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Bp K IR
FREE - 3

1) ERE—-EMEONTRIILOHTTSZ &

2. B2 (ROBEIZIFBELEWV &)
2.1

FIDS & B D F 7 2 8 REAIZ 7 DR
et Bzairzans) FUEOALT VT I ik
HAR) 1SR B ORBOE O BREED b 5

2.2 WIROEFH N IMENhOEE (e FursoaF7
O FOMESIBIETE 0] [9.2. 15 1]

2.3 2B ARLOERE [9.2.22H]

2.4 RIEHDF L) L - ) ARSI LT

2HE (e FuorzousF 7o FIMEF MY v AMSE. K
)T LAMIEEDEMREIRFA=TLIELEZN2 H
%,] [11.1.5%#]

2.5 WG SXARATHR L T B ATREME D & 5 &M [9.55 /]

2.6 7Y AFL YT VIEE ARG hOREIRERE (727
L. OBREBHEEIT-> Ty A BIMEDT Y b a— L)
FLLARDOBEERL) [10.12MH]

2.7 TAET VY VEEBBIEARY (SIS 21 LR
12k BERR) ARG oEsE [10.12H]

3. #ek -

3.1 fHER

520N

WR7e 4

B 7 F 7 EAEELD [H3 5]

N7 F 7 EEEEHD (&3 2]

AR SY

18Er -
HIGHFHILEY LLFbFIL
4mg
HiFe FervoasF7 v R
6.25mg

1gEr -
HIFHFHILay LLEbFL
8mg
HFe Farvoas7 v R
6.25mg

VR

rYEORAVFY TV, B R
o¥yyuriibiio— 2,
v 21T —)L6000, HEG =
fBIgk, AL AT — 2RI
YL, ATT ) VBT AT
7 &, FLBEARA

rYEQRAVFY TV, B R
o¥y7yuriibiia— 2,
<2 aT—)6000. =k
I AT —Z AT
Ly ATFTV VRS TR VY
2 FUREARHIY)

3.2 A OHRK

ongd

N7 F 7 EEELD (&3]

H 7 F 7 EEEHD (&34
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T TV EDREE

2K I TWRLEADO FKEE

JR N
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(mm)
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8.6
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8.6

FaiE

5.1

5.1

g

#93.0

#93.0

ity

130

130

Akl — F

AK302

AK312

4. EERIIRHR
= I EAE

5. SHEEX IR ICBHET 2=

5.1 WEAMIEETOBZNEND . KA Z S MERZED
BRI LW Z &,

52 FHIE LT, AV FHLEY P LFEFNAmg TEIR
DB HVFH LAY YL FEFI/e Fusa
T F 7Y Ndmg/6.25mgD% 5%, HhvTFHLay v F
Y FNU8mg, XiFAVFHILLY YL FELFIL/kFay
TuF 7Y Fdmg/6.25mg CRIERA+ A B EICHh v T
LAY YLFExFI/LFarzuaaF 7Y F8mg/6.25mg
OS5 EREFT52 L, [8.131H]

6. AERUCAE

RAIZIFIHLIEEE (B Yy FHILay YLdFEFIL/kRo
sauaF 7Y R E L T4mg/6.25mgXi38mg/6.25mg) % #%I1
5425, AANXEIMAEBROSE SEREE L LT END,

. BEEREXNEE

8.1 KA, #vFHLay YL FEFIdmgdh 5\ E8mg
b rForzaasd7Y F6.25mge DEEHITHD., v
FHLLEY YLFEFILEE FurzoaFTY PO
FWEHA RIS 352 0A 5 3728, WU AFIOHH%
BEd 528, [5.2800]

8.2 b FurzuuF7 v FIZKA V) 7 A D 5\ I SRR
MAEE R X T2 ZF NN H 20OT, EHIICIMGEH )
LMER OISR E= 2 ) v X & FEE L., Blgs+5
52 &,

8.3 bt rusruuF 7Y FOMIRMRIIZHIIHEDNE T
ERNDHDBDOT, BIRERHM, BAKZHIERETSZ &,
8.4 BEEMRHICH DS DXV, 556220 5bN5TZ LN
HBDT, EEE, ABHOEIRSGR A S M & 1%

fET 3B I3TREEE3 2 &,

8.5 FIMT24MRIIZR G L s EnDEE LWy, TV VLT
Vv I ZBEREDFIR S OB, B O
L=v-T7 YT vy v ROMBERIZ X 3 S & ILE
KTFERZSIREELH 5,

8.6 TERIDIKE AR M L EH 21T, ERIOYER 28T %

72, RIS 43 2 ENRE LU,

9. BENEREZEIHBREFICHT I IR

9.1 At - BIEREDH 2 8E

9.1.1 MRAIMBBRXEDH 2 BEXIFBE TCEHREED
HDHEE
WE LR ESEWEHBrEh 2548 %2k &, AT
5T, hYTFHLEY VL FvFOLITEIMG SO
RARERR A BIEOIE PIc &k BoR I B2 Bk ¥ 5 %
TNND 5,

9.1.2 §H VT LMEDEE
BE LR ALV EHI SN A58 E2KRE . I8
5Z&,

AVFHLEY SUFREFEES ) T LMGE % B X
BEBEITNDD 5,
F72, BHBEREE, oY e - L RROBEREEIZ X O
WA )W AMEAEL DT VERETIZ, M) v A0
ICHEET5Z L,

9.1.3 KA. RBICEE. BRROH 5EBE
tFaszuuF7 Y FIZk D @REEIMGE. & RGE % ok
L. El, BEREOBLRIM b DB Zhsyd 5,

9.1.4 EELBEIRE(LEE R L BENIRTE{LEED & 5 B
v razouF7 Y FIZX228ERENRH 6 bz
B Sl MR, MR 2k U, MARIERE % 35
HydktThhdb,

9.1.5 THI. IEFMD&H 5 EBE
vrusauF7Y MK EMRELAZRZTBZINNH 5,



9.1.6 &AL LIMGE. BIFIRIGHEEETTERED & 3 B
vraeszoaF7 Y FRIMVEALY Y458 EREXEDE%
hhd s,

9.1.7 REFEFOEE
v rosuoaF7Y MIZXDIKF b v AMEEZEZ §k
TN d B, 72, BELSWIEEEPORBE T, AFO
A ThdhyTFHILEy YLvdFEeFLOHEADRE L
DEARA L. R BEAITME, BHEE R UEE OIRRES
THCBR LSBT T &,

HhYFHLEY YLFEFILOEREIZXD ., FRICIMT
AWK T L, v a v, K, —BYEOERELRY
HREDIK T AR I T Zhhrd 5, [11.1.2, 11.1.580H]

9.1.8 XREMBVIREDEE
v rusuaF7 Y NOREEEH RIS,

9.1.9 &F b U LAMIEDNESE
KRNDOK S THI I Y FHLEY YL FEvFLOMEE
DELDMBL. BET 255 300E. BRELXCEED
REE BB L ARG 2 &,
HAVFHLEY YL EFEFAOELGIZED ., FRICIE
NEWIE T L. v a v, Eph, —BHEOERIEERE

WREDIK T AR I T Zhhrd 5, [11.1.280]

9.1.10 DAL Z AT 28E
KHORSTHDH VY FHILEY YLFEvFLOMAREY
DEIDRIBL. BET 255 300E. BREXCERED
REEE T LA 6T Z &,

AVFHLE Y YLREFLOEE5ICED, FRUICME
DEWIAKTF L, v a v, Kpl, —BMEOZRELRE
EEDIK T #RZITHZThhrd b, [11.1.280]

9.1.11 EHBBIEDCEFEEDH 3 EE

9.2 BifpElEERE

9.2.1 MEREHPDEE
BEEHLEWZE, B FuruusF7Y FOMRISMHTX
mn, [2.220]

9.2.2 AMEBERLDEE
BHLEWZ e, e FurvuousF7y FIZEHEELHIZE
fbxxvsbzhsrd s, [2.35H]

9.2.3 MFI/LF7F-E@H2.0mg/dLEB A BT
BE
IR ERD ALV S B A R E, BT
52k,

9.2.4 BEENDHDIEE
e fgsuuF7Y RXBAHVFHLEY YL FEF

IZ X BB MFHEEDET & 5 W3 OREIZ & D B
BENEAL T2 B ZhA b 5,
CEMICINNG 2 V7 F = AE R ISR BEO E= 4 Y
VO RFERL, BERE N2 E, MEI LT =
Ul A R OMTEIR BN E A OB 2 had 5,
CHAVFHLEY VLFEFILOHEEZDEIDRBL.
B3 200, B RS N OB D IRRE & 3 128l
BLENRGITHIZ L, hVYTFHLEY YLFEFLD
PS5tk FRICMENZHIETL, Y a vy, &
o EMEORBIEAREREOIK T2 I T Z2hs
b5, [11.1.2&H]

9.3 FHipEEERE
-SRNG5 EGBT A R CEEICRE T3, H Y
FHILE Y L FREFILBIHEEL LY S BTNh
Nhb, £, B H v FHILE YO )T TV
ZME RS2 ZEpHEE IR TS, [16.1.28H]
sk fusvuuF7 Y FIFMESIEEZRZ T2 nH 5.

9.4 4£JEREEE I BE

9.4.1 ITIRY B EIREMD & 2 &4
TR T A Z ENRI AT 7T v OF 7 v v VAR
PHEAIIZT v o F 7 v v v D2 RREH Al A #H LU, 1S
U - FrERAORE (B ARA, FEE - M - BB A,
W) 2580 oM =flrndfts ch a2,
AFNOFE512 5 REEOA S L E5E U CRFES
DBENEEEEITKGT U, AL oA a2 Ll

ZEHMENBLHRICOAKGTHZ L, iz, BH1H

PWALAIIIROERZRFHICEE TS 2 &, [9.55H]

()R G-BHETNC R L T W &4 RT3 2 L,
KRGS, ITRL T WT & &2 EHENChERT 5
Z &, PSRRI L 2354801003, HhICiE 54
k452 &,

Q)RDOFINZDWT, AHGFMGRFHICEEICHAT 5 Z
Lo o RGP EMBEIIIBUHIHT S Z L,
THRAPICARF Z S L 223545, BRI - B ic s
RIFTVZINH BT &,
< JERRAVEI L 72 s b B I5A 1R,

ICHfAT 52 &,
< WA GHE A A, HMIRICHER TS Z &,

A

9.5 1w

IR SUIIENR LT B ATREMED & B P23 5- L snw 2
o PEEFICITARAVHII L 23800, I Icf 54 dk
TBHI L,

TR A R ORI 7 v O 7 v o v TREREDIHI
T YO T VY VERBERIAEA ARG S B TEK
WARE. BRU - FrAER O, FiAEROEIAE, AL,
B )Y AMYE, EZEOIRARE K OEARBPREIZ L 5 &
HEMl X 5 R o s, TEZEmOETE, MO S
Hobhi-LOHERD 5,

F7 ¥ FRIEHITIIHERSUTZIRIZE Y ) LY U IE,
MM AMES 2R T2 e 0d 5, E72. FIREFICH
DL MAEEA . MERGE. 75 - RS2 S 5
bhaZehdsb, [2.5. 9.4.15H]

9.6 ®ilw

BTALEWZ EHRLEE L, Ty b ORI R ORI A
VYL Y L FEeFILAEEHROKES 35 &, 10mg/
kg/ HLYL EORETHAETIZKEE O R4 A FED 5 T
Wb, i, Ty POIEREKIHO AR, BB VIEEFLIO A
WZHVYTFHLEY Y LdFEFLEREL A, WThd
300mg/kg/ H THA YL KEREDOHE MNP FRD 5N T\ D,
v faszoaF7 Y ik MEFPICEITT 5 2 L
XhTn3,

9.7 MNEZE
NBFE AR L U BB L Than,

9.8 mknE
DTORISER L, BBEOREBEEE L 2 5 HEIZRS
T5Z L,

GBI ORIERF E LS BnE IR TS, ikl
EBRI DB INDDH S,

sk FarzuaFy Y NIk 32RO R
U, A, BIESFIZES756LK 64, O, &
MEERLITIEND S,
CRHOODVERECHEOH 2 EE TIE, e FesuaF 7
Y FIZ & B 20 R PR i S0 2 10 R 0D YD & LT i
ZRL. IMMIZEZDMRIERIELFRT 28 Th2d 5,
sk FaszuuF7 Y FICKBKF M) 2 AIE. KA )
Y AMIER S & bR,

10. #HE1EH
10.1 AR BFALAWVWI L)

Ex BRI - EE s | T - eI T
7UAFL Y T T A, BV = -7 v U7y
PR BERE, @ Y Al S SO R R
OB P o5 18385 A Bl [ R OYIRIALIE D ) 2 7| &5 WTREME DS 5 %

554, =720,
il O B 11365 & 4T -
THaBEDa Yy
P —LaFELLA

Bt sh g,

RoOEHEERL,)
[2.620]
TAES VY VERBSE K S b ) o AMES R TR EKST Y T A
KA By thnd b, |[MESREHTIEZTH
IZYUARLL N b,

(kT 2% %
JRIZ & B 1EEISHIR)
[2.72MH]




10.2 HAZEE BHRICERTSC.8)

AN E RRRREIR - $5 5 BT - Sk~
H 0 MRFFERIRA] (S ) 7 AES ER Y FHR sy v
2¥ua/s 50y |THZEND D, FEFLDTILE T

)T ATL U
IFLL Y

o > oI AE S &
D)o AUFEAER S

A1 LG W sZ Lickd,
BRI« I E R
fEo & % Bk

FIPRFAI FIIR A TR % 22 T RIRAICIREEE 23 C

Jut 3R WAIBHICAK A VIO (W B EHICIEL = Vi
P saLAFT V| TRET A BIEERATOEL T3 EH
N RS 2 B2 | BEL, AV TFHILA

[11.1.22H] NHBDT, PEIL|V YL FEFILNE

FbGd 5 22 EPEEICH | FILR 90,

5432,

JERRIA T+ R I R Al
gﬂﬁ?é%%btﬁ

INL Y — U R R

HNATILHTA FR
JR:5E

HEE ST PRI A3 3 g
2ZE0H5,

75 U A OO A £
I & A O R FEAR TS

o

HNATILAHTA KD
K {5 T N A
bbb Ly
EhTnd,

FILT— )L M4 R 1EH 263 %
FLa—)LEDPFIC
& 0 B F A 8 5k

LHEEER B B,
HE7 IV ﬁﬁ?iywﬁm%M%T/bﬁ%miﬁf
JNT VI Y TR BB, F|T 1243 % Il 45 R
TRLFY Y mwwﬁﬁzﬁﬁ?5®&BWéMTéﬁ5
ARH O —BERSE| Z L s Eh T,

%@%ﬁ%ﬁ?é L,

VAR FTVYROZD|YERI )Y RUZOM|e FursaaF7 YK
JEUE L AU FHA B O IRBEAE T |12 K B I ) & A48
Y ARY T VAL AR B I BB, | DIKTIC& D, Ait#k
B3y LY THIRGTOREIE 2 K0 fhAE - 57508 W 1 1

INvoua=g LBAL

Wt AAO—FREE

MRS B LFELON

Yl HOWEERHTHIE, | TnD,
FeIEAEH 26 3 2 o B I-A1EH 23 89983 2 35 | 1E B D 2 75 5 [T
KA T d %, R ISP SN AR 55
BT [ Al oD FH et 3 653 45 2 | WA 5
—tur) ) VE I FETLI L,
TUAFL Y 7GR E, G V|v=v-T vVt TV
A LRE B OIS I | > SRR A B o
ERIT BTN S| ShfE"NH 5,
%5, eGFR260mL/
min/1.73m?A il D &
PRERLE O & 2 BE N
DTV AFL Y ITZI
I & ONFHIZ DN T

. B RS AL
W T h BG4 %
FrEdEr 52 &,

TV UK T VY VAR
e

FRBERE, ma Y Y
2 MUE K O %k
ZIBIh 55,

U¥ 4 2H VX L) ADODLIKIZH e FasaaF T YR
= FTAMEMASBEML, RIS KBMEH Y v A1
DA D BHREESEZ B Z | DI TIZE D, &

BB, MEH )Y A O Y E LY B D
2T 52 8, |[Na-K ATPaselZfiA
U, DI ) B & R
BIRAPZ 5, w2 %
v LK AR O
%KY,
FLEEF b Y A F7 Y RFREHN-LB|e FursoagF7 YR
KMETLﬁU—vhi%ﬁUﬁAWWW
KA ) Y AMGED IS K DA ) 2 Al
@ﬁ?é ENBH B, |RERNHEET LS T —
VANB|ERZI XIS
ZEehbBH, TILHY
L#lcd 2L Y
v LD Z DIRRE
XL E D,
R F I L U F Y LAhESRREG S |HEIRME IS5 F

ncTn3,

7 LD PRI AR HE &
ns,

BRI B AR 2 A
ACTH

K71 ) & & UAE A FEBL
TE5ILNHB,

b FgsouaF7 YR
ROKLHEHIE & A )
Y AYEIMER & R0,

) Fu) F v B
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BHLEONRT LS,

FERCEEANIME A ) T A
mf%iﬁkbt%T

@wm
vAmr& ﬁéﬁé
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A% E RRAEIR - $5E ik BF - fabaiA T
B PR FE A1 i PR FH 75 0D A FH 0% 25 | B S B 3 28,
SUAI LW TBZAnbleFarousF7 Y i
R 5, KB HVwLamEEIZk

D, WEhgopMaD A~
20 VIHAME TR T L
EZb6N T3,

e AR A O W A
L F 7V FREFD
W A pHFE B Z &
N5,

aALVAFT IV F 7V FREHIO/EH

BWETTEZ BB,

JEZ 7 v A4 F e
JaAl (NSAIDs)
VALV

P LA FH A IEH § % 2
b5,

JEZXF a4 RS
flizrazzs5y
CYOEKREHET S
2o, IR
%A % 7= L, RRIEME
F % W55 X ¥ % " perE
NhbdeEILLENATH
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JEX T a4 R
SRlOTa 2875y
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&Wﬁﬁm#@Bbhé ENHBZOT, BEE DT
v, BESRD 5 NG E I3RS kT 5 5 Sl s

WEEITH T &,

1.1 EXLEMEA

1.1.1 MEZ/E S ARW)

BRI, B, . W - IRTREOREIE 2 RER & 35 1M

BHEHONBETEND 5.
1M.1.2 avyvy, ki, BHEK CHEHEAH)

W, ME:, BERNEAES D S b -G AIE, EBIIEY)

HREETS 2L, [9.1.7, 9.1.9, 9.1.10, 9.2.4, 10.2&1#]
11.1.3 2MBEET (HEAH)

1.1.4 AV LME CHHEARI)

11.1.5 &F MU LMMEE  (BEEEAH)

B, AR, K. W, FikREEs LS € b

UWAmEﬁ@Bbhézt#&%O%M%T&Bbh?

T, [2.4, 9.1.7&H]

11.1.6 FFEEgEEE. |E (BEAHH)
AQTADT'yGWQLﬁ DONFHEREREE L B 5 b b
TENB B,

11.1.7 EFBBRIRAE (B% A)

11.1.8 #EMHBABE (HEAHH)

PO, &, CKLES., Iih R ORh I+ aey b

AEREE T BRNHRRIEYS S 5 bhbZ e ndH 50D

T, ZOXS Al bIcES2hE L, WY s LE

o2k,

11.1.9 BEEMRL GHEARH)
%ﬁ\&w\Wmmﬁ\W%Xﬁﬁﬁ%%ﬁﬁﬁEﬁ%%ﬁ
&6%%5’&#%5@? ZD & maisid s ik

. I &E+w%/ﬁ®ﬂ5%DEW&%E% 52,
n140ﬁﬂﬁ(ﬁ§7%>

&, Zelgi&. Wi, FOEAZ. PRI, KR,

WEREHEN D S b AI 3RS Ahibd 5 2 &, BEIR

R ORBETH 5bhedu,

1.1 BERBMEN. SmiEaEm (G AmH)

TE B &E%%M#%&bﬁm%+ﬁtﬁ5:to
11.1.12 I|IEEMMER LRI
njjsﬁmE\%ﬁ@wﬁﬁﬁﬁﬁ(ﬁEK%)

fiAkEARH 6bIBZENHB, £/, k FaroaF7

U PR, B h © B DU S Sk I e B i

U= OHERH 599,

11.1.14 288 TVUF< =T AOE(L BHEA)

1M1.1.15 PF745%2— (HEARH)

11.1.16 = 14 X & 1 5 5t £% JE (Toxic Epidermal Necrolysis :
TEN) (5 AHA)

11.1.17 FEMER (HEAH)

11.1.18 SRR, FAERARARE (BUEAH)

SRR (. K NS4 &) . BHERM AR

HobhBZENHDDOT, BMAEHNOKTRIRRHSED

I

=
JCh



HENRD 5N A IR G 2L U, R IIRRHE
DLREZTH LS. BHIHETLI L,

1.2 ZOMOEHER

5% I 0.1~5% A A
WS PR, R
B W FE WD BpE F| AT, O 7S
<. M 556D0%FH 5L 5ARW
KSR EF SHERE, AR, R, H O
LUORhE, lUEo LA
& RIS
s (PRI b 7 ) o 4 BR |[(84 ) @ AMUE, K~ 2 %
L5 MVEIRE ES-. B>y 4ME, K2 v — ik
LAFO— LR (T hu—2 X, MES L
e MU AE vy L0 EREOEMER
W, MR V82 W
Wb WG, LI, WRBE ISR B, gk, Ak
B R, 1198 (IR, EIEAPUR, O,
L SR, e, @
Wl
Fi Ak ALT. LDH, Al-P.|AST® -5
y-GTP® L5
] FEHT)Fv =72
137 FIMERRE . Al | ek . PRk %
M . 555
T Hik BUN. ZLv 75+ =
YO L5 HAR
2 DAt BRI& . MR, | e R, R,
B, W, M CK B[P, Aeig, Sro s
H. CRP LS. 3w AMhE % £F 5 8IIHIR R
R4 W EE|E, BE MPUE. BE
(TR

) ZOLS ahaicidmE, KT 2 A S s LEE1TS T L.

12. BRRERRICRITTZE

v FaraoF 7Y FIZHIRERREEO & WEHEDIEPBI

ERTEELTIEHH S,

14. BREDXE
14.1 EFZFEDOZE

PTP AR DHEANIPTPY — b2 5D I L-CIRIT % &
FEET S Z L, PTPY — FORBRAKIZ & D BENGIAE
DEEREARIA L, B3 LA I 2 U CHERRIA 2% 0D
HELAGINEENET S I LD 5,

15. ZO/OEE
15.1 ERERfERICE D 153

15.1.1 e FusuousF7Y FOEAEREI KRB OAKRHED
ERTHB12.5mgE VIV FHLEY YL FEFIL
/e FaszaaF7 Y FESAIOENERRRERIC BT,
Mt PR EAH 1460001661 (11%) ISR 5 Tnb,

15.1.2 WAbCHNE & 222 RIC kW T, e e oo

F7 Y F &G XN EE T, SRS K O R
DY AT RENNT 5T ERRE I TNBDY,

16. EYEE
16.1 MAEE
16.1.1 REHS

ARSI EREICIHIRA Y Ty L 2y L dEF
/e FaszuuaF 7Y F &L T8mg/6.25mg% 15 H M58
Pe5- U7z, IS E ARG v oo & v IR
REPIM-T KUk FurzaoF7 Y AR B 5, K
R THE DV FHLEY YLEFLXFIITEEAEMRM

Ehgv, H51HHKC1ISHED

K VTFHILE RO R

uruaaFr Y FOMPEEOHRIZ FKIDOEB) Th S,
. PAN

AN

N
)—0
&N —cy

AYTHNE Y

N* N
HN—

=
I
=

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 Cunax Tnax AUCo-21n Tie
WEWR  BSH (TN W gh/ml) G
P 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
+ + + +
LrorEnFT R 1HH 62.3+16.4 1.84+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
HYTFHILE Y YL FEFIEEE L - dEER NS T
168, AREM: L RE e O /5 i A B 15 I i R 5 2t
AN30f, BB A L S SR 180, JIFREE A S &
MUERERR 8, #2240 55 54172, 8861 s D IfiLHh
VYL & VR AEAE A DT, ME Rl (REE. TR
HEfEEE (AST. ALT). ER6EHEE (WEs v 7F=".
BUN). [irh7 L7 I VRO BMEOFEE 7 v 74
BYDIN)T T VA SAER. AN FTRA e
V74 & OBHYEARET L KR, IFREERE (ASTE
>40AFALTHE>35) 1286132207 5V A045% K K45
ZENEE XN TS, [9.3511]
16.1.3 EMFHIEEMHER
(BT FT7EEELD [HTH))
ATFFTEAEELD [H92] LT — FEAGHELDE, ~
T2 —N=JEICkDZhEhige HvyTHLay L
FtFdmgh Ok FaraaF7 ¥ F6.25mg) KA
VRIS HE AR S L TSR Al L. Boh
7-HEIBIRE S5 X — & (AUC. Cuax) (22N TI0%IETEX [A]
IS THEEHRNT 247 - 724559, log (0.80) ~log (1.25) @
FHANTH O, mAIDEWFORZSNE SR X Y,
(1) Mm#EhH>TFHILE L RE

5 AUCo-36 Crax Thnax t1/2

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

77 F 7 EAHELD| 542.17 46.87 | 4.9 8.1
[&H3 ] i +159.49 | +£16.52 | £1.0 | +1.9
A 606.74 54.83 | 4.3 7.6

T FRCGEELD | dmg | jgesy | 490042 | +£1.0 | +1.5
(mean®S.D., n=68)



(ng/mL)

80
m 70} Tr —eo— HFFTEAHELD [T H)]
¥ PiT -0 TH— NEEASELD
g 60 | mean=*S.D., n=68
7
Z: 50
7 L
7': 40
30 | fi
4 ) 1
~ 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) | ()
7 7 F 7 EAFELD 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 TH— NEAEELD
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, ~
O Z2Ax—N=JRIZ&DEhZhise (HVyTHLay v L
FEFN8mgl Uk FuruuF7 Y F6.25mg) fEHERA
BRSO OIS U AR 2 HE L, Hoh
72 3BIRE S5 X — & (AUC. Cmax) 122N TI0%IE HEIX R
IS TREHRIT 247 5 725550, log (0.80) ~log (1.25) @
HIHANTH O, WiF DL ERESEIE AR X 7z,

(1) miEhHoFHILE 2 EE

5 AUCo-36 Cnax Tinax tiz2
TR (ngthr/mL) | (ng/mL) | (hr) (hr)
77 F 7 BASHD| o 1009.10 86.83 | 5.0 7.9
Sy € | +339.71 | +28.79 | £1.7 | +1.7
A 1070.28 97.61 | 4.5 | 7.7
T FEAGEHD | 8me | y3e5'0y | 44947 | 4101 | 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 Cinax Tmax t1/2
BOR h/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)

MAEFPEEENG ONZAUC, Con2E D87 4 — 213, HERE D
BN, RIEOFREUOIE - RS ORIk > TRE S
a[REVER B B
16.2 TR

fEFER A (126) 12hvFHLgy vyLFEFI/kFa
raaF7YFELT8mg/6.25mgh BB G L,
BTHE & U CCnadd UGG 7L 2 v Tl
FHL, eFarzousF7Y FCIRIET LA, AUCIE
WHERBE S v T L a2 v TIdEIT AL, e e uaF
7Y R TIHIT.6%DIE TN TH D, FHRIIZHEE 258D
TldsnwkEionhs,
16.3 2%

MCIA VY FH LA V&L FOIME. 4%t MIWE7 LT 3
VIR L 2RO FE S A RIE, L B1299% L ETH
% (in vitro) .

v FforzoosF7Y FOv bIMEEANSES
24.0%CdH 3 (in vitro) .
16.4 R

HYTFHLEY VLFEFLEIHILARFVILIAT 5 —

Ik ERE S v FHoL g vicRE s, X512
—EB2CYP2C & 0 FETHPEAGHIIM- TG & 5 23,
AREMSIMEEREICA Y TFTHLE Yy YL FR e FILEHE
5. L7 & 2 OM- 1 OIiHE KRB PRI S~ 74
U2y O HRE K OPRPPEIERIZ RS, CYP2C9D

#1320.8~

WZNEENZ X2 50 v FH L4V OIhEEANDEIL A
TwkEZ16Nh5,

7. HUFHIL L VIZCYPLIAL, 1A2. 2A6. 2B6.
2C8. 2C9-Arg. 2C19. 2D6. 2E1. 3A4D{CHE % B
ELZW (n vitro) .
16.5 BEtt

ARk MEERFIOFNZIALE S v FH Lz y YL dE
Fl/eRuszuauasF7 Y FE& L T8mg/6.25mg#% 15H X
Be5- U 2z, IRAPIIERE A TCH D v THeay &
[P A R = L 4 B NN U AW 17 B AV a0 O BN |
WEHERBEPIM-T KO FuszauF7 Y Pt s,
524 E TORM A v FH L2 VM- KUk Fa
0 F 7Y FREERO BRI PRIERIE S v T a v
+M-I A% 51HH12.3%. 15HH15.8%, E Fuesoos
7Y FARZAUAA 5 1HHT1.1%. 15HH80.4%Td 5.

17. BERRERIE

171 EHROREMICEET 258
17.1.1 ERE T HERR

AREVEEIMTEERE 2RI, IHIRA YTy Lay &
LEEFL/eFusaouF7 Y Fe L T8mg/6.25mg.
4mg/6.25mg. 8mg/0mg X (%0mg/6.25mg% 85 - L 7=
CHHFRILKGRBEOARIIREDO LD TH 5,

b7 7 WA R R I E 28 (L i 12 DWW THEL 8mg/6.25mg
FEZ8mg/OmglFIZ RN E B AEZNBO SN TS, bT T
FRp A 7 K FA U= 28 E B2 DWW TR, 8mg/6. 25mghE R OF
4mg/6.25mglt & B 128mg/OmglFIZ L NAERE A ENRD 5
nTns,



5 b T 7 WAL b T 7 WA L AR I
% =2 b (mmHg) M2 H (mmHg)
8mg/6.25mg _ _
) 20.74+12.359 14.49+7.169
4mg/6.25mg _ B
o146) 18.08+12.944 12.60+8.172
8mg/0Omg _ 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% (25/148(4). 8mg/OmghtT14.2%
(21/14815) . Omg/6.25mghtT20.3% (15/745) TaH D,
PERBICHEE L R 57 (¢ BB,

17.1.2 BRSETHERR (RPERS5HR)
ARREVEEIMEREREIS2( 2 612, 1H1IE A ¥ 74
LE v vyirvFdFEFI/ebuaszuousF7y FELT
4mg/6.25mg X 1x8mg/6.25mg % 520H 1% 5- U 7z [ R ik Bk
WRIEIKREDLEEDTH S,

& 7 WAL E
IMEZAL R (mmHg)

b T 7 WAL BRI
M2 b s (mmHg)

-11.82+8.847
CFIfil £ EE (R )

RITEFHEBIZ1325.0% (38/15265) TH D, ZDTEAED

(IR EREIN6.6% (101) . EIRRIMAES. 3% (5(31) . A

JR2.6% (4Bl) Td -7z, BFRHFEEEE, #5010 %58
LTRERBEDNEAS N L 572,

18. ZFEhEEIE

18.1 fEAF

(hoTFHILary JLxEFIL)

1811 Vv FH a2y YLFvFILOEEFEH-IZ, A&N
TURIPGEFRIZ 3o TESR 2K 38 & s R » ~
THLA D, FIMEFEHOT YO T U1
2471 (AT) ZEEICEWTCT Y OATF vy v I &
YL, 2otk & NERIE- 2Hl4 2 Z &2k > TE
T HARMIMEEPOMTIZ & 5, X612, AT ERE ST
L72GIECOT7IL K 2T v Vb4 2 JIEIE- & BT
TERIZ 85 L TWwW3EEZ5N391 (in vitro. in
vivo (59 1)),

(e FOZOOF 7Y R)

18.1.2 t Fusuu 7Y FORRE/ERER IS » Tld
w0, BEYNCIE. 77 Y FIEZPENa-ClL R4 I 1
AU Rl bR & b X 2, D E AR T 85, L
2 U, BRSO T2 & % B Hibi
T5EDD, HRMEEIITITIERICRD ., O E S %
SaioMIcR 5., Ca®lck 0wl b e 2K F v + L %2
=L MAF T A 2 0 i X 2, Ca?' it A DI & 145
MBI E L EEZ 5B,

18.2 hoFHILEY L xEFERROZOO0F 7R
EDBRICK BEEER
BIMEERBIET v MZBWT, A YFHLEY YL F
tFLteFurzaoaF7Y FEDOHHIZED, # v FH
iy U FEFILORTERHOBMBm»RED 5T\,
2, AUTHLEY VL FEFLICKAB Fas o
F7 Y FOFPRIEFANO BT S Tk,

183 L= -ToIFFT LI RICRIFTHE
L R 74 RREVE S I AES 6/, B R & 1 S
EIERERE18H) 2R, #ryFHLay YLt
FUIHIME1~12mgD KB 5 B OAGH, MAEL = V3%
P, g7 oA Ty Y TIRERCMEE T VO TV v
VIRED FRBARSNTHBEW

-18.20%13.200

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+ CasHaaNsOs
sy 1 ¢ 610.66
PEIR - AEORREIESEOMETH 5,
Bl (100) 1209 <, A4 —JUZRRETIC
<L 24— (99.5) ITHIHIZKKL KICIZEALTE
T,
A8 ) — LR (1-100) (3FEftE 2R & A,
L EniRoohs,

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 ATETR T, TP P YIITRREITIC
LKL ARRFZ 2 7 —=)v (95) ISk THEITFIZLS L,
VIFNT—FIUZIFEEAEET N,
At ) L3RI B,
s K9267°C (43 fR)

EREEMEORAR T, IZhnida <. ki

b s
o0 Ny
HaN ﬁ NH
N
¢l N
22. A

(BTF7EAEELD [HTHD
1008 [108£(PTP) X 10]
1408¢ [1488(PTP)X 10]
5008¢ [1088(PTP)X50]

(WTFF7EAEEHD [T )
1008 [1082(PTP) X 10]
1408 [1488(PTP) X 10]
5008¢ [108£PTP)X50]

23. EEXW

Pl 5B - thfth: JE PR S IZE 27 . 2017;47(10):1353-1355
PR S FE R AR 2 2 HERE . 2021;29:49-54
Rai,A.et al.:Am.J.Respir.Crit.Care.Med.2016;193:A1890
Jansson,P.S.et al.:J.Emerg.Med.2018;55(6):836-840
Vadas,P.:Am.J.Emerg.Med.2020;38(6):1299.e1-e2
Kane,S.P.et al.:Perfusion.2018;33(4):320-322
Pottegard,A.et al.:J.Intern.Med.2017;282(4):322-331
Pedersen,S.A.et al.:J.Am.Acad.Dermatol.2018;78(4):
673-681

9) LR P ) S E R

10) HPHIE Ffth: 5B & A% . 1996,24(10):2215-2220

11) S84 FHETSE Tfth: 3888 & JA9% . 1996;24(10):2207-2213
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) Wada,T.et al.:Eur.J.Pharmacol.1994;253(1-2):27-34
) Goodman & Gilman Pharmacology 12th edition.

) SR Il ERPR R . 1996;12(11):2413-2428

) HH MRERIRIEHE . 1996;12(11):2429-2441

) RS E R FEIR 48 . 1996;12(15):3333-3352

) S RSt ER R 15 32 . 1996;12(11):2195-2211
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24. XBEFEKRERVHVEDESE

b rREERARE < OMBE
T108-8532 HAAREZWi T H5%1%
TEL0120-848-339

FAX03-5484-8358

26. RERTREF
26.1 SEMRSTTT

HIDEFEHA =

RREEXZH_THE1S

26.2 BR5EIT

HHAZERIERASH

KR PREEERTUNT B1 815





