% ok 20244E8 H W ET (35400

* 2023455 H eRT (35300 H *F%—'ifgi;}ﬁﬁ%
PRtk 7 v U 7 v ¥ v T2 AARE PR/ AR SR A
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R — ® LD [zso0anxoonT)
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CADETHIA® Combination Tablets “TEVA”
P

)R - BSOS ECI VAT L

f2 =1
E= S0

2.

(ROBHEIZIEHFRELEWI &)

2.1 RROBGH 5 3o F 7 ¥ FRIEH L2 0FPILE
WWIZIEZany Y DAV T + > 7 3 FHEE) 1
T2 WHEE OB ED & 5 B H

2.2 RO EH X MEEN PO EH e FarzoaF7 I F
OREDPIFFTE RG] [9.2.1 BH]

2.3 2B AE0BE[9.2.2 B1]]

24 R OF MY T L - AN T ABHLPIWA LTV B
FlerturzouF7 Y NS MU Y A0dE. K40 27 Al
IESOEMEIR LB IR BENDDH 5] [11.1.5 ]

2.5 T UTAEIR L T 2 W HEYE O & % 1 [9.5 B ]

2.6 TUAFL Y7V IVERN & SR ORERE B (72721,
DOREIEHEHET > THLBMEDT Y P E—UAFLLIAR
BoE#H%k<) [10.1 28]

2.7 TAET VY VEEEEAKIY (BB A2 EE S IRIC X
BBR) & Pe5- b o B [10.1 S

3.1 #mk

3. fERL - R

W4

717 F T RAESELD[ 7 /3]

717 F T RLESEHD[ 73 ]

ARG

15 -

AYTFHNY Y Y LF TV
4mg

vrfozuuF7Y K 6.25mg

1gerp

AYTFHNE Y T LFEFI
8mg

vikezuousF7Y 8 6.25mg

WA

FLAE AR, Py EORI YT
vy, <7 a I — 6000,
vra¥Fyroitiro—
A, W E WAL v R
O—ZXAh Ny b, ATTY
M S AR

FBEKFY. b ETWIT T
Sy, =71 I— 6000,
| = A A v < 2 9 s
A, ZIEEEk. AV xw—
AHNY T L, ATTY Vg
S/ AN

3.2 KED

27N

WioE %

57 F 7 RAFLD 7 /5

7 75 7 BLAFHDI 775

- HIE

I T B OFREE

L) TR D #KSE

RN

Ff (mm)

Go @ —
8.6

G G
8.6

9% (mm)

5.1

5.1

JZ£ E (mm)

3.1

3.1

Hi (mg)

130

130

Wl a—F

TV C4

TV C8

4. BEERIIHHR
S M EE

5. MBEXIIFHRICEET 3EE
5.1 BELIMEKTOBZENEN D). KE 2 SIMLEHFEDE—
WP L LT &,
52 FHIE LT, Ay FH Ly Yy Y LFEFimg TRHEA T
GRECAYTFHLY Y YLFkFA/eFaruuFT YR
4mg/6.25mgD¥ 5%, ATV v YL F L F8mg. Xik
A THNEY Y YLFEFIV/e FuruonaF T Y F4mg/6.25mg

9.

9.

THER TG RBECH Y TFHLVy v YL FeFu/eFuzu
TF7 Y F8mg/6.25mgD¥x G- Mi 45 2 &, [8.1 BHH]

. BERUAE

WACIZIHLIENEE (D v FH Ly vy Y LdreF L/ Fuzu
OF7 Y F &L Tamg/6.25mg X138mg/6.25mg) % Rl 14%5-5
5o AFNIFMEFHREDOFE—EIRIEL L THO W,

. BERGEFER
A KHNE AVTHNE Y YL FEF VAmgd b\ iE8mgl b

FozuowF7 Y F6.25mge OREEGHRITHY, oy THNsy »
YiFkFrkerurzuoady Y FREOEWEHPRET 55
FNH D D20, WYNZAK O 2T 52 &, [5.2 8]

2erFarzoadF7 Y FIMEH VU v A EE D B v I3 R LA

ERBPSEDLBENNDH 20T, EHICMES ) 7 2ELD
MiFREMEDE=5 ) > 72 EEL, BEZ 54T T &

Bebtorood7 Y FOFRMREZMICH5DNE Z La®

bHBOT, WHRHIHM, BRI MERT 5T L,

A BIEERICHEDSCD TV, S520&BHobNLIENDH D

DT, BIERE. BB ORIREERR T D AR B B B
WIERESEL T &,

S5 P24 RIEH G L 2w EPEFT L, Ty It Ty

L SAKIE A 5 O BHE, RILO TR L = -7
YUFF Y Y Y ROMBINEIC & WA MUE AL T %4 S 3
REPEDS D %

.6 R OREDHF LI BH IS, HHOPERZ T 5720,

RIS § 5 2 EDEE LV,

. BEOEREZATHREICHTIER
A BHHE - IEEEDSH 5 8F
A EREBERREOSH 2BEXIFETCERRKEDH 3

BE

BELERGEG RV SN EERE, MHIZETS S
Lo BYTFHNY VLI FOVIEEILG & O WA RIS
BEOK IS L) I EREL B IE2 BTN DH 5,

1.2 EAV T LAMEDEE

BRERLT RV LB S 2 GEZRE, T2 L,
AYTFHINE Yy YLFXFEFNEEA) Y LAMEZHESELB
ZNDDH 5o

F7o. EHEEREE, I3V M- VARROMREEICL D ME A Y
Y AMEDE L R ) R WEE T MES ) Y AMECEE T L,

A3 FAREHEHR. RBICHER. ERFOH 5EE

v Fazuud 7Y NICX ) BRERIGE,. &I06EZ kL.
JE R OBALR B LD BEND D 5,

1.4 BEEL BEIRE({LIE X (SRERIE(LED & 5 BE

v kazanF7 Y FICKB2MBFRSS SbIige, Sk
MR A MR % R L MRZEREL #5% T 5 BE N0 d 5,
1.5 THI. BMHDH 3 EE
vikarzous7 Y FICK)EREGRERZTBEWDGH 5,

.6 &AL LM, BIFIKEREREETERED S 5 BE

vrazuaF7 Y FEMiEI VYT L% LA SEDLBENDED 5,



9.1.7 BIEEEPDEE

e Feszuousd7 Y FICEDIRF M) Y A EE R 8NN

HbHo Ty BELRBERETOEZE TR, AHOKGTH B

VFEHNE Y YLFEFNOMBEELEIOGL. BT Y

AT, ERERE R OB HE OIREL T ICBIEE L 5479 T k.

AYTFHNE Y YLFEFUOEGICED ., FRICHED R

WWIKTF L. Y3y, Kb, — 8oL EREEOMIKT

ERITBENDYD S, [11.1.2, 11.1.5 3]

1.8 ZREMBUIBREOEE

v FazuuF7 Y FORBREERERINS,

1.9 |F MUY LMEDERE

KHNDEHTHEA Y TFHNY Yy Y LFEFVOHEZVE

DEIE L. HET AARME,. B L OB E OIRES 1

BB LML) 2 &,

AYTFHNE Y YLFEFUOEGICED ., FRICHED R

WWIKTF L, Y3y, Kh, — 8oL EREEOMIKT

BRITBENDSD L, [11.1.2 ]

.10 DFRLEEHT 2 EBE

KHNDWFTHBED Y TFHNVY Y Y LFeFLVoHREE EL

DEIE L. BT ALAIEME. BRI CEEOREY T4

BB L) 2 &,

AYTFHNE Y YLFEFUOHEGICED ., FRICHED R
WWIKTF L, Y3y, Kb, —#MEo L EREEOMIT
BRITBENDSD L, [11.1.2 ]

9.1.11 EZFEBIEDELEED & 5 BE

9.2 BiEEEERE

9.2.1 MEBEHHPDEE
HHELEwZ ke FarzuaF 7Y FORIEIDFHFETE 2w,
(2.2 1]

9.2.2 2MBERLNEE
WHLAVWI L, b FuzouF7 Y FIZEREiEY HICE/LS
EEBENNDH S, [2.38]

9.2.3 MFEY LT FZAEH2.0mg/dLE B 2 % EEEBERE
BRERLT RNV SN2 EZRE, BT L,

9.2.4 BEEDH5EE
cerFazaaF 7 I R FHLVEY Y Y LFEFVICEK
B E MG O T & 2 WL B EOKIEIC X ) BRSBTS
LBENDDH S,

CEBIICIGG 2 VT = SR OIS RO E=5) v 7
EIML. BISE THICAT) T8, M2 LT = A
B OMEREE EAOBEND D 5,

CHYTFHNY Y VLFEFLVOMEEVREIVEGL, HE
T YA FIME, B CBEOIRREZ + BB L AN
LIFHIZ ke AVFHLY Y YL FLFADHEGIZEY,
MCHEDS 2SR T L. Y a vy 7. HBf —#@o &y
RRFHEDK T 2RI TBENDSD S, [11.1.2 BHH]

9.3 FrikpEEERE
CAEPOEGERGT S R LEEICRSTAIE, A YTY
Wy YLFEF VIR TS L BENSH L, £
o R TNy D2 )T I ABKTT A
EAHEE SN TV S, [16.1.2 K]
cerprzuaF 7Y MIHEERLZEZSTBE0H 5,

*9.4 £JEREEFE T 5 &

9.4.1 IR Y ZFIREMED & 5 L4

HRLCWA I LR ENT T v VF 7 v ¥ YRR E
HXE7 o7y v IR 2 EH L. kR - ik
WAORE(FARL, W - i - BoOBRAE, BEH) RO
SN7BHE I T BY Y,
AREN OG5 B. RBEOAME D FEE L TARAIR G 0L
EAEEICHRE L. R EOFRES GBI % EE 2 & kb
ENBLEICORELTHIE, 2. BEPLELRLAIZIX
ROFHFHICHET S L, [9.558H]

— Hl e

X
AN

*

(1) RFIFG-BHAETTNCIFRE L TW e W L 2R T2 L, KA
Behmdy, HIRLTWARWT L2 EWWICHRTL L. &
S I RASHI L 2235 &1 13, EH 1G22 ks 2 &,

(2) ROFIHIZDOWT, ARG FIIARICBHICHIAT 5 2 &
T2, HHPILBESLHM T2 L,
CHEIRIICARI A L7 A, IR -

FYURIRHAI L,

CHEERASHI L 22 3B b A ad. e 2 Y R IS H
HyHrz k.

IR E AT A AR, HMEICHZET A2 &

5 iEiE

TR SUIFIR L TV A EETED & B LT3R5 LR v &,

Be G I RASHIW] L 2235 A12 3, Eh G2 hik$ 5 2 &,

R R ORI T V7 v ¥ v I ZBERERH 7 >
VAT vy EWBRMER & G & Nz B TEKE A,

eI - B o T, FrAROMRIME, A4, WY v AUE,

VHZE O A OZEAGHAME I & 5 & e S 2 DU oo,

WZEHHOZLE. OISR D S bNhizt OMENDH 5.

F7 Y FRIEHTEH AR OIAIRICEHE Y LV E VIE,. i

WIRAIESE 2R T DD Do Tz, FURRFEICHED A

I, MR, T8 - BRRLEE RS 8H b s 2 Lt

Hb. [2.5. 9.4.1 BH]

.6 RIw
BALZWIENLEZT LV, Ty bOFEN KRS ~
THNE vy U FREF N EEZEORS T 5 L, 10mg/kg/H
VLB oI AE RICKEE O AR IMATRD SITW b, 2B,
Sy bOFIRKMOR, HEVIZELHORCH Y FHF LY v
YLEEFVERYG LA, TR 300me/kg/ 0 THIZIR
WZAKEREDBEMATED 5N T 5,
varzoaF 7Y Nide MELFICRBITT A Z LM s Cnsb,

9.7 NRZE
ANEERE AR G & U7 BRRERBRIE TR L TV v,

9.8 EipE
DUTFomICERL, BEORBLBIZE L 2SS HEEICRG T2 8,
CRIGEEOREIITE L e IR TWw b, BlligESEH

REDBENDND D,

e FuozuuF 7Y RIS X528 FRIZ N RO KD % R
L. Bk, RIMESIC L 2075 HAh dF v, Kk zie
ZTIENDH D,
JERICDEBSETREOD 2 EEETIX, e ke T Y
NI & 2 2 PR L S0 e U B o 98/ & Ui % o L.
Jisi A 2255 D AR TERE & B 5T 2 BZ N D 5.

e bfuozuuF7 Y FICKBEF Y T AdE. KA )7 A
MAEDSD B DO TV,

10. HHEEA
10.1 BHARZR
ESEE
TUAFL V7<)V
7Y LA
(il bR 95 JE A 3
LYt 7272l M
DRETEGEFHFEAT > T
b BIEDT Y
= UAELLIAR
DEBEFEEREL)
[2.6 ]
FAETVL Y v EEREY
KFIY
I=ZY VALV
BB LS
PRIZ & % A BUR)
[2.7 &)

WA F
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i U Y 2 MLE ASSE
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10.2 SERER (BAICER T B L)

AN

FEAHEAR - 45185

BRI - S T

7)) 7 DARFFER R A
AT /527 b
)T AFL L

7L

#Y) %7 AHREH]

M%) 7 2D L5
THZEDRD D,

NYTHNVEY Y YL F
tFILVOTIVEATH
VW IEIERZ XY
710 7 LR AR AT
MY AHIEICL D,

A S 8 7 31
PEEDDH B BH
FIRFH FIIRF TR FE & 2 CT|FRF TR L Z T
PAER N WLEFICARAEZDO|VDLEHICIFL = U0
M) 2BV AFT VTS T A BRIEESITGEL Tw 2 EE
e TERMHE RS 2 BZN AL, h vy Ty
[11.1.2 =H#] WHDHDT, LRMIPL|Y Y LFEF VIR
BIE S % 7 SEEICHE| LR TV,
hyazlk, FEbR R F : FEI IR R
HIH G- % G LB
PNV — VEEEEAR R 3 VAR I 7S B R S | A RS o WK
LI ENDH D EARFRDOBIEAENIC L %,

HNATIVHIOA FR
JFR3E

HNATVHITA FD
K5 T F s
HobhdZLrmy
ShTwab,

TN a—) MR ERE2HT 5
Tha— vk oHIZ
X0 BEEAE SR 05

LD B B
HET IV HAIET I v OEHDW| T 7 ¥ FREHNLHIE
JNVT RLFY v WIA5IENHDL, T|T7T I VKT B IMEEE
7 RLFY v MW OBRZFIHENT OB EEZKLT S
Wt AFO—FEREIZE2RESN TN,

FOWEE#TLI L,

VERZ TN Y RZED
W E
PN AINS (4]
SRR KA
Ny za=y hEALY

YRZ 5 Y RUEOH
LA W L o Rk A
PHRT D EDD 5D
Tl O BF A5
BYia. AR O—REREE

vt korsuoogF7 YK
kB A Y AfE
DT XY, it
F R L - 55 0 W 1
MHHRT A EEZORN

HEOWEEZHFHT LI, | TW0D,
JEEH 2 A $ 2o |BE L/ 258503 2 BIEH R 0 % 7% 2 BT
B ZTNDDH D, TERIC X D BT
B-E WA [ JE 1 0D JH 5 3R 800 450 | USRS B o
—hurYk) U | EETHIE,
TUAFL Y7V | B, S A LT VT Y
MLYE S G 282 & | > R B EEH A3 iy il &
THEENDD b eGFR| ML WHEMND D 5.

2% 60mL/min/1.73m? &
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BHE~NOTVAFL ¥
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EEHAVEHB SN D
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AL, A
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SHAERT A L,
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THEEOIEMN AR,
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) v 2 LAE 3 3 | LS
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L DOTRIRDIEGE S N2 o
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v L UE & B R S 2 S
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X0, WO BRI D A
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HEEZLNTWA,

IJVAFT IV

F 7Y RREH O
DT ENDH D,

FEFCEEF O WA 1R TS
LVFT Y RREAHO
WX AL S B 2 &
B %

AT T A NP R
Jii#l (NSAIDs)
AP AT 4

B FE AR 39858 5 % &
VDo

AT a A RPN R
WHRE T u Ry 7Ty
VoA EMHET S
Z e, AL
HFrxlL. BEEH%Z
GG KD RN B
HEEZBLN TV,
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1. BER

mmﬂwm#%%bné’tﬁ%émv
WG Ik B 7 S R L E &

WD H NI
1.1 Ekttmlﬂ’ﬁﬁﬁ

11.1.1 MEREE HEAH)

TN RSN

M - W B 25 oD JE IR %2 hEIR & 3 B ILAE

bbb ZeNbb,
1.1.2 ¥ avy 7. K. BHEHEXFEAN)

i, ME:, f%ﬁ%%ﬁ%%bht%“

22 -

Wil Z1T) 2

11.1.3 2MERESE BEAH)

11.1.4 &H Y7 LM FFEEAH)

11.1.5 &F b U 7y LAMSGE CHEEA)
BRI, BFAR, WA, W, EmEESEL Kby

LMFEN D HbND DD D,

[2.4, 9.1.7 2]

11.1.6 FHREERRE. #EBIEAD)

AST, ALT. y- GTP@J:% EDNTHEGE

11.1.7 SEFRRERAE CHEEAN)
11.1.8 HERUHBLERAE (W AH)

e BT,

11.1.9 FEEMMR HEEAY)
FEB WEUE, VRULINEE, W ERXERIREAE 2 A D MR 50 S

bihd &0 BHDT,
BB RV 2 H OB 555 oY) e iLE &

O L) mYEI

11.1.10 {KI0¥E CHEEAH)

Wik, Z2jg
EEDD S DN

Bz o5

e %‘”ﬁ?

1792

A D

ZiE, B 2

&o [9.1.7, 9.1.9, 9.1.10, 9.2.4, 10.2 1]

BT THLbNR TV,

FEEAH DML LD 5,

CKEH, MR I+ 7oy ER 2
WE I L HBTRARED D S b D Z EWDHDHDT,
YA RE B IS el U, Y Lg%

ZnkH

1H2¢&

G emiL. A&l

792 &,

JEEEN ("(T—\ Fomzx. EHET, &E, R

WG 2T 5 2 & BRI HET

@%%T%Bbh@?mo
1.1 BERRMEM., R HEAN)

SESARI A &2 IS 5 % LIS 51

.,/4\ -

Ao <
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11.1.12 EEIEHEME X CFIEARH)

11.1.13 FhKEE. SEMFRESBGEREE (FEARD)
WiKEA D bbb Db, T2, b RarzouF7 I K
MR B, B55 2 © B [ DL P NI 55 38 e B S 56 8L L 7
EOWENDH B,

1.1.14 £8MITV5F< b—F 2O EHERY)

1.5 7F7 4 7% — (HERY)

11.1.16 & & M F & 38 3E 3 #8 iE (Toxic Epidermal Necrolysis :
TEN) CHEEEARH)

11.1.17 EEMBE R EHEARY)

11.1.18 SRR, BASERRA IRARE O IEAH)

SV (B HKETS2ET) . MEBMARNEYRD S Db
NBZEDHBHDOT, AWM OMKT RIS O RF 25580
SN7HEIEEG 2R L, e ICIRFHE OB %221 5
X9, BEICRLETL L,

11.2 Z2OOEIER

5%LL k. 0. 1~5% A SHEEA ]
SBE 895, GHGBRIBCE |29, BB HRE, T
UL N RG]
[Eer O F VI BE, (T RPN, (B ANE).
Th. WG SAHOED B L HAD
DiTR BTSN IEER GHERK, AR, R Ho
LONE WMo Ltth
& R
R IMPREE RS b A ) A BR L KA ) Y AdLE, K~ 7 %
MRS A, By A E, Ky a—uik
LAFO—V LR, |[7hhu—3 A, Il
1o LR ¥ A0 FREORRE D
LN R A PAV A ¥
HAL# O, DN W BT, Rk, R
SUEL AL, T IR, E DU,
TR IR, g, R
WR %
JF e ALT. LDH. AI-P. |AST® L5
y-GTP® 5
FE FET) 7~ =7 A
ML FIMERE %, il | Ekii A, dFeekiy %,
MM S5
e BUN, 7L 7F=
oS \&AR
Z oA B, BEIR, TR, | SR, B B
%, P CK RS |WPE. R, B vy
CRP -5, Fh#EAE, | ™7 4 MiLE 2 £ 5 Bl IR
BUTRE (BHEF) |5, BP. WHUE. B,
B

16. ZEMENRE
16.1 IMiEE
16.1.1 R1E#H%S

AREMEIMFEREAREZ ICIHINA Y FF Ly Yy Y LdeFL/b
FersoaF 7Y K& L T8mg/6.25mg% 15 H M A 5- L 72
B, A > T v 7 oL JEEEACE M- T
Ce FaozuooF 7Y RAMRILENE S, REMETHDH >
TNy YLFREFLIZIFEAERB IRV, #51HH
FOCI5HEHDO A Y FH vy v e Furzuuasd7 Y Follilh
WEOHERIITHROLEBY TH S,

iE) 2O X)) BYAEIIRRE KT 5% EHE)RLEZT) 2 L
12. BRFRRERRICRIETZE

vhayoas 7Y FdHRIREE O 2w EBE O MFEPBIZ KT
SHDLIEDND S,

14, BRALDIFE

14.1 BHZMABFEOIE
PTPUEDIEAIIPTPY — b 25 ) ML TR % X 9 fFH
$AH5Z L, PTPY — OB L D, BB ERA R B~
FIA L, BICIZZELE B S L CHER TN 255 0 E 8 2 & 0HE % OF
BTBHIEDDH D

15. ZOMDEE

15.1 ERER{ERICE D <153k

15.1.1 e FuruuF 7Y FOEHERPARAOKEMN RO T
H512.5mgE VA Y FH LYy YLFLFL/L Frsa
uF 7Y FEAHIOENER R BT, PR F5-725146
BIF1661 (119%) 2GRS BTV 5,

15.1.2 A CERB I NEFME BT, e versogF 7Y
N &b SNz BE T FREHTINE ) OV BATIE ) A 27 A3
B2 2 MBS hTna? Y,

TN E v
(ng/mL)
200 4
180
160 -
140 |
120 : \
i '] ;T:)Zﬁ;HHH
Ll" 80
i 60
fe 40
20
0
10
20
0
(ng/mL)
100
80
i 6o
h o—e 51011
&, 0---0 #5151 N
JiE
vFozooF7I R
20
0 = &
ol23156 & 10 12 16 24
05 B B OB ()
Cmax Tmax AUCo-2m Tz
.‘Il"“ S L
e %50 (ng/mL) M) (ng - b/mL) )
BN 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
M-I 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
. ... IHH 62.3£16.4 1.8£0.7 338.6+96.1 6.0+3.1
vrorunF7YR
FRzERFTIE 15HH  61.0£14.6 2.0£0.5 377.4=119.7 7.9%3.9

(P = BEHER 5, n=8)

16.1.21MMepHh>FHILa 2 BEREIE%E RV 7= Population
Pharmacokinetics (PPK) f&#f
Y TFHNY v Y UF TN e LR Y T IER168
B, AR R i M A B O v i AR T 2k 55 ML o R IE 3080,
PRt & 8 9 MU B 18, TR S5 & £ 5 w8 i 5 FR 5 8451,
B122460 75 S 1% 5 722,886 IF ki D ML 1 7V &
iz FHC . R RE. FFREREIREE (AST. ALT). B
REIRR (G 7 L7 F= >, BUN). M7V 7 I Vi O Il
JEOFME SV FHNE D2 )T T A HARR. Hxy
IWAFTRAFTEY T4 L OEMSEEZRE LR, ITFRER
H (ASTAE>40XAZALTAE>35) ICBIFT B 7 ) 7 T ¥ ADM5%IKTF
FTAHIEDPHEESN TS, [9.3 5]

16.1.3 &EMFHIEZ 4 HER

(BT F7EEELDIT/N])

M A FFT7TRAHELD 7N L2 h— FRA&RLDZE 7 0 X F —
N—FIWZ XY, BERABTCZRZN1ED VFH L5
Yoy FEeFvELTdmgh e FusuousF7 Y FE LT



6.25mg) % # FLH IR II14E 5 L C i SErp G v AL (O > 790
5 V)ROSR E R (e Koy oo s 7 9 1) ez il
L. 15N EYBE ST £ — % (AUC, Cmax) I25\1TI0%
(R X B U2 CRHIAT % 17 - 728, log (0.80) ~log (1.25) @
WP CTH 0\ T O RS2 R S h 720
CHCTFYNE

HENNTA—=S BHEINGTA—=F
AUCo-13 Cmax Tmax Tz
(ng - h/mL)| (ng/mL) (h) (h)
A 7F T HLAHELD 617.287 56.002 4.17 9.89
[7 73] +129.735 +13.302 +0.92 +3.11
it A 614.683 56.416 3.78 9.34
T FRAHLD +116.463 +15.568 +0.81 +2.49

(P39 = (R, n=18)

70
60 —o— 7 F TEASLD[ 73]
-0 LH—FRAHELD
5 50+ |F T = B S, n=18
E
£
=
Fy
&
®
=

0 5 10 15 20 25 30 35 40 45 48

P 5% oW (h)
SEFOZOOFFIR
HE kg A—% BHEING A=Y
AUCo-13 Cmax Tmax Tz
(ng - h/mL)| (ng/mL) (h) (h)
A 7F T A HELD 324.331 60.007 1.89 7.46
[773] +53.004 +11.583 +0.76 +1.92
- 323.499 60.467 1.94 6.89
I — FEA§E
7 — FEESELD +52.158 +12.658 +0.80 +2.32
(P = BEER %, n=18)
70
60 —e— 7 F 7 WAHLD[ 73]
-0 LH—FERAHELD
g 50 Py = B AE, n=18
2
=
£
&
®
=
0 5 10 15 20 25 30 35 40 45 48
P 5B oW (h)
(h7F PEARHDIF/5])

(2) 7 FF 7RASHD 73] L 2 — FEA$HDZ 7 0 A F —
N—=FIT LD, BERKABTICENLZNISECD YT LY
Vvl FEFNELTBmgh e FusuuF7 Y FE LT
6.25mg) % i A H AR % 5 U Tl s S (7 v 7L
5 V) URER M ARZALR (e Fa 2z oo 7 3 F) il
E L. BONTEYERE T 2 — & (AUC, Cmax) (22V"T90%
IR B2 TREHRAT 21T - 7256 8. 1og(0.80) ~log(1.25) @
PN TH Y W O AP RS EATHRR S h 7z,
cHUTFHILE L

W TA=S BENT A=Y
AUCo-18 Cmax Tmax Tz
(ng - h/mL)| (ng/mL) (h) (h)
A 7F 7 EAASEHD | 1083.005 92.774 4.89 9.52
[73] +307.684 +28.284 +1.71 +2.55
. " 1102.444 94.049 4.61 9.77
=7 = FEEGSHD +300.675 +35.918 +1.09 +2.90

(P35 = (R, n=18)

—
1)
(=3

100 —e— 7 7 F TEASHD[ 73]
---0-- ThH—FEL A HEHD

=) Py FEHERAE, n=
El 0| Py = RS, n=18
S
i
260
E
£
= 40
b=

20 H

0

0 5 10 15 20 25 30 35 40 45 48
Fe G5 ORER (h)
-eROZOAFFIR

HE T A% BEINGTA—F
AUCo-s Cmax Tmax Tz
(ng * h/mL)| (ng/mL) (h) (h)
A 7 F 7 LA HEHD 323.477 57.746 1.94 6.98
[7 /3] +61.726 +10.222 +0.64 +2.45
310.850 52.714 2.17 7.53
— N
TA-FREFRAD | o g7 | w1868 | +0.71 +2.54
(P = AR 7, n=18)
70
60 —e— 7 FF 7 ASEHD[ 73]
0= TH—FRAHEHD

QE‘ 50 || P+ BERAE, n=18
ER)
“
£ st
®
g 20+

10

0 °

0 5 10 15 2 2 2 3 10 45
P25 (O (h)
MR ONICAUC, Cmax®50/85 2 — % 1%, #EE ORI,
PRI OITRIUAIEL - KRS ORERSANC & > TRE WM D %6
16.2 ORIR
MR A (1260 12h v F vy Yy YLFeF/k Fuoson
F7 Y K& L T8mg/6.25mg% Bk G Lz, #METHRS &
g L CCmax I AW A 79 vy v CldERL, e R
r7anF7 Y FTIKT Lz25 AUCIEIGTER S » >~ 791
Z U TIEEELRL, b FarzoaF 7Y FTRI7.6%DE T T
HY. BRNICHEE 22 0TI AVEEZONS,
16.3 9%
(UCIh vy v & bollf, 4%t MLFET VT I VEHR
IR L 72 0B IR A ERIE, & HI299% ETH 5 (n vitro)
vkozooF7 Y Foe bE&EEARHE3%1320.8~24.0%T
5 (in vitro) o
16.4 {3
AYTHNE Y YU FEFNVEANEFINVIATTI—EIZL
DIGHEACE A v TV s it s L & 5IC—EACYP2CY
12 &0 IR TEACEH Y M- T S N2 A%, AR R e A3
KAYTFHNY Y LI eFLEHEGLEXZOM-TOIMT
TR K SRRSOV & v O IR EE T OYBR vk
I CYP2CODEEML AN L %9 ¥ FH v & » ol
FRIENOFBEI LR VWEEZ bND,
$720 AU FHN Y VIZCYPLIAL, 1A2. 2A6, 2B6. 2C8. 2C9-
Arg. 2C19, 2D6, 2E1, 3A4DRHIEE % BLE L 2\ (i vitro) o
16.5 Bttt
AREEEMEERZIOBNICIHLR S T vy v Y L3 T
/eFazoaF7 Y FELT8me/6.25mg% 15H B IEHRS L
oW RPICIEREMETHE A Y FHNVE Y YL FEF LG
Mol S g, A S vy v JEGMAE M- T %
e razuood7 Y FAPRES D, #5240 H F ToRT
HYFHNE M-I KO FarzoaF7 Y FREILED R
RREEERE A > F vy v+ M-T 2% 510 H12.3%. 15H



H15.8%. v FuzwousF7 Y FRELEIHRG1HH71.1%.
15HH80.4%TdH %,

17. BRERRKIR

17.1 BHERORLMICET 2558

17.1.1 ERE MHAHER
AEESMEEREZ LI, IHIHY YT VEy v v
L¥tF v/ Fuszuousd 7Y FE L T8mg/6.25mg.
4mg/6.25mg. 8mg/0mgXiZ0mg/6.25mg% SM M5 L7z &
BRI O RIIREDO L BY) TH 5,
b Z 7 WAL A PRI 28 (b 12D W T, 8mg/6.25mgif i1E
8mg/Omglf IR E L EPBRO LN T WD, T TN
FME 2L IO W TIiX, 8me/6.25mghE M 0M4mg/6.25mgl
& H128mg/Omglf ICHRA B R ZAEDNED LN T WD,

P A A ] b 5 7 WA A TR
- MEZALE (mmHg) | UEZ LR (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/0Omg B i
(n=148) 14.80%12.352 12.22+8.085
Ome/6 Zome -8.28+9.903 -6.95+8.101
(n=74)
CEEfi = B %)

FlFE 0 58 B % 1E. 8mg/6.25mg T T 18.2%(27/148 i) .
4mg/6.25mg T 16.9%(25/148 #1). 8mg/Omg # T 14.2%
(21/148%1). 0mg/6.25mght T20.3%(15/7461) TH 1. 55
WA B2 o 72 (4 MUE) o

17.1.2 ERE DERER (REP5HER)
ARREVE S M AE B H 1200 & W42, THIES 7% vy > L
tFu/eFuzuuF7 Y R L Timg/6.25mg X 138mg/6.25mg
%52 A MG LR RO RIIRED L B TH %,

b5 7 WA AU T b5 7 WEAR LR
I £ 2 b (mmHg) I £ 2 b5 (mmHg)
-18.20+13.200 -11.82+8.847
CEI M + (R )

R FEBAR1325.0% (38/15261) TH ). TDEZ b O
PREEIING. 6% (1051) . w5 IRERIMAES. 3% (561) . HHIK2.6% (451)
THholz BWFMZEBRE, HGMHZEL TRERENIEAR
LN o720

18. ZhZerE

18.1 1ERF

(BoTFHNar YLxeFib)

1811 HUFHLY Y YL FVORTEERIE. KA THR
PUEAR I BV THER IR S IWEER# Y H ~ T s
YERY, BICMEFRHOT VAT 184 T1(ATY)
ZRERCBWTCT VAT Y T EEHL. 20iml R
P 2 90815 5 2 £ 12 & o TET 2 KMo T I
%, 2510 ATIZBERENLREECOT IV FAT B Vil
WV 2 SR D BEMEIC 3G L Twb e EZ LR
51972 (i vitroy in vivo(F v b))o

(eros7oQF7oR)

18.1.2 e FuzuuF7 Y FOREMEIEFIEHES 2 Tldz v,
Pe G M B s S O R A A s 5, LA L.
R P 5B O FEE 00 72 B E A LM EILOBE T I L 2 b 0T
HY. MFINEE RS2 RA LE ETlRD L5 LR
WFEBRIGTINIC R 50 A TIEd 2 AR R 0 D % £k
9 RNNa =AM P AR A Na i B 12 & ) ORI
AR N Ca® W EEAMI T Ly ML DU A )V 2 103 2 I 1
A O BOBEEATIEES L. KRR WA T5Z L1085
WEREZHoNDY,

18.2 A>TFHIAY YL xEFEEROZOOFT7IRED
GrRICE 2BEE/ER
WILEERIIET v M2BWT, Ay FH Ly y Y LdeF

e

raozaaF7 Y FEDBHICED, AVFHLy Yy VL

FEFNVOBREMEROWBBBDOHLNT WD, Tiw H T
VE Y YLEFEFNVICELE FRZOOF T Y FOFRIEHA~
DOFBILFRD SN TWR Y,
183 L= -7ooAF U RICRIFTHE

T ML i A 749 CARTE P s IR ES6 151 R o8 2 £ ) i I e AR
Z18B) xR, ATV Y YL FEFIVIHIEIL~12mgD
BB 53 BROKE R, ML = ViFE. MmiE7T v O F vy o1
BERCNSET Y+ T vy Y TIRED EARASR TV LY,

19. BRRHCEET (2R
(BhrTHNEr SLxEFI)

—iks
Lzt

i R

2

o S

N
f

M-

=
e
>

S VFY VY Y v L FkF )b (Candesartan Cilexetil)

: (1RS)-1-(Cyclohexyloxycarbonyloxy) ethyl 2-ethoxy-1-
{[2'- (1H-tetrazol-5-yl) biphenyl-4-yllmethyll -17-
benzimidazole-7-carboxylate

* Cs3H34N6Os

1610.66

DB ORI SO B K TH B, WERER(100) 1I2R°%
WITRT L AT =R RBEBFIILL, =8/ —
(99.5) IZHEIFITL L KITIBEA LB TRV, 25 ) —
VBT (1—100) I3HEEMEZ R S v, fEE TR0 5
Nz,

(erOs7OoQF 7Y R)

— 4
(=

ATA

Vi

L5 NRNE

sk FuZzowF7 Y F(Hydrochlorothiazide)

1 6-Chloro-3,4-dihydro-2/-1,2,4-benzothiadiazine-7-
sulfonamide 1,1-dioxide

C7HsCIN304S2

1297.74

F O i U REOR R T, 1B Wid% <, HRITHE
PV, T M ABETFR T TR MY VISR
REIFIZL L, KF 7 7 =)V (95) 1I2H e THEFIZ <
v VIFNVZ—FT VI LA LHET v, KEES b
V7 KRS B

i

0.0 0.0
N N4

H,N” ﬁ SNH
cl N)

H

£

22, AE

(HTF7EEELDIFT/N])
1008¢ [108E (PTP) x 10, FZEHIAD 1.
5008 [108€ (PTP) x50, HZEHIA D ]
(HTF7EEEHD[F/N])
1008¢ [108E (PTP) x 10, FZEHIAD 1.
5008 [10$€ (PTP) x50, HMEHIA D 1,
5008 [ 79 AF v AR IV, NT, HRFIAD ]
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26. BLEERGEEES

26.1 BL&ERRTETT
HEF/IT77-IHR a1t
ZEETHRARNRAB—TEH24F 115

26.2 BR5E

HHAERITFRASEH

RIRTMFRREEEITUTEHIZES
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