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2.1 RRNOEGH 5 3o F 7 ¥ FRIEH L2 0FPILE
W ZIEZany ) DAV T + > 7 3 FHEE) 10
T2 WEE OO B 5 B H

2.2 RO BEH LM EN PO EH e ForzoaF7 I F
OREDPIFFTE RG] [9.2.1 B

2.3 2B AE0BE[9.2.2 B]]

24 R OF MY T L - AN T ABHLPIWA LTV SR
#ZlerurzuuF7 Y FIdMEF MY 7 AME, K20 7 400
IESOEMEIR LB IR BENDDH 5] [11.1.5 ]

2.5 T UTAEIR L T 2 W REYE D & % 1 [9.5 B ]

2.6 TUVAFL Y7 Vg 25 hoREREEE (722 L,
DOREIEHEHET > THLBMEDT Y P I —UAFLLIAR
BoEHxk<) [10.1 28]

2.7 TRAET VY VEEEEAKIY (BB B2 EE S IRIC X
B BIR) & PG b o BE[10.1 S8

3. fERL - R
3.1 #mk

e s I 7 — FECE$HELD IJ — FELE$HEHD

15 -

ATV Y LF TV
4mg

vifozuuF7Y K 6.25mg

1gerh -

AYTFHNE Y T LFEFI
8mg

vikezuousF7Y 8 6.25mg

ARG

ryEQWITFT U, BF
g¥xy7ruertkiro—2,
~Z7uaI—)L6000. =L
B ANAT—AH N YT A,
ATFTV VBT AT A,
FLBE K14

PyEBRITTFTITS Y, R
g¥y7Furkiro— 2,
<7 aIT—)L6000, Hfh =
BAbgk, PNV AT—AH LY
T A, ATT) VB TAY
AN v/ It

WA

3.2 HADOHRK

e I 7 — FECE$HELD IJ — FELE$HEHD

- HIE I T BOFREE L) TR O HKSE

/RN

@) o) —|@=) GO
3.6 8.6

Fef% (mm)

9% (mm) 5.1 5.1

JZ & (mm) #3.0 #3.0

Hht (mg) 130 130

kpa— B 293 B 294

4. HEEXIIHHR
& IMEE

5. MBEXII#HRICEET 3ER

5.1 MEZIMEMRT OBZNEND Y, KH &2 S IMLERHROH—
BPEEE LT &,

52 FHIE LT, Ay FHLyy Y LFeF limg CTRIEAR T4
BBEH YTV Y YLFREFM/eFRZOOFT IR
4mg/6.25mgD¥ 5%, A TFHILVE v YL FEF 8mg. Xik
A FHNE Y YUFEFI/e FarzuaaF T Y F4mg/6.25mg

THER TG RBEECH Y FHVy v YL dFeFr/eFuzu
TF7 Y F8mg/6.25mgD¥ G- 2 i35 2 &, [8.1 BHH]

6. AERUAE
BACIZIHLELSE( » FH vy Y LFEEF /L Furn
TF7 Y FE L T4dmg/6.25mg X ix8mg/6.25mg) = FEI 1353
%o AFNTEMETRREOLE —BPEL L TH v,

8. EELEAKEE

8.1 A#NX, #UFHIVF Y Y LFEFhdmgdh b\ id8mg b
FaozuowF7 Y F6.25mgk OREEGHRITHY), oy THNsy »
YyidtkFnvberoroaFy Y FRGORWENEHT 58
ENHDH B0, WUNAFOMHE MG T 52 Lo [5.2 ]

8.2 v krFuzruousF7 Y FIMMEAH VU 7 AMAED 5 I IR EE ME
FRBMEEDLBENDEDHLHOT, EHWICIES Y 7 2 ER O
MFERBEOE=51) ¥ FE2FERL. BIgEE T514T7H) 2 &,

8.3 b FusuuF7 Y FORMRIMBIZAMICH SbNL T LH
HHOT, BFFEIHR, BAKICTHEETL L,

8.4 BIEMEHICIEDC DTV, AbD2EBHObNLIEDVDHD
DT, BIMESE. HEYHEO MRS R % 0 B A e 2 B
CITFERESEH T L,

8.5 FMI2AMIIZHE L E W EBLEEF L v, Ty IFF vy
VI ZEEETARS o BEE MEL ORI = v-7
YIUKFT Y VRO X B EE R MET 22 3]
BEVEDS D %o

8.6 WM OREIFITLE R BH T, KB OPR % 8T 5720,
FRIFICHRG T2 2 DT L,

9. FENEREHI2EBICHATIER
9.1 AHHE - MEEEZEDH 2 8H
9.1.1 MRAIMBESHREEDH 2 BEXIABECEIREEDH 3
BE
BELERPGEHLZVEHA SN IS AEZRE, HHIZETS
Lo HUTFHNLE Y YL FEF VBT RE OB R R ERIKA
WIEONIZ X ) S ERE L B2 BTN DH 5,
9.1.2 ®Hh YUY LMEDEE
BRERLTEMRVEHB S 2 GEZRE, BT L,
AYTFHINE Yy YUFXFEFNEEA) T LAMEZHESELB
ZNDDH 5
F7o. EHEEREE, I3V M- VARROBREEICL D MiE Y
7 MMEHEL )R T WEETIE MEH Y Y MEICEET L2 L,
9.1.3 AAXIIEH. BB ICEE. FERE"OH 2HEE
ke rzouF7 Y NIZL ) RERIE,. SIRHELY kL. 9§
JE R OBALR A LD BEND D B,
9.1.4 EE L BEIREEILAE X (L BIRTE{LIED & % BE
v kazuanF7 Y FICKB2MEFRSS HbIge, Sk
MR MR % R L MRZEREL #5% T 5 BEN0H 5,
9.1.5 TH#I., EBMHODH 3 BE
vt fozuoud 7Y MK )BEBRELREZEZTBENIDH S,
9.1.6 @A) LMAE. BIFRIREEETTEED & 5 BE
vrazaaF 7Y FiEAI VY 6% FRSELBENDED 5.



9.1.7 BIEEEPDEE
tkozouF7 Y FICEDKF M) Y AMELR RS $B8E00°
HbHo Tl BELRBERETOEZE TR, AHOKGTH B A
YTFHNY Y Y LFdeFVOREELSELDEGL. WET 5
AT, ERERE R OB E OIREL T IIBIEE L 5479 T k.
AYTFHNE Y YLFEFUOEGICED . FRICHED R
WWIKTF L. Y3y, Kb, —#MEo L EREEOMIT
ERITBENDYD S, [11.1.2, 11.1.5 3]

1.8 XREMBUIBREOERE
v FazuuF7 Y FORBREERERINS,

1.9 |F MUY LMEDERE
KHNDWHTHEA Y TFHNY Y Y LFEFVOHEZVE
DB L. HET AAME,. B L OB EOIRES 1
B L5479 2 &,

AYTFHNE Y YLFEFUOEGICEY ., FRICHED R
WWIKTF L, Y3y, Kh, — 8oL EREEOMIT
BRITBENDSD L, [11.1.2 ]

.10 DFRLEAHT 2 EBE
KHNDWFTHEH Y TFHVY Yy Y LFeFLVoHREE E L
DEHIE L. BT ALAIEME. FERELCEBEEOREY 55
B L5479 2 &,

AYTFHNE Y YLFEFUOHEGICED ., FRICHED R
WWIKTF L, Y3y, Kb, —#MEo RN L E RO T
BRITBENDSD L, [11.1.2 ]

9.1.11 EZFEBIEDEEED & 5 BE

9.2 BiEEEERE

9.2.1 MEBEHPDEE
HHELEwWZ e FarzuaF 7Y FORIEIDFETE 2w,
(2.2 1]

9.2.2 AMBERLDEE
BHLAVWIE, b RuzouF7 Y FIZEREiEY HICE/LS
EEBENNDH S, [2.38H]

9.2.3 MiFEY LT FZAEH2.0mg/dLE B 2 5 EHEEBERE
HERERERT ARV EH SN A A ZRE, IS 2 &,

9.2.4 BEEDH5EE
cefprzuaF 7Y I YTV Y YL FRFVICK

B E MG O T & 2 VI B E O RBIEIC X ) BRSBTS
LBENED S,

ML 2 LT = AMER IS RBIEDE =5 ) 7
EIEML. BIEE THICAT) 2L, M2 LT = A
LOMERBEE LA OBZNDD 5.

CAVFHNLY Y YLFEFAVOREERSREIDEBL. B
T LA FIME, B CBEOIREZ + BB L AN
LIFHIZ ke AVFHLY Y YL FEFADHEGIZEY,
MCHEDS 2SR T L. Y a vy 7. Hf —#@o &y
RRFHEDK T 2RI TBENDND S, [11.1.2 ]

9.3 Fri%pEEERE
AEPOBRGEHGT AR EEEIERSTAIE, AV TY
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oy EEREWA TN DI )T G Y ADPET TS S
EAEE SN TV S, [16.1.2 K]
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12. BRRRERRICRITTHE
v rosuond 7Y FIZHREESDO 20w EBHEOMEPBIZ KT
IHLIERDH L,

14. BRALOZXE

14.1 EBHZMABEOITE
PTPEHEOHEANIPTPY — F 25 ML TR T % X 9 fRiE
F52 &, PTPY — FOEMIC L Y, TG ERAS LG R A~
FIA L, B9l 2 B2 L CHERIN 945 o 158 7 & PHE & BF
RKTHIEND D,

15. ZOMOEE

15.1 ERER{ERICE D 158

15.1.1 e FuruuF7 Y FOSEHRPARAOKBHREOERT
H512.5mgx WA Ty Yy YLFEEFN/e Fusn
0 F7 Y FREH O ENERR RIS BT, i REE 25146
BIH16651 (11%) 12D 5N T 5,

15.1.2 A CTHEIE S N72EFAIRICB W, e FarsoaF 7Y
FAERG SN BB T, JREME L O BRIIE O U A 7 A%
BINs 2 2 EAE SR TWBD Y,

16. ZEYEIEE
16.1 MFiEE
16.1.1 R{E#ERS

AR EMFERERE CIHIN A > F vy Yy Y LdeF/b
FersoaF 7Y K& L T8mg/6.25mg% 15 H [ K5 L 72
e, M SR H 7 v s oL IR M- T
e FrrzuasF7 Y MBS s, REMMKTH L0~
FHNVE Y YU FREFLITIFEAEREBEIN RV, H51HA
FUIBHEHO A 7% Vs Y RO FrrzoaF7 Y Folitd
WEOHERIITHOLBY TH S,

T THNE v M-1
(ng/mL)
200 4
180
160 -
140 |
120 , \
100 4 A e il
i 0---0 #4515HH
80
th
i 601
jr 40
20
0
10
204 .54
0- a8 ———— T T T T T
0oi23456 & 10 12 16 2
05 Pl oMM (1)
(ng/mL)
100
80
1 6o
H —e 510l
; 0---0 #5151 0
#0 <
Ji£
vFozooF7Y R
20
e A1 e e e s §
o[l 235456 & 10 12 16 24
05 P oMM ()
W B5H Cmax Tmax AUCo-2mm Tz
BEVH X
(ng/mL) (h) (ng * h/mL) (h)

IHH 131.4%47.2 4.0+1.2 1186.9+425.8 5.6+0.9

g s
PITINT Y SR 142.9463.5 3.840.7 1390446310 6.9+1.5

IHH 18.3+7.2 6.6+2.8 294.4+120.7 17.6+7.3

M 15HH  28.0%14.5 5.1%2.1 478.4+245.0 15.7+4.2

IHH 62.3+16.4 1.8+0.7 338.6%96.1 6.0%3.1

or .
FRZEEFTIR SHH  61.0+14.6 2.040.5 377.4+119.7 7.9+3.9

CPF9fE = R 72, n=8)
16.1.21MMepHh>FHILE 2 BEREE%E RV 7= Population
Pharmacokinetics (PPK) f&#f
AYTFHNVE v L F e F NG LR A T IER168
B, AR R i I S B OF v i AR R 2k 5 ML SR R IE 3060,
[ A PF 9 WS AE B 185, PR 2 R ) 550 I e AR 8451
FT22451 70 & £ S 722, 886 KF UL 1 > TV & Vi
iz FHCy M RS R, FFREREFEEE (AST. ALT). B
R (I 7 L7 F =, BUN), M7 V7 3 K O I
EOREEE S Y FHINE D7 )T 5 VA, AR M
NAFTRATE) T4 L OMEELMRE LR ITFRER
Z(ASTHE>A0 LI ALTHE>35) ICBUT B 7 ) 7T ¥ AH45%IET
THIENESN TS, [9.3 5]
16.2 RYR
RO A (126D 12Hh v F vy Y LdFeF/k Fusun
F7 Y K& L T8mg/6.25mgx ELEHET L7z Ik, A TS &
L CCmaxiZF AW A > FH vy v TldbA L, e R
runaF7 Y FTIHET L72A, AUCIKEEAAHY » » 79 v



¥ TIREILRL, v Fazuouad 7Y FTIEL7.6%DKTF T
HY. FRWICEEE 2250 TIERWEEZOLND,

16.3 10
(MClA v FH s &k ol 4%t Mg 7 VT I Y ER
WAL 720 B A A HIE, & DIC99%LETH % (n vitro) o
v horuouF 7Y Fov MESEE&SA31320.8~24.0% T
& % (in vitro) o

16.4 X5
AYTFHNVY Y VLFEFVREAINVRFINIATT—EIZX
DIEMERGEH A v s IR S S 51— ACYP2CI
W& D IEEEAH M- TAH S 5D, ARREM: &I B
WA YTFHNSY Y Y LFEeFNVEERS L EOM-TOIIH
W FE T ORISR E A ¥ YOV & v o i EE K OVBR rh ki
AL, CYP2CODBIBINSLTNZ X %5 FH IV % » DIl
HIRENOBID R nEEZOND,
T/ B THIVE VIZCYPIAL, 1A2. 2A6. 2B6. 2C8. 2C9-
Arg. 2C19. 2D6. 2E1. 3AADARHE M % B3 L v (o vitro) o

16.5 ittt
AR ESIIEEBEIOBNCIHIE S > T Vs v YL deF v
/eFazuuF 7Y RFELT8me/6.25mg% 15H M KHERS L
720, IRIPICIEREBIATH L TNy v YL FEeF v
WS g, HEREW A v 7T v s v JEHREREM- T &
Ce turzuuF7 Y F3ERitS b, %524 F TORE
HYFHNE+M-T RO FarzaaF 7Y FRE{UED R
IR S vy v+ M-T 85510 H12.3%. 15H
H15.8%. v FuzuuF 7Y FREMED S5 1H BH71.1%.
15HH80.4%TH 5.

17. ERFRRGIR

17.1 BHEROCREMICEHT 255

17.1.1 ERE M5
ARV AR 2R THLE D v S vy v v
L¥tF N/ Fuszuoosd 7Y FE L T8mg/6.25mg.
4mg/6.25mg. $mg/0mg X 130mg/6.25mg% S5 L 72—
BRI O RITRED EBY TH %,
N T 7 WAL BRI U 2 b 12D W CTid, 8mg/6.25mghf i
8mg/Omglf IR B L EPBRO LN T WD, T TR
MMEZ L& I2Do W Tt 8mg/6.25mght ) 4mg/6. 25mghf
& H1I28mg/Omglf ICHRA B LR AEDPRED LN T WS,

s 7 7 TR AR A S b5 7 WAL B BRI
- WEZAER (nmHg) | MUEZALHR (mmHg)
8mg/6.25mg ~ )
(n=148) 20.74+12.359 14.49+7.169
4mg/6.25mg ~ )
(n=146) 18.08 £12.944 12.60+8.172
8mg/Omg B -
(n=148) 14.80=12.352 12.22=8.085
oma/6 2ome -8.28+9.903 -6.95+8.101
(n=74)
G i = B )

B FEJH 56 B %R 1%, 8mg/6.25mg B T 18.2%(27/148 #1) .
4mg/6.25mg #f T 16.9%(25/148 #1). 8mg/Omg # T 14.2%
(21/148%1). 0mg/6.25mgh T20.3% (15/7461) TH . 57
MICHE B2 R o7 ()2 M)

17.1.2 ENFE MEHER (RERS5HR)
AREVERMUTRE B A 15260 & 4, TH1E A > 79 vy v Lk
tF/eFuzuuF7 Y FE L Timg/6.25mg X138mg/6.25mg
%52 MG LR ORE RIIRED L B TH %,

b5 7 WA DU T b5 7 WEAR LR
I £ 2 b5 (mmHg) I EZAbE (mmHg)
-18.20+13.200 -11.82+8.847
CEIg M + B R )

RIE N FEBLAR1325.0% (38/15261) TH ). T D E% b O3
PREEIGMG . 6% (1051) . &5 IRERIMLAES. 3% (551) . HIR2.6% (451)

T¥o7ze BWFMZEIFTIE, G MHZE L TRE REWITA
SN o7z,

18. ZERpEIE

18.1 fEH#F

(BoFHNEY SLERFIV)

1811 ZVFHLY Y Y LFEFUVOBEETIZ. KRN TR
PUEFZ 3BV THR 2SR 3 S R A~ 7L &
YERY, FRMEPEGOT ATy 184 F1(AT)
SERRICBWCT v I F Yy v D e L. 0
WARVE 2309 5 2 812 & o TET B KM MBI F I
%, BB ATIZAERENLZEECOT VAT O Vil
BECKT T AIIHIE b BIEEHIC— S LTwa EE L bR
259 (i vitros in vivo(F v F))o

(erOZOQF7YR)

18.1.2 e Fu sz uuF 7Y FOREIEHEF I L2 TR RV,
e HIN I EE R Oa R 2 BS S € 5, Lo L.
FH 5 O R 7 BEE A R M F IO T I L 2 b 0T
HY. MEIERIIESPBP LT ETIEH SN LR
TIBEEBIEHEIC R B0 A TIE D 2 DMK R 0w %
9 RPINa S A I S A Y Na 35 B I A 1T & ) ki
VHITBNCa TEEDMET Ly MG AV E 216 S 5 I T
AL O BOBEEDSIES Ly KA M I AP T2 2 812X 5
W%z o b2,

18.2 hoTFHILEY YLFEFiEROZOO0F7IRED
GERICK BEEER
BIHEHRIIES » M2BWT, AV FHLvyy Y LFREeF
tekroroudF 7Y FEOPHICED, ATy s YL
FEFNVOBREETNOMBAED SN TWD, 20 7
Vy Yy YLEFEFNIZIbe FuraaF T Y FORRIEHN
DFEBIED LN TV,

183 LZ2-TooF4T oI RICRIFIHE
b L R T80 (A R o M AES 6150, T e 2 2 ) e I i R
F18B) xR, A FHLY Y Y LF LTI VIHLEIL~12mgD
BAGH G B oG R, Mg L = Vi, AT o 7T vy vl
WERCMET v V4T v v Y TRED ERBRSR TN,

19. B CEEY 2IBILFEMAR

(BrFHar YLxeFiv)

—e TS v v L ¥ F IV (Candesartan Cilexetil)

b4 © (1RS)-1- (Cyclohexyloxycarbonyloxy) ethyl 2-ethoxy-1-
{[2- (1H-tetrazol-5-yl) biphenyl-4-yl] methyl} -147-
benzimidazole-7-carboxylate

7373 ¢ CasH3N6Os

715 1 610.66

PR Aok U REOB R TH B, BEEE(100) 2R
BTFRTL, AT = VIZRRBE T, =7 /=
(99.5) ICHEIFIT & KITIFEALHE T Vv, A5 —
VBT (1—100) I HEEME 2 R S v, fME B 5

Nbe
P 1)
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(erOz7OOF7YK)

—f%4% v FarzoaF 7 Y F (Hydrochlorothiazide)

1t44 : 6-Chloro-3,4-dihydro-24-1,2,4-benzothiadiazine-7-
sulfonamide 1,1-dioxide

53 F3\ ¢ CrHsCIN3O4S2

5T 297.74

PR Aok U REOR KT, ICBwidR . RIZE
MV, TR VITHETR T TR PUMICR
RWITFIZL L, RIZT T 7 — )V (95) I2H & THEFIZ €
v VIF VI —=FVITIZ L A EHET v, KEEETF b
V7 ZIRISIET B

0.0 Q.0
IhN;%iI::IiS;NH
Cl N)
a1
22. ‘G
(X5 — REA$ELD)
10082[1052 (PTP) x 10]. 140%¢[14%¢ (PTP) x 101,
500 [10%% (PTP) x50]. 7008 [14%% (PTP) x 50]
(I H— KEA#EHD)
100821052 (PTP) x 10]. 140%¢[14%¢ (PTP) x 101,
500 [10%% (PTP) x50]. 7008 [14%% (PTP) x 50]
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