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16.1.1 EEOgS
R AR F VLY /e Fazoad 7Y FEAH & BERD
G Lze & HRPITIRES L, NV VEy YR FesuuF 7
TR, FRENKG BRSO SR TR e R L, g
W E N Z N6 DR TdH - 7217,

EERAB IV LY /e FaraoaF 7Y FEAH % B r#s L
P EONVLVE YR FarzaaTd 7Y FOEYEIE ST 2 — 5

VAHS0/6.25mg (n=50) VAHS0/12.5mg (n=52)
RIENT A= | gy |EFBI7EET) gy, |EFB7BEF
7Y R 7Y R
Crmax (ng/mL) 3,483% 1,660 17+38 35821181 | 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)
AUChw(ng-h/mL) |21,745+10,617|  325+56 | 21,4986,793 | 638+106
t2(h) 57%1.0 8908 63533 8.650.7

VAH: NUH vy v ee Farzoad 7y FOREH.

Cmax. AUCounr tvz: FIMHE + B8EMRZE, Tmax @ P JUE G/~ k)

16.1.2 EMFNREIFMEER

NILeTF « ABEEFEMDI U T 1 1)
IV T AEAFEMDI T A L a7 4 FELASEMD & R T
FNENIFE NV IV S »80mg, ¥ Fu s a7 Y F6.25mg) 22k
HAREOFS- (79 A+ — =) L, 2NV H Vg o RF e Farzoo s
7Y FOMEBERREE A HE Lz, 356 N3 HiE/ 3T 2 — & (AUC,
Cmax) 122> T90% 18 X [H 7 12 TREFHIIT % 4T - 724G . 1og(0.80)
~log(1.25) DFPFHHNTH Y . WiHI D LW R ZENEA TR S 72,

FRF 1 Gei% G O S BN RE ST X — &

Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
NS T4 TR . +
PNy 27411240 | 2.9£1.0 | 6.4=1.5 | 17435+8181
v - s
y |BTAARER seiyi193 | 2.9£0.9 | 6.4+1.3 | 182107538
)
LT INLve 7 R
E;MEMDWU“ 51.93+11.11 | 1.9+0.8 | 8.4+1.5 | 313.95=54.79
7K — Ny
oo |TTOAREE 59101013 | 21206 | 8.321.4 | 323.9759.96
o |MD
(Mean+SD.)
4200} —e— JULEF A FEAFEMD [T 1 ]
se-oens 7 FELEHEMD
Jiiig L
A 3500 Mean=SD. (n=27)
" 2800t
v
b i
7 2100
y ; :
> 1400} ;
it P -
% 200f i = %
(ng/mL) 0 L - -
]1 23456 8 12 24
0515 P50 (hr)
;m 60 —e— )NV T FEAFEMD Y7 A ]
§ ol “e-o--s O FLEEEMD
v o Mean=SD. (n=19)
s
=B (0] S/ N
Vi £
ju 1 B
o 30t h
.a‘—
720 :
f -
o 101 i
(ng/mL) 0.‘*... L . . ;
]112 3456 8 12 24
0515 P 5.1% DM (hr)

NIVe T« ZEEGEREX[T T 1D
NV T 4 FRASFEX YT A & a7 1 FERASFEX & BFER AR 712
FNZENIFECONVF )L »80mg. b Fazaas 7Y F12.5mg) 225k
HAECPG-(7 0 A+ — =) L, 2NV vy YRt Faosoa s
7Y ROMAEFEREZE L7z, 135 N7-3EEhEE/ 85 2 — % (AUC,
Cmax) 122> T90% 18 HH X [H 12 TREFHIBAT % 47 - 7248 . 10g(0.80)
~log(1.25) DHFFHNTDH V) . WHI DLW AR TR SN2,

HRR S G RO BRE T X — ¥

Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
NNV e T4 4R
Y [asExT o 1] 3248+ 915 | 2.9+1.0 | 6.4=1.6 | 20432=5823
)l/ = il O b
5 o ABEHE 50501117 | 2.821.0 | 6.1%0.9 | 19128+6180
v
ET I q A
S? ABEX[ 4 4| |100-0829.37 | 1.850.7 | 8.6+1.0 |571.25%105.87
7N = N et
u FZXTMWE“& 97.68=19.60 | 1.7=0.5 | 8.3=0.8 |572.25= 92.96
(Mean+SD.)
4200} —e— )V F A FEAHEEX [T 1 ]
o 7 ARAHEX
Mean+SD. (n=18)
% 00 bf S
(ng/mL) : o=
[112 3456 8 12 24
0515 P55 O (hr)
gu 1251 —e— )L TS ARAFEX 7 A ]
* -o-- IF A HRLASEEX
v 100F Mean=S.D. (n=18)
=
o
y  T5F Eii
ju g . i
o i
9‘ 50' H
A 2
; R
&5t ha
b3 -
Jig :
(ng/mL)OT....... \ \ ;
112 3456 8 12 24
0515 P54 OWsH (hr)

MR 7 5 ONZAUC, Cmax50/3 5 X — 4 13, WERE ofER, K
ORI - B ORBREMFIC L > TRZ BT REELT S 5,

16.2 ORI

16.2.1 BEDEE
EER AT TNV VY /e FuzaaF 7Y FEA#IS0/12.5mg
mHEEORG Ls e & BEEE SR TREBRE G- TV L S
¥ OCmax X NAUCIFZNZNR2% K V3T T L, & FarzouF7
Y FOCmax M NAUCIE Z 2 136% K U229 F L 721,

16.3 £
SNV VE VRO FazaaF 7 Y RoMEEAFBERIZEFELENR
93~96%" }% U°658%' T » 72 JEAD T — % ) o

16.4 {34
TEHERLN B T 1ZMC/ VAV & 2 80mg % 22 5 I HL [ 1145 5- QI T 72 0
MAEFIZE, E& L TREMEDSFIE L, TOMICRHY L L T4t
R om0 5N, in vitroDHERIZBWTEE L TCYP2CID
B5ATRIEE N TV B JLEADT— %),
v FozouoF7 Y RidiFeASREEs0 . KEgrRE/LEo
FEIM SN GHEADT—5),

16.5 HEt
EHER AT T2V )V 5 2 80mghk e Fao sz oaF7 Y F12.5mg%
BERHLRIF G- L7z & &, B G-1%240 M £ T2 225 85012.0% K%
O74 A% HRZAUR L U TRAPICHREIES 17220, [9.3. 15 ]

16.7 EYMEEIER
REHER AT T2V )L & 2 80mghk Utk Fa s oo F 7Y 12 5mg#
BERBEHRE Lz EDON VLS R FazaaF 7Y RO
BRI R HANE G L Ed e, NV vy v ke FasaaF 7
Y N ORI BRI EAEIERO S kb o 722,

17. BRPRANE

17.1 BERULLEICET 5558

17.1.1 EASE MBS
BRAE A & FPEERE O AR REVE B U AE % AT RSN CTHM L 72 “HE ML
A (ERRAE) I2BWT, NV Ly /e Farzans 7Y PR
AFNO1H LIEISHE B IS 12 B 5 A AE R GREFHE T HE o J15E 1 1
JEA390mmHg A i 12 AR T g N — 2 F 1 >~ & il L CT10mmHgPh 1%
T)DEEE, NV vy y/e FasonF T Y FEA#IS0/6.25mg
T70.3%. 80/12.5mgT83.3%Td V. /NI )L & »80mgH % 5
(54.4%) & g L. BENZBEER SRR Hi7z,



HNFER O E A K OF B T B B0 A WGE . SE5E I o
NR=AFTA Y POLOEARIIREOLBY) TH L,
HRER OHIE PR T IRE L 3305 2 U 1 U /R )
MEDN—AF A b DOELED

VAH80/12.5mg 83.3%(55/66) -21.95/-13.44mmHg
VAH80/6.25mg 70.3%(45/64) -17.95/-13.50mmHg
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
77K 34.8%(23/66) -5.04/ -5.56mmHg

) H A BT E 7D TR 72 i I

VAH : NV vg v Fazuud7 Y FORAH. Vi 2Ny vy s H: e F

oryuaFyI R
EIME B X, Ny vy /e varsaoasd 7Y FERAH
80/12.5mg CT50.0% (33/66%1) L OV % v /e FuzaaF 7Y R
Bt 4 #180/6 . 25mgC46.9% (30/64%)) Tdy - 720 EREMER X, /YL
Vg v/e fuzuuF 7Y FRE#IS0/12.5mg TlE SR EEIE 12.1%
(8/66%1) K UL IRERYE I 10.6% (7/6661) . /N5 v /e ko s
OF7 Y FEAEH#IS0/6.25mg T I JREEHIN 15.6% (10/64450) i U
FRERIMIE 9.4% (6/64%51) T - 722V,

18. EZHEIE

18.1 {ERt&R
KRHENZ, SV Ly R FarzoaF 7Y FOREHITH L, N
VI ik, Ty Ty N ZEEOY T YA T THLATIR
BRICHE L, AERLELTERTAT7 v V47 v v Y TICH L CH
MIArZ LItk THREMNREZDODT, e FurzouF7 Y FidF
7T FRARA T, E & L CTRAMRME CTONal 07K O TR % #i]
L. R Z BN S22 2 L2 X D IERINERE oML 27 &R LK
EREEEEST L, e ForzoaF7 Y FoF ) o AFRERIC L
DLy - TrIF Ty yRMPEEILE N, NIV Y OBRTER)
EPRHREND LEZ LN TWRL,

18.2 BEIE(ER
EMUEARREIET v MZBW TNV LY v e FazaoaF 7o R
FOEREG Lz L & ZNENOHMEE G5 L CHER RO TH
WD HITP

19. B CRT HIB(LEMNR
19.1 NILBILE Y
—W8 NV Ly (Valsartan)
{E24 : (25)-3-Methyl-2-(NV-{[2'~(1//-tetrazol-5-yl)biphenyl-4-yllmethyl}
pentanamido)butanoic acid
SFI - CuH2oNs03
SFE  435.52
‘el
CHs

_A__co:n
HsC (
H
N
HSC/\/Y

0
HN-N

~._/
S

M R AROBETH D, A/ —VIIET S J — ) (99.5) 12D T
BRI L RIZIFEAEBT 2V,

19.2 e ROZOOF7I R

—f%%& : v Fu s oo 7Y F(Hydrochlorothiazide)

{E%% : 6-Chloro-3,4-dihydro-2/4-1,2,4-benzothiadiazine-7-
sulfonamide 1,1-dioxide

SFI : CrHsCIN304S2

SFE  297.74

B 267C (i)

‘el

AV V&

S S
HN™ j@i NH
Cl N)
H

MR AEoRE IR REOHm KT, 1IZBWIEAR L RiZb T I
W, TR RMZETRT L TE RS MY VIZRRBEITICL
e KXFZ s 7= (9B) IO THEITICLL, YF v —
TIWIITE A EET R\ KEREF M) ZEICET 5,

%P2, ‘A%
NILeF ¢ FEEEEMDIY DA 1)

PTP : 10082 (108 x 10)

NIVeF « AEESIREXY D1 1)

PTP : 100$E (10$E % 10)

23. FEM

PR A« JE EE IR A, 2017 5 47 @ 1353-1355

BRI - HEVE B ERHm A 5ERE, 2021 5 29 1 49-54
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Vadas, P. : Am. J. Emerg. Med., 2020 ; 38 : 1299.e1-1299.e2
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12) BAFIG- R & HABE R RO Y5 RS oME (2 7 1 s
$E 1 20094E1 H21 H KRR, HIREEREEE2.7.6-1.2.2)

13) EEFRIEZAM © 39 & B3, 2016  53(10) : 854-867

14) WIS 2 EFORE (a7 ¢+ FRASE © 2009451 A 21 H K
2. HEEEEEE2.7.6-1.1.1)

15) Colussi, D. M. et al. : J. Clin. Pharmacol., 1997 : 37(3) : 214-221

16) EHMETMEEER @ 77y N~ - )~ C3REE G120 B35,
2013 ; 2504

17) Waldmeier, F. et al. : Xenobiotica, 1997 ; 27(1) : 59-71

18) Nakashima, A. et al. : Xenobiotica, 2005 ; 35(6) : 589-602

19) Beermann, B. et al. : Clin. Pharmacol. Ther., 1976 ; 19(5 Ptl) : 531-
537

20) NV v Fazuaud 7Y ROy A EEHOBE (2

74 A SE 1 200941 H21 HAKRE, WIRE &R %2.7.6-3.1.1)

) N IR - 38 & FbK, 2009 5 58(4) : 583-596

) S NSUE HARSE R TR, BN TE, 2021 ¢ C-4116-4122
23) 5T NBUE HASE R )7 i3k, BIEE, 2021 ; C-4338-4343
) B % TR BB (T 7 A ELASE © 20094E1 21 HAKRE. HIGSE

FHEZE2.6.2-6.1)

25) WIMEHRFHIET v & Wz vy v e fayoasd 7y

RO 512 & 2 BRI (T 7 1 A A - 200941 H 21 H A&
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