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5.1 WEAMIEE TOBZNEND . KA Z S MERZED
BBPERE LT &,

52 FHIE LT, AV FHLEY YL FEFLAmg TEIRE
RN EBHIZH VY FHLE Y Y LFEFIL/E Fusa
O F 7Y FNdmg/6.25mgD% 5%, HhvTFHLay v F
Y FN8mg, XEHVFHILEY YL FEFIL/E Fuy
0 F 7Y Fdme/6.25meg CRIRA+ GBI h v 7
Lay YrvEdEFI/eFursuuaF 7Y F8mg/6.25mg
ORGEMFIT 52 L, [8.121H]
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6. AERUCAE
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sauaF 7Y R E L Tmg/6.25mgXid8mg/6.25mg) % #%I1
5425, AANIEIMEBIROSE EREE L LT,

. BEEREXNEE

A KB, AU FHLEY VL FEFIAmgd 51 38mg
b rForzauasF7Y F6.25mge DEEHITHY., v
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BMEHB RIS 2B 2hhd %728, WU ARKF O %
MEtd sz &, [5.22H1]
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5Z&,
AVFHLEY LR EFEES Y T LMGE % BE X
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T 72, BHREREE, a2V e - L RROBEREEIZ X 0
WA )W AEAEL B DT WRETIZ, MG ) v A0
ICHEET5Z L,

9.1.3 KA. RBCEE. BRROH 5EBE
b Fesuosd7 Y MK SRBRAE. &IEHE %k
L. W, FERROBE{LRH bt Thhrd 5.

9.1.4 EELBEIRE(LIE I NENRBILEED & 5 BE
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B Bl R MR 2ok UL IR TEReE % 5%
RIDBETNND 5,
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1.5 T#H. BHODOH 5 EEH
virusuaF7 Y NCKDERELRFAEZEITEENAH 5.
1.6 &AL LM, BIFRIEEEEITEED H 5 BE
vt RasouF 7Y FIRMEILY Y L% FRH DB
n»d s,

1.7 BigEEhOEE
trorzuugF7 Y MIZEDKS b)Y v AaMGEEEZ 5k
ThHd b, 7o, MEZEEREPORE T, AHO
KA THBHVFHLEY YLdrFILOMEEDEE
DBEE L. WET 2ATIME. BIHRE K OV E DIRE %
TR LENSITI Z L,
AVFHLEY YL FREFLOEE5ICED, FRICME
NEWIKTF U, v a v, Kp, —BEOERELRE
BEEDIK T 2RI T ZThhrd b, [11.1.2, 11.1.550H]

1.8 XREHRLIREOBRE

v Faraus7 Y FOREEHAIERENS,

A9 BF MUY LMEDEE

KBNORDTHBH VY TFHLEY YLFLFILOHEL
SELDHIBL. BET 2558 300E. BREXCEED
REEHFICBIERE L AR SITH T L,

HYFHLEY YLFEFILORE5IZLD, FHICME
DRI L, Y a v o, eph, —BMEORFRERERH
BROK N2 Z T Zhrd b, [11.1.228H]

110 DAL Z AT 58BE

KHDOR S THEH Y TFTHILEY LI vFLOHARS
DEIOGLU, WETAEAENE, BEERTEED
REEE T ICBS LR 6ITS 2 L,

HAYFHLLY VLFREFULOEEIZLD, FRICIE
DEPIZMCT L, ¥ 3 v, e, —BEoEHRNERE
DK T2 Z T2 h2d 5, [11.1.28H1]

A1 EZFBEBEOBRETEDS 5 BE
2 BREEEERE
2.1 MAEERFORE

BEHLEWZE, B FurvausF7Y FOMRIMGTX
mn, [2.220]

2.2 REER2OBRE

#ELrnwZe, b FasuouF 7Y FIZBHREATEICHE
fbxesbZzhhd s, [2.35H]
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VO ERFERL, BgE TS 28, Es LT F=
A R OIMTEIRBME LA OB 2 had 5,
CHYTFHALEY YLFREFILOMEEDEIDHGL.
BET 2I500TE,. FEREROREDOREE 75108
WLENGITHIT L, WYTHILAY S LFEFILD
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o BMEOEBIEARERREOIK T2 I T Z2h
b5, [11.1.2%H]
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LW NGB OAREETHZ L, 2 5B
BRGAICIEROFERFHEICHET S22 L, [9.52H]
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MR AMES 2R FZ e d 5, £7-. FIREFICH
DL MAFEIRA . MRG58 - HREERD 2 H 5
bharZehndb, [2.5. 9.4.13H]
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Wb, i, 7y FOIEREKIHO A, BB VIEFIHO A
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sk FaruaF7 Y FIZX 3 ARSI EORAD
AR L. BA RIIEHIZEBLHL 64, OFEWN, 2k
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1.1.4 AU LIMGE (B ARH)
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11.1.16 hEMRRIFFEFMAE (Toxic Epidermal Necrolysis :
TEN) (H%AH)
11.1.17 BEMER (BEARY)
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EENRIN S RA . %
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FHL R, e (R, HESARPUR, OERERRE,
. MG, B, R
Wil g
JH ik ALT. LDH, Al-P,|AST® b5
y-GTP®D L5
B rE FEI) 7TV b —F 2
11873 FIMERESE %, B | BRI, AR IR £
IR, SE5E
Mk BUN, 7L 75 =
YO LS, BAR
Z DAt B, BUR. V7| S, DR, BT ERRG.
B, 0%, IhCK E|fRIANE, A, @y
5. CRP LS. #h| % &M % P S 5l FIR I bz
AR A B R, G HEUE. B,
() B i

) ZO&9 e EITI3E KRS 2 4 SEa BT 2L

12. BERRERBRICRIETRE

bt FusoauF 7Y FIZHIRREEE D 2 W iEFEOIEPBI

KT S22 Lhb D,

14, BRALOZEE
141 FHZNEFOEE

PTPEEDHANIPTPY — b2 6D L TIRHT % &
SIgE+ 32 L, PTPY — FOMAKIZ XD, MG
AERRIEATIA U, FIZI328 L% 3 2 U CHERRIA 2555 0
EELAIEANT DI 0D 5,

15. ZOMOEE
15.1 EEEREERICE D 153k

15.1.1 e FaszuoaF 7Y FOEEEIRFOKZHED
BETHB12.5mga VA Y FHLEY Y LEFLFL
/e FaszaaF7 Y FEASAIOENERRRERIZ BV T,
MR E5A-23146609 1661 (11%) 1o 5h T,

15.1.2 o CFhe S M 720 FfEIc BT, e Fusau

F7 U F a5 XNz 8EH T, IEEIE K O o s
DY 27 HBEENT 5 ZEARE XN TNBEDY,

16. EYENRE
16.1 MeERE
16.1.1 KE#HZE

ARREVEEMERERE IR Y FHL a2y YL dLF
L/ FaszaaF7 Y FE L T8mg/6.25mg4 15H R 15
5 U 7=me, M3 v 7 oe g v IR

REPM-T KO FasoaF7

VAR Ens 2, K

ZRTHE N VT LY YL FEFILGITEA LR

Shign, #51HEHXU1I5HED

AV THNE KU R

uruaaFr Y FOMPEEOHRIZ TRDOEB) TH 5.
N.

N
N7 N
N

HO. 0]

N
)—0
&N AN CH,

e I 2 A

HO.

N” N
HN—

o
N
=0
N
il

M-1

o—e 1N
O---0 #5150 H

| — T T T
3456 8 10 12 24

o—e 1HH

i 10 O---0 #515HH
i
vkFozooF7IF
204
TIITIT T T i
05 5RO b
R x Cnax Tnax AUCo-20n Tie
WEWR  BSH (TN gh/ml) G
B A 1HH 131.4+47.2 4.0+1.2 1186.9+425.8 5.6+0.9
15HH 142.9+63.5 3.8+0.7 1390.4%+631.0 6.9+1.5
MoTI 1HH 18.3+7.2 6.6+2.8 294.4+120.7 17.6+7.3
15HH 28.0£14.5 5.1+£2.1 478.4+245.0 15.7+4.2
+ + + +
LroronFT YR 1HH 62.3+16.4 1.8+0.7 338.6+96.1 6.0+3.1

I5HH 61.0£14.6 2.0£0.5 377.4%119.7 7.943.9

(P41t e 25, n=8)
16.1.2 MehH > FHIL &2 2 RERIEE % B /=Population
Pharmacokinetics (PPK) f&#f
AYTFHNE Y Y UFREFOUERY LR AP 14
168, AREM: 5 L AE K O /5 tin A B 15 L i R 5 At
AN30f, BB A P S S EAE R 180, IR A S &
MUESERR 80, G224 55 5 3172, 8861 s D IfiLH
VFHL R U EENEE A T, M R, (RER. AT
HEfEEE (AST. ALT). ERREHEE (G2 L 7F=,
BUN). [irh7 L7 I VEROEIMEDOHREE v FH L
BYDIN)T T VA SAERE. AN F TR e
VT4 L OBGEMEERET L RS, BFREERE (ASTE
>40AFALTAE>35) 1286132207 5V ZA045% K T4 3
ZEMHEEIN TS, [9.32H]
16.1.3 M FHRZEMHER
(BT FT7EEELD [HTH))
AT FTEAESELD (92 Exh— FEAHELDE., &
T2F—N=JEICkDZEhEhigE (HvyTHLay v L
FEFUAmgR P FaruaF7 2 16.25mg) {dEERA
RIS B O S LCigEhiEE A ElE L., Boh
72 3BIRE S5 A — & (AUC, Cmax) 12DV TI0%IEHHX R
IS THEEHRNT 247 - 72559, log (0.80) ~log (1.25) @
FHANTH O, mAIDEWFORZSNE SR X Y,
(1) Mm#EhH>TFHILE L RE

5 AUCo-36 Crax Thmax t1/2

TR (ng-hr/mL) | (ng/mL) (hr) (hr)

n 7 F 7 EALD| 542.17 46.87 | 4.9 8.1
[&3 ] i +159.49 | +£16.52 | £1.0 | +1.9
A 606.74 54.83 | 4.3 7.6

TH = FRAEELD | dmg | jee'sy | 490042 | 1.0 | +1.5
(mean®S.D., n=68)



(ng/mL)

80
m 70} Tr —eo— HFFTEAHELD [T H)]
¥ PiT -0 TH— NEEASELD
i 60 1 mean=*S.D., n=68
Z: 50
7 L
7': 40
30 | fi
s B o -
~ 20t
b}
E 10}
0123456 s 10 12 24 36
B (hr)
(2) MiFhe PO/ OOF7Y NBE
U b e AUCo-3 Cnax Tinax tiz2
PR (hmL) | mg/ml) | (o) | ()
77 F 7 A FELD 6.95 283.93 50.89 2.0 8.8
[H§ 7] - £0mg +50.53 +12.71 | £0.9 | 0.9
LA 281.70 54.84 1.9 9.0
T FBIASGLD [6.25ms | 45408 | +17.24 | +0.8 | +0.9
(mean+S.D., n=23)
(ng/mL)
il 80
%-E 70 t —e— HFFPEAELD [HT )
b o1 0w ITH— KEEASLD
K 60 : mean=+S.D., n=23
O 50 ¢
7 1A
O 4| df
o 1
F 30t
7 T
A -
£l
=
E ol ...
0123456 s 10 12 24 36

B5E (hr)

(WFFT7EEHEHD [HT 1)

A7 FTEASEND [H9 2] & — FEASEHDE, ~
T2 —N=JRIZkDEhZhise (HVyTHLay v L
FEFNEmgR UL FuruausF7 Y F6.25mg) fEBERA
BRI A AR O S L CisgEh s A llE L., Boh
72EPIRE S5 X — 4 (AUC. Cmax) 1ZDWNTI0%IEFEX [H]
IS THREHRIT 247 5 725550, log (0.80) ~log (1.25) @
HIHANTH O, WiF DL ERESEIE AR X 7z,

(1) miEhHoFHILE 2 EE

5 AUCo-36 Cinax Tinax )
IR (ngthr/mL) | (ng/mL) | (hr) (hr)
77 F 7 BASHD| o 1009.10 8.83 | 5.0 7.9
Xy € | +339.71 | +28.79 | £1.7 | +1.7
A 1070.28 97.61 | 4.5 | 7.7
T FEAEHD | 8me | y3e5'0y | 44947 | +1.1 | 415
(mean®S.D., n=24)
(ng/mL)
160
| —e— HFFTERARHD [HT 1)
Puor w0 TH— KEEREEHD
th 120 | P mean*8$.D., =24
#
Z: 100
T o0l
K 80
60
4
~ 40
2|
E 20
0123456 8 10 12 24 36
8RS (hr)
(2) miFpe O OOF7> NEE
U b AUCo-3 Crnax Tmax t1/2
BOR he/mL) | (ng/mL) | () | (hr)
77 F 7 BAHHD| ¢ o 277.11 46.43 | 2.1| 8.9
EXE COME | 447 97 +11.46 | £1.1 | £0.9
A 273.67 46.35 | 2.0 9.1
TH— FRGSHD [6.25mg | 14573 | 13096 | 0.8 | £0.7
(mean=®S.D., n=24)

(ng/mL)
80

HHE

70 —e— HFFTEAEHD [HTH]
-0 IH— NE&#HHD

60 mean=S.D., n=24
50

40 |

30 | &

g7\ NwOONO=o &

0123456 8 10 12

24 36

BRI (hr)
MUAERENEONZAUC, ConD /85 X — 21, HiRE D
BN, RIEOFREUOIE - RS ORIk > TRE S
AREYER B B

16.2 &I
fEFER A (126) 12h v FHLgy YLFEFI/kFa
suauaF7Y e L T8mg/6.25mgh FHIES L=, #
BTHE & U CCnad kWG T L 2 ¥ Tl
FHL, e FuarzousF7Y FCIRIET LA, AUCIE
WHERHE A v T2 v TIidEIR AL, e Fusoa s
7Y FTIRI7.6%DIETTH D, FBEIKIIZFEE 253D
TlRAanWktEZO6NS,
16.3 2%
MClAVFHL A VAL DI, 4%k PTE7 L7 3
VIRTTIRI U 2RO FE S A RIE, L 31299%ETH
% (in vitro) .
v FforzoosF7Y FOv bIMEEANSES
24.0%CdH 3 (in vitro) .
16.4 R
HYTFHLEY VLFEFLEIHIILRFVILIAT T —
Ik DEEREY Y T g VIcfREEh, X561
—EBRCYP2CC & 1 JEFEMEAGHIIM- TG & e 5 28,
AREMEEMEIEREICH VY FHILE Y Y LF X F LA
5. L7 & 2 OM- 1 OIiHE KRBT S~ 74
&y OIHREE K IR PRI IZ IEARK <. CYP2CID
SBERZRNC X B 0 v FH L& v DML PO 213
TwkEZ16Nh5,
7. HUFHIL L VIZCYPLAL, 1A2. 2A6. 2B6.
2C8. 2C9-Arg. 2C19. 2D6. 2E1. 3A4DMHEM: % FH
FLR (n vitro) .
16.5 BEtt
AREMEE M EREIFNICIHLR S v FHL a2y v Ldt
FL/kFasauaF7Y FELT8mg/6.25mg4 15H X
B85 Uz, IRAPIIERE LR TH D THay &
P A I = L 4 B NN U AW 17 AV a0 O SN |
WEHEREM-T KO FasuaF 7Y PRt e h 3.
524 E TORP A v FH L2 V+M-T Uk Fa
T F 7Y FREARO REIR P PRIERIE S v T a v
+M-T0 A8 51HH12.3%. 15HH15.8%. £t Fusouo+
7Y FARZAAS 5 1HHT1.1%. 15HH80.4%Tdh 5.

17. BERRERIE

#1320.8~

171 EHROREMICEET 258
17.1.1 ERE T HERR

AfEVEESITEERE 2RI, IHIRA YTy Lay &
L¥tF /e fuszuouasd7 Y FELT8mg/6.25mg.
4mg/6.25mg. 8mg/0mg X 1%0mg/6.25mg% 8AM K5 L 7=
B IBEABR DA RIIREDE LD TH S,

b7 7 WA BRI L E 28 (L i 12 DWW THE. 8mg/6.25mg
T 8mg/OmglFIC N R AEZENBO O TWD, P T 7
RF AR P A MUE 2 L B2 D WL, 8mg/6. 25mgf R O°
4mg/6.25mglE & 3 128mg/OmglFIZ L NE R AR ENRD 5
nTns,



5 b T 7 WAL b T 7 WA PEER I
* MEZ R (mmHg) | MiEZ{LE (mmHg)
8mg/6.25mg _ B
o148) 20.74+12.359 14.49+7.169
4mg/6.25mg B B
Go146) 18.08+12.944 12.60+8.172
8mg/Omg B B
(e148) 14.80+12.352 12.22+8.085
Omeg/6.25mg -8.28-£9.903 -6.95-£8.101
(n=74)
(-l = R A fii 22)

BIVER Z B3, 8mg/6.25mghET18.2% (27/148M) .
4mg/6.25mghET16.9% (25/148f4) . 8mg/Omght T14.2%
(21/148150) . Omg/6.25mghtT20.3% (15/745) TaH D,
BRI E G2 R 57 (¢ KB,

17.1.2 BRSETHERR (REPRS5HR)
ARREVEEIMERE R E 1526 2 %2, 1H1E A ¥ 74
Lay vurFdFEFAL/bFusouFr7YP FELT
4mg/6.25mg X i138mg/6. 25mg % 52 5- L 72 B IK i BR 0D
WRIIKEDE LD TH B,

I 7 HEA T E
IMEZAL R (mmHg)

b 7 AR JERR
M2 s (mmHg)

-18.20%13.200 -11.8248.847

(CT-4h £ edhi )
RITEFHEBIZ1325.0% (38/15265) TH D, ZDTEAED
(UL RFRIEING. 6% (1061) . E/RMRILAES. 3% (561) . 4H
JR2.6% (4Bl) Ta -7z, BMFHFEEEZ, #2500 %58
LTKREGBENIAS N 5Tz,

18. ZFEhEEIE

18.1 fEAF

(hoTFHILEry JLxEFIV)

1811 Vv FH a2y YLFEvFIUOEEFEH-IZ, AN
TURIGEFEZ F6 W Tl 2 I MK i & b G 7~
THLA LD, FIMEFEHOT O T YU
2471 (AT ZEEICEWTCT Y OAF vy v I &
YL, 2otk &P ERIE- 2645 Z &2k > TE
T HRMIMG PO FIck 3, X512, ATV REEN
L72RIECOTIL R 2T v Vb4 2 fIHIE- & BT
TERIIC 85 L TnwW3EEZ25N39 (in vitro. in
vivo (75 1)),

(e FOZ7OOF 7Y R)

18.1.2 t Fusuu 7Y FORRE/ERHET IS » Tld
T, 5N, 7Y FREEZMENa-ClL A I 1E
FH U TRl bR R & b X, D EA IR T 85, L
2 U, BHRGEHZ MO T2 & % B b
T5EDD, MlMEEIITITIERICRD ., O %
SaioiciR 5, Calc X 0wl b e 2K F v 1+ L %2
&, M-I 2 80 X 2, Ca? iR A DI & 14
WAEIZE S EEZENBY,

18.2 A>FHILEL YL xEFENOZ7OOF 7R
EDBRICK BEEER
EBIMEERBIET v MZBWT, A YFHLEY YL F
tFILlbe FuraoF7yY FEDOHHIZED., AV FH
L&y T LFEFILDOREEHOREIRD 5T 5,
2, AVTHLEY VL FEFLICKB Farona
F7 Y FOFPRIEFANDHEILRD S T,

183 L= -7ooFT oI RICRITTHE
B I E R 740 RREVE S I ES6M, B pesd & 1 S
EIMERERE18H) 2R, A VyFHLay Lt
FU1HIAIT~12mgD KB 5RO MR, ML = 1%
P, g7 o4 F vV TIREROIAET VO TV
VIEED FRSASN TSR,

19. A2 (CBET (LRI R

(BFHLEY YLEEFIV)

R AT E Y VL F T

(Candesartan Cilexetil)

* (1R£S)-1-(Cyclohexyloxycarbonyloxy)ethyl
2-ethoxy-1-{[2'-(1//-tetrazol-5-yl)biphenyl-4-yl]
methyl}-1//-benzimidazole-7-carboxylate

512+ CsHaaNsOs

sy 1 ¢ 610.66

PEIR - AEOREXIESEOMETH 5,

Bl (100) 1209 <, A4 —JUZRRUETIC
<L &= (99.5) 1SS K, KICIEEALTE

(==

e,
AL =N (1—100) (3HEEMEZE TR & L,
ML IENRD 5N D,

LA

ROEHGE A

(ekOzOoOF7o R)

R e FesaaF 7Y K (Hydrochlorothiazide)

b4 : 6-Chloro-3,4-dihydro-2/-1,2,4-benzothiadiazine-

7-sulfonamide 1,1-dioxide

7512+ CrHsCIN304S:

sy 297.74

PEIR © I OAS
#1280,
TE R AT I, TP PYIIZRREITIC
<KL AXiZz 2 7 —)v (95) 12 Tz <,
VIFILI—FUIIEEALET RN,
AKEEALF b Y ARTIET B,
S $9267°C (G IR)

EREEMEORAR T, IZhnida <. ki

b s A
o0 Ny
HaN ﬁ NH
N
¢l N
22. A

(BT FTEEELD [H9HD)
1008 [108E(PTP)X10]
5008 [108&(PTP)X50]

(DT FTEEEHEHD [HTH))
1008 [1082(PTP)X10]
500%& [1082(PTP)X50]
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FAX 03-5484-8358

26. WEREEES

26.1 BLERRFET
HIDRFEMAZH
RRAEXZH-_THEEIS

26.2 R _
HERSIFEKRASH

RERMAARKEEITUTEI&E1S



