RFf15E DB ST K o TRIR D WIREMEA B 2

@erRorsoaoF7L R

(ng/mL)
120 -
—o— NV T 1 ABEEHEX [h—"7)
1004 I+ —e— : 05 ¢ TR EHEX
SEEE +H AR R ZE, n=23
80
I
3
di 60
i
E
40
20 A
00 T T T T T T
0 4 8 12 16 20 24

P55 0N (h)

HIEG DOEIE AUBRRE T IRFIC 351 2 I 1t / 9L R
BIMEDR—Z 51 > in 5 DZELRD

-21. 95/-13. 44mmHg
-17.95/-13. 50mmHg

VAH80/12. 5mg 83. 3% (55/66)
VAHS80/6. 25mg 70. 3% (45/64)

V80mg 54.4% (37/68) -12.97/ -9. 12mmHg
H12. 5mg 53.0% (35/66) -11.18/ -9. 15mmHg
H6. 25mg 32.8% (20/61) -9.64/ -7. 02mmHg
75t R 34.8% (23/66) -5.04/ -5. 56mmHg

) AT E TSI DN TRD 7= /N — e E 1

VAH : NV > & ROy ooF7 ¥ RO &H

Vi)V HILy >, H: e RozooF7y YR
BIEMREMEE R, NLYILY > /e RoyooF 7Y REAHFIS)/
12. 5mgT50. 0% (33/66%1) KUINLHII Y > /B RoryoOoFy Y
KL A #180/6. 25mgT46. 9% (30/64%1) TH o7z, EREITEMIZ.
INVHIVE /e RaozooF7 Y RELAE#180/12. 5mg Tl & R EE if
fiE 12.1% (8/66fF) fKUiinrhREEHEIN 10. 6% (7/664). /NILH)L %
/e RorooFy Y REE#K180/6. 25mg Tl if 1 REEHEAN 15. 6%
(10/64%1) K OEREEIE 9. 4% (6/64%) Td o 7z.2V



18. EELHEIB
18.1 etk
AFNZ. NIV Y RO RO/ OoO0F 7 P ROEEKITH 5.
PIIVHILE ik, ToPF T NZREOY TEAL T TH D
AT\ ZEERIZHEEL., FAERELTERTA7 o4 T2 >0
HLUTHT A EICE> THESREHSDT, E RorooF
7Y REFT7 Y RRARET, &L TEMREME TONaK UKD
BN ZMHE U, R 2N 82 2 &2k 0 @RI E O D>
ZHERILREMRZRET 2, E RoryooF 7P RoF MY
TILARRIERICED L= T OF T ORMER LI, N
WHIVE > OBRIENRPERIND EZ LN TS, 2
18.2 BEEER
BIEERREES v NCBW TNV e RoyooFy Y
REMAKRGLEEE, TNENOEMBEICHE L THRIEMED
BmAGED 5N,

19. BHESICEYT 2BFEMMT
19.1 /NILB LG >
HE CHs
HXC/K"rC02H
I

N
HxC/\/\n/

(0]

HN—N
\

N
(Y

—f&4 1 )NVHIL S > (Valsartan)

b4 (2S)-3-Methyl-2- (N - {[2" - (1 H -tetrazol-5-yl)
biphenyl-4-yl] methyl} pentanamido) butanoic acid

T3 - CoaHzoN503

& 435.52

R BEBEOMEKRTH D, AY /=) XILTY =)L (99.5) 1T

D THEFRT <, KiZIEEAEBRTRN,
19.2 EROsOAF7 R

.
e O\\S//O O\\S//O
HNT jm

cl N

H
—i%4 e RozooF 7P K (Hydrochlorothiazide)

{2244 : 6-Chloro-3, 4-dihydro-2H -1, 2, 4-benzothiadiazine-7-
sulfonamide 1, 1-dioxide

512+ C7HSCIN304S:

4T 297,74

%R BEOBEXIHEEOM AT, IKBnidk<, kidbd
MZE W, T IETRTL, T M2 MIILIZRR
WTIZ< <, AXZTH /—)b (95) THi® TEITITL <,
PIFINI—TIIIFEAERTIRN, KEEIETFT RU DA
AR IZTE T B,
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