2023F 127 86T (1) R tEARB/FIPRE A A BAEEmESRES
W7 R ) 872149
HAEFS udLy>hyoh-eRorzuaF7Y RiE
B OE EERE e
AR © 34F Dﬂ.jbt I-EH?&ELDFYDJ
DOYbe Sz HD b,
LOSARHYD TABLETS
Bl&8ELD | Ed&seHD
) EE-EMSOLSEIED &ZES | 22600AMX00356 | 22800AMX00245
HRT & BFeRE| 2014468 | 201646 A

2. 22 (ROEBEICFEEULREWVNTE)

2.1 ARIOBFIR LVIBBREO RO H 2 BE

2.2 F7 Y RREF I ZOHELEEY B2 Era
LEZYRYEDALT + 7 I RFEEEK) 1Ty
5 BBIEDOBEED H 5 BEH

23 F@IFFERL T WA EREDH B [9.58
]

2.4 BEELTHREREDDH 2BHE [0.3.12H]

2.5 EROBELENEE [9.2.12]

2.6 ANEEEDEE [9.2.28M1]

2.7 (KRBT OF NI T L - AU T LADHSPIZEAD L
TWBEE S ) v AME. EH ) L IME
Z0EMERFAZBILSEEBENNDH 5]
[9.1.2. 11.1.7. 11.1.15%H]

28 TURAF L U2 EREFOBRKREE (720, fit
DREEBEZITo-CbABMENDIY bu—Lp
FZILARBROBEZRKRL) [10.131H]

29 FRETS VY VERBEANY (BB 5KME
ZRICKHAHEBEER) 2HE5h0EE [(10.12
]

3. #8Rk - 1K
3.1 #88%
e oYL FEAELDEYLE FEASHD
- [YD] YD)
1$EdR, gLy > h YT |1sER,. a Ly > hy Y
AHMRS |450mg. k FuzouoF|4100mg. & FarooF
7Y F12.5mg 7Y F12.5mg
BRI, Era—A, MHTLT 7T T
A WAKTAH. ATTYVEBMg, e FaFs ot
& La—2R, BItFF >, e FaRT—R, LT, AL
FrooNary
3.2 BWHIDOMHERK
Wisk oYL FRERAHLD DY L FEAHEHD
- [YDJ [YDJ
posp . s |HEAEO 7 1 VA —|HEABO7 4 VL a—
R - Al T4 T T4 VTR
B ==
BE #99.2mm #911.2mm
Ex $93.8mm 94.4mm
Et 265mg 420mg
Wl a—F YD646 YD648

4. FHREX(FFH5R
EIMEE

5. FEENEFNRICEHET HER

BEZMEETOBENEFH D Kz BMEBEOSE

—EIRFEE LW &,

6. BENRUHE
RAICEIELELSE (¥ Ly >HYva/e Raron
F7 Y K& LT50mg/12.5mgXiE100mg/12.5mg) %
BOBE59 5,
AHIFEMEREOE —ERIEE UTHOLZ WL,

7. BERUHAEICRHET ZER

JRAIE LT, gy vy > ) 7 LA50mg TRIRA 37235
Aoy rhaursa/erFarzaaF 7Y RELT
50mg/12.5mgD#5%, gLy > H1) 7 L100mgX
Fudg iy ravyvs/eRurzouFrTI RELT
50mg/12.5mg THER+ A RBEICTHILY > H ) T4
/e Rmzaus7 Y RELTI00mg/12.5mgniks5 21
a2 L, [8.1%H]

8. EEREANEE

8.1 AN YLy > HY T ALS0mgdH 51 id100mgs b B
urunF 7Y R12.5mgDEEHITHD. aHILy >h
ULk RurzuuaF7Y NRAORIERAPHET S
BENSHY ., BUICAROERAERET S L. [7.5
i1

8.2 —EDMEMET (¥ 3 v ZiER, BiEE, WRIRR &
Hx2ME) 2ZEIITBENFH 20T, ARIBRESHITE
AR (RERIMAE : AR L. RER  ALERE)
MEDE=FY > 7 2ERT 5 &,

83 KOS THA FuruuF 7Y RidEHY 7 Al
REZELITEPHOENT VWS, aY Ly HYTL/E
FozuuF 7Y RELT50mg/12.5mgh ks S hz
ENERRBICB VT, WA Y 7 LEIE T ER 2R
U AV 7 AMEOFKREE IS H Y ¥ L MIE X
DEFEP o0 LD > T BAY T LMEDFHKIED K
NBZEINZDT, MBEBHYTLEDE=Y Y VT ZEE
HIRICEMm L, BIE2 2107528, [9.1.2, 11.1.7
2]

8.4 KFORITHS e FuroaF 7Y NIXEREILE %
RESEHBZNANH 5O T, AFHFRSHIZEHNIC M
BERBEOE=%) V7 2Ek L. BRE2+7ITH
o [9.1.880H]

85 AHlOE A THAH L FuruuF 7Y FiRmEE LFE
L BERREELOBEADH 20T, BEEZ I
52 &, [9.1.821]

8.6 KFIORAITHA e YuruauF 7Y FITEE L IMKE
EEARESEHBENDHHDOT, EHMICHE % EH
55 EBEEHFITS T, [11.1.108H]

8.7 BIEEHICEDLKOFE WV, 562ZFWHo5bhsI &N
H2HOT, BFEE. BEEOERSERZMES B E
BETAHRICIERSES &,

8.8 FMHI24BRIITEE LW ENEE LW, 7V IF T
YN ZRBFRERAIRSFORE T, FRERCFiliH
WKLy - 7rIF Ty ROMEERIC K 2B E L
MEERZEITBZEADNDH S,

89 KHIOBAy =& T VAT vy v I ZRREERAIKRS
FICENICHREDEBELZHBESH 5 bz &0
Bhb. FIREREEZERT 24 L, BRE2 TV,
BEIPRADSNGEICIEBREG2PILT 24 SHEt) 40
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BEITHI &,

8.10 AFIDEEIC X VAR ESEBICHEDNDZ LN DH
5DT. BEERHA. BUKIC+HEET S &,

8.11 R DR E AR ICHE L BEICIE, REOHER % T 2
20, FRIFICRET I ENET LU,

9. BEDEHRZEIBZEEICEAT I IR

9.1 SHIE - IEFEEDH 2 EE

9.1.1 mAIMEBEIRIEEDH 2 EENIIF B CEHEIREED
HdEE
WELCOEBZVWEHShA2EHE2RE. #HHK
BWIF5Z L, BMREEORDPLRRESBEEDETIC
KNERICBERE»BLSEEIBETNIH 5,

9.1.2 MBEAVILEREDEE
BAYTLAMEXIZEAY TLMER2ELITEZND
H5. [2.7. 83, 9.1.3. 11.1.7=4]

9.1.3 BAVU Y LMENDEE

WELRPOCEBLZVEH SN GE2KRE., FHI
BIFEHZE, ARORDITHAHOV LY > H) T LI,
EHY I LMEZEESEE2BEZNIH 5,
T/, BHEEEE, oL PO LVABOERBESICK
DIMEAY T LAENPEL ZDRPTVERETIE. &HY
TLAMESFERTE2BZENNHH0T. MEHY T L
fEnE=%Y 72 EHMNICERL. BEL2 71217
52 &, [9.1.2. 11.1.7&H8]

9.1.4 HIMEEEDH D EE
BEOERESKNFAZEZ2ERL., RE2ELSE3
BENDH 5,

9.1.5 KEENFEAL ULTVNREE (KOEROFRToRES.
BEOETE ULTWVSESE)
—BEOMERRZEITEZNNDH S, [11.1.58
1]

9.1.6 FEEEPDESE
BF P ILMERZELITBENDTID S, o, BKE
REEEEFOBRE TR, —BEOMERT2ECT
BENBDH B, [11.1.5. 11.1.152H&]

9.1.7 EEIZEENIREECAES (S BEIIREELEED 5 2 &
BEMERRYSH 5 bN-HE. RFELMBEERD. M
WEMEEZR L, MREREZFERT2BTNMDIDH 5,

9.1.8 AAXRIGEH. THICER. ERFEDHIEE. RV
EREBMAEDS 3 EE
ERBIMAE, SMEEEZRL. BE. BREOBE(LL
M fboBZENSH B, (8.4, 8.55H]

9.1.9 T#HiI. [EItDH3EE
BRERADVDEDONEBENTSDH 5,

9.1.10 AN YD LAIMEE. BIRREREEETVEEDH 5 EE
MEAHNT T L% LRSEEIBENDIH S,

9.1.11 ZRAHRIREDES
AR OBEEERPERINS2BZNNH 5,

9.2 BikEEEEEE

9.2.1 HEROEEN (T BNEE
BELEZWT &, [2.58H]

9.2.2 SMEBRBEDEE
BE5LEWZ L, BEE2EHICELSE2BZNDH
%, [2.62]

9.2.3 BiEEESEE (IEIJ L7 F = V{E 2.0mg/dLi8)
WRERPTZBRVEHRISNSGE2RE, FHIX
BIFsZ e, bRoZ7ouF 7Y FICKDBIMFBEED
BEFRL, P Ly oA T L&) BHRERENEL
THEBENDD 5,

9.2.4 BH¥eEETEE (MBEIJL7F=-V{E 1.5~2.0mg/

dL)
ARG HITEHNICME Y L7 F = U EECIER
BENCE=F) VT2 EEL. BIEEZ2+HIITHIT L,
mEZ L7 F = ELRARCMERBELFOEZN
BH 5o

9.3 TikEEEE RS

9.3.1 EERITHEEEEDH5EE
BELBzWTZE, [2.4. 9.3.28R]

9.3.2 FHEEEEEN(FZDEBREDH D EE (XL, EER
FrEEREEZEDH 2 BEZRL)
SEICBVWT., B - FEEO7 LI - VEFBEEERE
ICaYILY > A 7 A50mgE BEROHRE T 5 &, f#
BRAEHELTOYILY > OHEEEEIBEL, O
FNY U ROH IR Y BEROIMSERREDS Zh 2 IS5
BRUOKBICERT A EFAREENTVS, F72,
tRruorunuF7Y NIFEEEZFERT 2B
H5. [9.3.12]

9.4 &JEEE=E T %E

9.4.1 1R I BOTEEDH DL
HIRL TWAZENBBSNT 7 IF TV UV EH#H
BREEAZT V47 0¥ v I 2B ERA 2 E
HL. lBR - #HERNOEE (L, HE - -8
DOFEBALE, FECH) FROSNLFFHRESLTL
%D.2),
KR OEEIZHELS, REEOFEEHLER L TARAI
BEoXER2EEICHET L. BB LOBRES R
Tz B2 EHHSINEBEICOARETLHI L, F
Tov BESDELBEICEIROERFHEICEET S
. [9.5%H]

(1) AFEFRSHEATNICIFIRL WAV E2HERT AT &,
AAFERS, FRLTWEWT &2 ERNICHERY
5L, BERICHEASHALZBEICE. BEbICH
Exikgsz s,

(2) ROFHICOWT, KABGHIBRICEFICHAT 2
&, Fo BEFLMREIISUHHAT S &,
SHRRICARBI ZER UZIGE. BRIE - FERICHE

PRIFTIVRAIBH B &,

SEIRAHBA L2 RIZEBED N B 5EA X, B IcHY
EICHHKT AT &,

- EHRZETET A5 A L. HYEICHKT S &,

9.5 FiE
IR IR L TV A ATREE D & 2 W HEICIEREG Lz v
& HBERITIHIRAHBA LB/ I BB ISR
FiEg A2 &, BRFEHRORBICT VO TV UE
BEREERNE 7 V4T v ¥ v I ZBERERA 2%
Bani-BETHEKEDE. BR - iEROET. ik
ROKILE. BR2. ZEIAR. HBEOERAZRV
EIKGBDREIC K B EHERl S B U o HfE. ESEHEE O
H. HOBEREDS D SbhizEOMEDNDH 5. 4B,
F7 Y FREFTIEFAERIFRICEE ) L E VI,
M/MEBADESE 2RI T &R DB, T, FRFIERIC
EOLMERRD. MKEMR. 78 - BRILEERD S
HobNBIENDHB, [2.3. 9.4.1%HE]

9.6 1%ELIF
BALZWIESEZ LW, Ty OREHKROEAY
ICEH LY > A LA Img/kg/day/k RarzaaF 7Y
}0.25mg/kg/day~ a4 L% > 1 7 550mg/kg/day/
b RFaruaaF 7Y R12.5mg/kg/day##5 L7z ERIC
BWT, ¥y rHY v A50mg/kg/day/k Furno
T F 7Y R12.5mg/kg/dayBECERMEAEDORAD R OB D
WHEEBZENELR AN, £/ ud Ly, AL
AUBERC FarzaaF 7Y ROIALHBITHE LR
SN, RRBOERICNT ZEEBEEBICT LY V0
U 410mg/kg/day/e RuroaF 7Y R2.5mg/kg/
dayTH o7, B FuZuuF 7Y Fid, & FEAHA
OBITFRESNh TV,

9.7 IINR
NNREEWRE UBERHABIIERL T, AR
BRAENT Y AN TNRT U,

9.8 EEE

9.8.1 —fRICEFBEISMET LTS,

9.8.2 —fRICBEDOEEIIFE LS ZVWESINh TS, iNFE

EEPRDBENDT DS,
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9.8.3 BETOUYILY Vi) 7 ABMIEEICH T 5
BRERAER T, OV Y U R OH VARV EEAD M
ErEESHEICHRTEDP > GEE#BMBICHELT
OYILy U RCHIVKE YV BAEOMBEFRRESZhZEN
2R U1 .38 12 ER) .

9.8.4 2 RIIMBEDOWDZRK L. BiK, KIEEFIC
£BUELHH, OFWV, REEREITIEND 5,

9.8.5 HHCDVERETHEDH 2 BHE CIRAREARIIA
Wz MEROREAD L MKEBHEER L. MEEZ oM
EREEZFHRTIBENNH 5,

9.8.6 &7 b U I AMEE. EH YT LMELNDS5HLNPT W,

10. 18E{EA

KEIORATHBOHILY > h) LI, EYREEERE
F b2 a—24P450 2C9 (CYP2C9) RU3A4
(CYP3A4) 12X 0iEHEREMTHD 5 H LRV BEICR
#Wans, 8. Koo THhsHe FarsuaaFry
Fid, BEAERBENSZ E < RRICHRtEh 5,

[16.42H]

10.1 HAZEZ HALBLI L)

HHI2% ERPRAEIR - EE A% W - fERRE T
TYVAFL Y JEHFERMZER, B L=y - TV T
FIVA WHERE, BhU Y | VY Y RBEEERD

(B PRI BB I
TEH5HEA. L.
fth o RE G %2 1T -
THbaBMMEDT >
ba—LHFELLIA

L IfRE B OME ifL FE
VA7 EMA S E
nTns,

bk SR T Y
H%,

ROBFHEZRL,)

[2.8%H]

FTAES VY VEEE K> MY T LMES WTh b EF MY Y

AR RBEITL2BXNDDH | LMEPFHRT 2B
IZYUANLE %o TN H %,

(BHICBITHEM
Z PRI K B 1K [ 8
FR)

[2.921]

10.2 HAZES (HAICEETSI L)

A%

BRARIEIR - $EEBITE

WFe - fEkRE T

F1V 7 SRR AR

Al :
2¥a/) s vy
MN)7LTFL V%

H1) 7 LERGAE
b=t (o BRI
MIX MY LER

A
ANVT 7 A NFY
VASD 28 N IS
AN

MmEHY 7 LED»E
AT2BENN D%,

REI O TH S0
YNy AH)TLE
DHFFEICED A
LR ERAPEERT
H2BENNHEH, B
HEREOD 5 EEH
WCIERFICERT A2
&,

F PRI FEA - —EOmMEMRT % | FIREEA CHE%Z
7at 3R EITBENNHL. |ZITTVIREEFICE
M) ZanVXF7 Lo UERESTTE L
AN TL2REFZL,
[11.1.5%H8] ARIDPRH LT

TIYVAFL Y BHERE, SHY | L=y - T IE T

7 L\ IURE B OME If [
EREITBZENND
%, eGFR»'60mL/
min/1.73m2#KiE D
BEHREREOD B
FHEADTYRAFL v
EOMRIZ OV T,
WEERTEBLZV
LHfTshB54A%
fREBETEH &,

TYVATFYYVE

HRERIEEH

BHERE. Y
7 L ML R OME I FE
ERITBEINND
%o

Yy RBEEERAN
BRSh 2 REMD
Hbo

HEH 2%

HPRAEIR - 1B

T - falRE T

NIVEY — LEEiHE
&

HANATILVHTOA R
RIREE

FTILa—)

S ST 1 I A 18 B
ENBIEND D,

Zh 6 OEF O PR
MR R & AR H DR
STHBHe Roruo
aF 7Y FOBEEE
Hick s,

KEIORITHDE
Fozous7Y R
EhANATILVHTOA
FORXBRE CILE
BN AR RCR oR (W T
ErHEINTWS,

KEIORITHDE
FarogaF7I K
EIMERRIEAZSR
THFPLIA—NLED
PERIC X D EEMEH
MBI N SRR
Wb,

RE7IV:
JLVTRLFY >
7TRLFY Y

ARE7IVOERA%E
BT ENH D,
FraioBEFICHEH
T556. KFlO—
REREEE D E % 3
THIE,

KA OE T THB
FaraugFr7I K
EHEE7 I VICHT
5 M EE o KIS %
BRSERZEDH
H3shTns,

VRTI) RTE
DFLUERME -
YARZZ Y Vi
WIERIE KA

YRTZ) Y ROE
DIRMAEFE D R
BERZE®RT 22
LD B, FiliHIO
BEICHEAT 2545,
KA D — KR FEE D
WNBEZHET D,

AHORATH B
FozuoagF7I K
Wk BMBEAY T L
EOETICED, 2
No OEH DM -
e & T
HEEZBNTVD,

fEEERZE T 2 fth
DEEF
B -
—turIky
&

fEEER Z HEmT 2
BENWDHD. BIE
7l P B 3 Hi SF 13
B9slL,

EREFEDORL 5K
EERICEDE WIS
WD %,

IFXy Y RAH
Takvr

XYY ZADDIEIC
M9 HIERH 2R L
AEREEZRL T
EDH B, MFEHY
TLAEICHERT
5T &,

KEIORTTHDE
FarzaaFryI K
ICEBMEHY 7 L
EOETIZCLED ZE
DIFZ ) AN
Na-K ATPasellfE&
L. DI E
AERPE B, ¥
TExYILETHRE
ROEAHZRT

FEEF P T A

F 7Y RREHNIC X
HR#|MET L AT —
AL ABRAY T LM
FEZ BT D &N
Hbo

AHORFTHDE
FarzagaF7I K
D F1 97 Lk E R
ICEDEHY 7 LM
fE R @7 VA
u—Y ANFER S
ENBZEND D,
TNLAA VLRI TH B
=Nl RV NOY i
HiEZoKExHEIC
WS E 5,

VFIL
RERY F 7 L

UF T LRESRE
ShTWwb, MmH Y
FULREICERT
BT &,

KEDEDTTH A0
PV AN T LD
F & U LB AR A
&Y, VFv LD
EEPEZDEEZ
5NTWV5S,

PREL. THILSRRGERSE.
U F T LHE 2 R
THIENDH B, M
HYFULREICHE
B9arlL,

AEIORTTHDE
FazaugF7I K
WBCBIF2UF Y
L DML Z (2 L.
VT L I
% bREE5.
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A2 E HEAIEIR - $EEST R W - a1
BIERERLVEVAl (KA T LAMENFR | RFORTTH S
ACTH RIBEND5, rFroszousF7 IR

KURIERERLVE
VEI. ACTHE® A
DRV 3 22 R
D,

TV FNY F A

MmiEHY 7 LEOE
TAHS5HLIRPT L
%%

YU FIY F v BAE|
W& AV T L E %
EHMELLEBT LR
25 a V%5 &
ZFTENHBH, L
7o 5 > TAREI O K57
TharbFurnou
FTIRETYFI
VA ORI
KD EH Y T L MEE
% BT B al GEME A
H5o

FERRIEFH -
SUA
ARV
HEELA > 2 >
Sru{EESE

HERR AR OER 2
HELLWHEIT AL
BHb,

B IRHETIE 2V
M. KA OKST TH
e RFozuounoF7
VRILEKBHYT L
ERICKXDEBO B
MBEDA > 2 Ui
HABKRTT2EEZ
5NTWV5,

IVAFIT IV

F7 Y FREROME
RAPEET S &N
H%o

ALAFTIVDOR
EERICE O AH O
RAaTHBHe Ry
oaF7IRORIN
FHESNHZEHN
H%o

JERT oA FEHER
SRR
AV RRAY T %

R AR R A &
2BENNDH S,

Taryrs I
DEREEMREAIC &
D AH O REEER
2T S &5 AR
BdH 5.

BHESEL TV
HEBETIE, 561
BHESELLT B
ENDH 5.

TURY TSI
O & REEERIC &
0. B S ET
Tr0EEILRN
%,

F7 Y NREH O
RAPREEET 2N
H%o

JERAT A FHEHER
ERAOSaxy s
IUYUVAREERE
EZEHICED. BA
Tazryrs Yy
B L. K- F b
V7 LADOEAITED
£ CTHRAOE7T T
HHe RurouaF
7Y ROEREER
5,

V=TT N=
Ja—2R

B P21 FH SRS S
HBENTHBH. K
AloKsHizr L —
FIN—=Y T 21—
OERULBTFEZ L,

TV —=TTN=
Ja—-RILEENS
B3 DCYP3A4HE
ERIC XD KB DA
RS THBa YL
FH) T LDOER
B O I o EE A
BRI 570, KH
O W E/ER DT S
NBEBENDH %,

11. BIfEA
ROBEERADH5DONBENHZHDT, BEE+7IC
o, BEFROSNIBE KRG 2L 2% &
P REZTI &

11.1 EXBEIHEA

1111 7FT45Fy— (HEERH)

AR ONRER. T, /5. FRE#E. 25
R BEENHODNEIENDH .

11.1.2 MEFE BHERE)

HE. N5, HiE, SF0BRPH5bN5ENH
Do

11.1.3 SRR ISRIERR (W h b EERY)

11.1.4 2UBEE GHEAH)

1M15vavy, K#. BEEK (WIhSHERH)
WL TR, BRHAEN S S DB EICE, B
ICHEY) R ME =TS 2 &. [9.1.5, 9.1.6. 10.2%
]

11.1.6 HEIUAARIARAE (SHAEANEA)

AR, A& CKER. MHPRURPIF7oE
Y ERERBET HEBBRBES H 5 bN B EIC
i B&EzRIEL. BYZREZITO &, T #
TUETRARIEIC L 2 BB REDORIEICERT S 2 Lo

MAZEAYYLIME. SAYDLME (WIFhbHEER
i)

MiEHY 7 LMEOREERHICHVL, BRER. HIE,
AEREVPHODNDZIENH D, [2.7, 8.3,
9.1.2, 9.1.3%H]

11.1.8 TR BHEAH)

DEEISNE. DEMBEORBIRFHS5DND
EWH 5B,

11.1.9 ;AMEKEA . BmMikEL. MRS (WIhbIHE
ANBA)

11110 BETREAN. BMEEM (W9 hbHEERR)
[8.62 ]

11111 SRFEEMER (SR

TV 2B MR, K. REFREEERE (WTh
b SN
MEMENZR, MKE» HSbNEZENBL, £z,
v RorouFy Y FiRA%. 8o o Bk DRI
S IRE ERE R SRR L EOWMEN H 50,

11113288 TV M—FRAOEL BEERH)

TN AMEME GREARE)

AR, ZERE. WwiT. FOBA. £HOET. &
B, BERRESSbsDONLBEICE., BE2PIL
L. BUZAEETS 2 &, BRFRBETORETH
5hhRd L,
11.1.15E7F FUD LIMEE (BEEAH)

BRE. BHCRR. EX. B, B8, BREES2
HFO5EF PV TLMEASHEDNDE I ENDH B,
[2.7. 9.1.65H]

11116 2MER. FAERBARAE (LI h b HERH)
SMER (BH. NETE2z &), HEBARN
BAHObLNEZIENDHEZOT, BMEHRITOBKTS
BRFEORENROSNHEICIREG2ZHIEL, &
PICIRBEDOZE 2RI B LS. BEIHEET ST
Eo

11.2 ZOfttDEIER

—_

0.1~ 5% 1) S

KRR BE WV, FEE, K| BER, RR, ARE
K BEE w

TERER R, B | FHEREE GRS .
E. #iZ {0}

HLER Mgt - W& HA%. TR Of

%, BARE. BHE
5. AR, BER.
MRS, [ERR. B
AR, BB BRI
mp]
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0.1~ 5%

SREEANA

i1

WOE . TR RE R E
(ASTER. ALTE
5. LDH E:#%)

BUNLER, 7LV 7 F
=V kR

d)

L. BIRE

SIALHE. JCARBE.
AR A1BE. 25
. HEWAL. K
TYFT -T2

ks

2, R ImBREHE A
FRMIRBOR A, A~
7YY METR. A
~h 7Uv MER.
ANEZOE HEh.
B ImEREEm, v >
JSERBUE N

HFRRERBE N, 4
HRESREM. V>
IRERER D

Z DAl

BRE. CKER. &
PREGIINE. & MUREE.
HIRBEME. 27,
SAPR. CRPHEAO. JR
TR TRERE. R
PR MERG M. R
HIMmEREGE. RPE
HR3E. BNP#EM

FEE, RERE. L
U BRER (»
TH, BMBRE), #
BEE, 1E2TH., ZHE.
AR, W, K~
TR LM, K
sa—nLHE7TILA
u— A, MEAN

DAV - )| N G
TYAR@EANTY
L IME &2 £ S B R
MREEE. fRgE. M
Hije. BB, BRI,
WP PR LMY AR E

B, KRR

) av vy rAhyvLs/eRusuuF 7Y FELTIO0mE/
12.5mg. 50mg/12.5mg. 50mg/6.25mg. 25mg/6.25mg% #
B LBRARE &,

12. [BRRERBRICRIETRE
FREREOZVWEZEDMEPBIZE TS EL WD
%}O

14. BRA_LDER

14.1 FRIZMFHOER
PTPEEOEAZPTP Y — M » 5B H L TRAT %
LOEYUT LI L, PTPY— POBAMKICLD . BEVH
AR EERRARIA L, BITI3ZR L2 B 2 L THERER
REDERLAMEZHREITLIEND S,

15. ZOHhDER

15.1 BRARERICE D <15
I CERES NEEFRICBL T, e FayaaF7y
Y NERESNIZEBE T BEMRER AR RED
URAZIEIT 5 Z EMRESNTNREDY,

16. EYHRE

16.1 MOGEE

16.1.1 BO%sS
BEBEANICOY LY HhYTL/e RaraaF 7Y
F50mg/12.5mgxBEREOREGT 5L, gLy v
BROHIARVBIKIE. ZNENEER] ARV 7R
KCEESMEPEE (Cmax) IEL. HEREBE
(ti2) 1.7R% 5.8 THA Lz, B FRZ7 DO F
7Y ROIMEREEIR, #%5%2.8KM TCmaxIZiE
L. 12137 9B TH - 7-9 (F),

50mg/12.5mg % HIEE (1% 54 DM BHE S5 X — ¥

Oy > H Y L50mg/
bt RerouF7Y R12.5mg
N tRoruoo
oYLy v FIVAR VK PRGN
Cmax 291.0496.9 | 592.9+137.4 | 95.9+20.9
(ng/mL)
Tmax 1.4+0.8 3.7+1.2 2.840.9
(hr)
AUCoe 1 51841802 | 3674.14680.2 | 516.2+89.8
(ng - hr/mL)
t/2 17406 58+1.1 7.9+1.2
(hr)

(PA9fE+ B[R (Cmax. AUC : S F4fE, Tmax : Sl
fi., t1/o @ EAITI9ME) . n=11)

16.1.2 kKRS
BRE R OHESEO ARSI TERZF IO Y ILY VU h
Uy a/kRarzaaF 7Y F50mg/12.5mgZz1H1
E14HBRERZORSES LB, Moy Ly, 5
LVRYVEBAEROE RKuar7aaF 7Y ROonWThICHE
BHEEZEO NG - 7210,
16.1.3 EYRHIRIEFHHER
(OvvE REEGEELD [YDD
(1) OYILIVAHUD L
oYLk FE&EHELD [YD] &L Ixy MRS
BLDZ 7O XA —N—IEIC LD ZENZNIEE (1
P AYTLELTS0mE) . BERAET
29 I AR ER RS L CiEhRE bR EE
PREELZ. Bon-EYHEIINS X —%
(AUC. Cmax) IZOW\WTHEHBNITE{T - 725
R, WHlOEYENRSEIERS N1,

HENT A= SENTA—F

AUCo.12 Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
oL R 468.1 261.4
BA&SLD [YD) | 1542 | +1407 | [4¥06|21£03
VAVESE SN 457.1 250.0
RAHLD +99.7 +g67 | [3F09)21%03
(PHfE + EEFZE, n=29)
(ng/mL)
300+ —— 9Lk FEAHELD[YD]
i 250 o FLIRNREHELD
%E 200 (CFEE £ ZHERFZE, n=29)
#® 150
&
100+
50+

0 2 4 6 8 1‘0 12
5 EIE (hr)

MEHEEEN OICAUC, CmaxZn 85 X —# 13, HWEREDBRIR, &
TROFRENEE, - B SFOREBGEMIC &L > TREDWREENH 5.

(2 eROZOOF7IR

oLk REASELD [YD] &7/ L3IV b REE
$ELD% Va0 AF —N—EIZ XD ZFNFNIE (b
FarzooF 7Y RELT12.5mg). BERAR
T128 I BB AR O S U TR RE biFiE
E2RELL. Boh-EMHENRIS XA —%
(AUC. Cmax) IZDOWTHEIHBRIT 21T - 7125
B, WAlOEMZNESESHER SN,
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HENRT A =4 BENTRXA—F
AUCo-36 Cmax Tmax t1/2
(ng+hr/mL) | (ng/mL) (hr) (hr)
ayiLe R 585.1 85.4
B &%ELD [YD) +126.8 +24.8 3.0£0.7 1 7.9£0.6
VAZEE AN 582.8 88.9
R A$ELD +99.8 +175 | 206%09 79507
(P fE +1ZHERZE, n=12)
(ng/mL)
80! —— YLk REAEHELD[ YD
1 o FLIRVMNREHELD
60, (T + RS, n=12)
=]
r40r
20+t
0 L L L L L
0 6 12 18 24 30 36
BE#%ER (hr)
MAEFEREN ICAUC, CmaxZD/ ST XA —% 1%, HEREOBEIR, &
TROPRENEEL - RIS ORBEMIC L > TREDWRENH 5,
16.2 ORUN

16.2.1 BEDFE
1) BEBACGY LY AU YA/ RaraaF 7Y

F50mg/12.5mgx BH%EEGT 5 &, EERHRSICH
RTuY Ly >y, AVKRVBERCE FKarzaaF7
YROWThLBREMFFEERFERR (Tmax) »°
BEE (0.7~1.78R) L., a¥ Ly oM.
ERMETEE (AUC) BESLZPS-HDD. 7
LRVEBAROE ForzuooF 7Y ROAUCHZEN
FN1T%RO22%E T L7zH, R EREE 25 20
BETH-71-9,

(2) BEBAICGY LY AU YA/ RuraaF 7Y

16.3

16.4

16.5

16.6

F100mg/12.5mg% REBEROREG L Ba. 2
R SICHARTOY LY v, HIILRVEBER O B
gr7uuF 7Y FOWVWT N TmaxHBE (2.0~2.8
BR) L, ovLy >y, ALKVBAROE Furo
OF 7Y FOAUCHZENEFN22%. 23% KT 11 %K
TUD, BREREEE RSB VWRETH > 1212,
bakisl

b MZBFRaYIILY VR UHILR VEREO MR H i
ARIZ, WITNBISKLL ETH -7,
ERasuouF 7Y Fok MEEAEERIZ22%T
Ho7z19,
HEANCBF20T LY > ONHAREII34LTH -
7214,

|
ERZBWT, OY LY VidEELTHILR VBEAR
#Eh, CoRBICIE. EELTCYP2CONEE L=,
bt hicBwik Furzour7Y RRFEAEREEN
o713, [10.208]

Pttt
BERAICOT LY Ay A/ FaraaF 7 IR
50mg/12.5mg% BERE O 5% 48R M E T, oY
VE v, IVRYVEBEROCe RKarzooF 7Y RHP, R
FIZFNFNEEED3.7%. 7.7% K% 0'66.6%HE < h
729,

BEDEHRZEEITSESE

16.6.1 BaEREERE

EEREL > BMEESRSE (B L7 F=VE
1.5~2.5mg/dL) icu¥is>h) /e Furu
0F7 Y R50mg/12.5mg# 1 H 1[E7 H R %
ELLEoaY Ly VY ROHIVE VEBEEOCmaxid.
EREEER BEICHANL2M/EBE L. AUCo24131.5~

178 » > 7. e Fur7uouF 7Y ROCmax &kt
AUCo-24l3. ZNZNBEREEEEREZD1A4EZKXUV2.2
E. BT 5V AE2T%TH - 1215.10),

16.6.2 SEE

oYLy AV TA/ERasZuuF 7Y R50mg/
12.5mg# 1 H1E7HEREROREHO T3 LY >
KON VA > BB MRS, SRS &2
<. e RUZUOFT Y KOS EERE & 207
B 7217 EAF =)

16.7 ZYMWEEIER

BERANICOY LY A A/ FaraouF 7Y R
50mg/12.5mgZxBEREOHRE Lizgoad )Ly >, 75
LVRVEBARCE FarzuouF 7Y RoMmEREEL.,
BHAREH EESZL, aF Ly RaryoaF
TYRNEOENHRNLEELEHEIZODON LD >
729,
WINCBWT, UYLy ERFTY, T I NLE
=), TLT7YY, VIFT, FrharJ—LK
vy 2uvA vy EOMEMERAICDOWLTHRE LD,
WIS BRI & 7 B BB R R R HHE R IXEE D
SNizh-7218, ad Ly ey 77y Ty (R
BERFEH) LoptHIcED. gLy U RUHLEY
BADHEEIELS 2D, ZNS5DAUCIKEAY Lz, £
o @y Ly vy ETLaTF =)L (CYP2CODHE
) offAEICE D, LA VEADOCmax R AUCH
WA LA, adILy v oAUCIEEML 7219,

16.8 Z0ftt
(OY)LE RECEEEHD YD)

(1) OYILIVAUD L
¥ Lk FEEESEHD [YD] X &8V ER SR
OEFEMA ORI EEHRBET A Ro14 > (F
BR24HE2H29H HEEEEF02295105) IcED
&, u¥Lk FEE$ELD [YD] #iE#sigie L
L& BHBHICEOZEYENICRAEZ LA LRIN
7220),

(2) erOzZOOF7IR
oYLk REEESEHD [YD] & [EErER5%
COEFERA OEMERRIEHHBR T A RF4 > (F
B244E2H29H FHABEFK02295105) IIHED
&, UYLk FEE$ELD [YD] #iE8Esifie L
L&, BHBHICEOSZEMENICESE AL IN
7220),

17. BRRRHE
17.1 EMERURSHICET 258
17.1.1 FME_EEREBEER

BAAERRE Lz ZEEREERBICBL T, Oy
LEYHYH A/ ROZOaF 7Y F50mg/
12.5mgld T+ L% > 5 % A50mgik 5 & D & HH
BN BRESRARS 5 h . BEDRHERA
154610 > 5% (GEEREIEA9OmmHg A 12 X 1%
10mmHg B HET U7 5Ef) & 8 S A5z 112
Bl (73%) ThHot. %5, SERERCH T HIKEM
MEDFHECRE FROEBY TH- 7.

[426Aj008



Pbo H12.5mg  L50mg  L50mg/ Oy A T A100mg TRIRA 53 2 m L EREEH % 0
I H12.5mg RELEHRBTOTH L5 7 RMMEOR—25 1 > 750
] 157 162 157 154 Py 2=N1
N—254 VOIE: 100.2(4.9) 99.8(4.8) 100.8(5.3) 100.7(5.1) Z{t&T (mmHg)
(mmHg) S 7)) H 58D
e IME* ZigT
2 THLy AU L | B | 155.0 (10.4) 5.4 (1.0)
y 100mg (n=170) * | yaggy | 97.7 (5.7) -36 (0.6)
aH LY Y HY L/
mo Crasougysy | WM | 1554 (11.0) -14.5 (1.0)
D 100mg/12.5mg
% 8 + (n=166) AR | 97.1 (5.3) -8.7 (0.6)
% 10 TRATHETFISME (FEEE), FHE (BHERE). § EEFHEE
' B OFASHRHT SR
-12
‘I‘ oYLy Ay TLA/E FuZuaF 7Y F100mg/
-4 12.5mgh 5 S Nz BECENERAHE SN0l
16 16661H 1661 (9.6%) TH V. FxEIERIEMIHR

EBrEmanl (2.4%) TH o722,

17.1.4 BASE IE_S SRS RN ORI SHER
oYLy rAYTLA/ e RuruuaF 7Y R50mg/
12.5mg% HEMRAZICILED > b a — VP A+45T
- - HRANSRESTERE 2R ICEHZ2H
%3l U7z 58 AR BR 0 —EHEMRE (8HER) 1B n
T @y vy rhyys/erarzaaF7 IR

AR MED P2 LE (8B EH)
Pbo=7Jt R, L=a# L& >HUvL, H=k FaroaF7 YR
T EHFHEIHE OFASBHTNRA]. TP (RERE). §HIh%
FfE (95%CI)

ay Ly rAYTLA/ e FuruaF T Y F50mg/

12.5mghH 5 &7 BEF THMREEROBIEH PR
HESINDIX15561F 1446 (9.0%) THY. E4H
TERNZIZEIMED T WLSH1 (3.2%). EO261 (1.3%)
ThHo7z., £ ERBEEOEWERSHRESINI-D
1556052261 (14.2%) THV . EHEERBREMEO
BIWERIE. REBHEMSHI (5.3%). ALTHEM. CKHEH
361 (2.0%) . KRB, N~ 7V MR,
ANEZUOVE UEAD, ASTHEIM. BUNBEME 26
(1.3%) TH-o7zo

F/h. gLy Ay L/ RaruaF 7T IR
50mg/12.5mgDEMERFEREIZ, 771K & ERE
TH 722022,

17.1.2 BRE IERBIRSHER

HAANZWNFRICEHO R 2% 215 U 7258 AR BRI
BWT, gLy rAhyTLA/eRurzaaF 7 IR
50mg/12.5mg» ¥ 5 s h7- BE THMBEEROBIE
HAPIE S N7z013200614 28] (14.0%) TH V.
FBMERIZBERONH (3.0%). FEHD F L44]
(2.0%). BE7Tay 7, #F, BER. EREE2
Bl (1.0%) THotz. Tz BEERBREBEORBIERD
S SN0 I1X20061F26%] (13.0%) THY. Fi
iR EEOBIER X REE MR (3.0%). ALTH
msHl (2.5%) ASTHEM. B Y 7 LEADE4H
(2.0%) FZRMEREEA. N~ ST U bEAE3M5
(1.5%). HIMmMEREIEM,. NEFariEd,. LDHE
B, CK#mn. REpRIMEREES2H (1.0%) TH-
7223),

17.1.3 BRE I _EEMREBEER

OH Ly A A100mgZRAZICIED > b
O — LA AR+3THh - 7z HAR ARG I EEERE %2
WMHREULEME—EEHRRBEICBNT, oLy >
HYW L/ FazaaF 7Y F100mg/12.5mglda
YUY HYTALI00mgE LD b, 53RO
¥ b5 7 AR R IR RN E R c . ARICEN
RBRESRER L (P<0.001). #H58ERICH T
B T TRMMEOR—ATAL Uh5DOELES
%L:ﬁ—\‘jﬂ)‘%)o

100mg/12.5mgld a4 L% > H U v L/k Kuzan
F7 Y R50mg/12.5mg& T, #58MRFDFE
bS5 7 AR ER I I E X RIS O B ERI R 2 7R Ly
B S8R DFH T 7 AAIGEIILE T LRED
BERER LUz, BE8ERICBIFIFE T T4
MMEDR—AT A > h6DELEERITRT

OHLy AT LA/ ROy aaF7 Y K50mg/12.5mg T
WRAT I aRMEERE 2 NRE LRBTOFE T 7
BRMEDOR—AT A VP 5OEET (mmHg)

R=ZAF4 YD
IE+

B 58 EmE D

Z{tat

ayvyrhI I L/
v ForuousF7I R
50mg/12.5mg

ILi@Hl | 151.7 (9.5) -6.2 (1.0)

HEERA 95.9 (5.4) -5.3 (0.7)

(n=144) §

ayLyrH) I L/
b NoroogF7Y R

AR

152.4 (11.2)

-8.5 (1.0)

100mg/12.5mg
(n=134) §

JEARA 95.1 (4.5) -5.0 (0.7)

TRDZFTME (BMERRE) . Pl (B¥ERZ). §FASEIN

241

g/ ey VY oAy LA/ e RaruoaF 7T IR
100mg/12.5mgDREEMRIE . IHEH K O AR I
FEFIC52ABFIC BV T B HEE L 722925,

ZEEMRE (SEB) BV, gLy A TIL/
v Fazous7 Y F100mg/12.5mgh ks S hi-
BECEWEAPRE S NDI1X13461Fh 76 (5.2%)
Tholz. EEM (52EM) IcBWT, uyLy A
YA/ Razausd7 Y F100mg/12.5mgh# 5
SN/-BETEMER S S N7z D13 2656/ 324
(12.1%) Ta&» . E2RIEH M RERE M7 H
(2.6%) . ERBIMTEARF (1.5%). ASTHENI. BNP
HEINE361 (1.1%) TH-7:29,

18. FIpFIE
18.1 {EAR

AHOBRERSTHAHAYILY HYTL (ALY
V) . BOBSHEPP IS, Z0—HIPER
WU THHI IR UBEICE BRSNS, aY LY R
AR VEBEKIZ, WIThLERNEENETHLT Y
AFro v (ALN) PMERAT 22AME (AT1ZEUE)
D TEWENMEZTR U, AT OERZ BRI ICER
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18.2

THIEICLVBENRZFET 520, gLy Uik,
L=y -7y 7% (RAS) HEMELLENT
WAHE L= VEENEETFVICB LW TERLBREN R
RL2D28 IZRASOEE DD WMEL =V HEILE
EFNLICBIRBEHREIFBOEFMSNTNS2),
—HOBWERSTHA FuruuF7I Rk, 7
FROBEFEFRETH S, e RurzuuF 7Y ROREE
BRICE LT, RAEEICBT ST U LERIGENH]
fEFIC K 2B M ERADER P E 2 5N T 52029,
T/, blorzouF 7Y FRRFOFRERICED
RASOEH(L 2 #E 2 9730,

L7 h > Ty ARANIRASTEHEACIREE T A4 B ERI R
ZRTUYILY  ERASEEE/LSES e Furon
F7YREDEAFTH 5720, MRS OHAKRSIZH
BMARSICHE L XD EERBRENRERT EEZ S,
FEEER
HAKESIMES v MIBWT, B ThEEDRk
ExR (FW15mmHgETR) 2R LIcHEORY LY ~
LRSS TIXRENREFRD SN > -HEOR R
uruuF7Y REHABRE TSI LIk, FHLE
EHER (K30mmHgKT) 2880 6Nz, HFHREGE
B B REEHRIIFHEMBEFHOMR LB LEET
»H o730,

19. B ICRT 2IFEZHAR

19.1

19.2

aviLIvAhUDI L
—fREGEFR : Oy H Y T L
(Losartan Potassium)

{t % % : Monopotassium 5-{[4'-(2-butyl-4-
chloro-5-hydroxymethyl-1# -imidazol-
1-y)methyl]biphenyl-2-yl}-1H -
tetrazol-1-ide

: C22H22CIKNeO

1 461.00

HEOREREOMERTH B,
KIBDTHEIFRT L, A¥ ) =Lk
% 7 =) (99.5) ITETRT .

er§ET/\v/\tm

EIORS
o
S B

lec2r3=F:
N.

HO ]
I<\

N\N

N
O NN
EROZOOF7IR

—fkEEF e FoZooF7 YR
(Hydrochlorothiazide)

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

4y F 3 C7HsCIN3O4S2

T T &:297.74

T R ABEOREXITEREEOHERT. IZBWLIE

< BRIZEDPITE D,
TEMAHETPTL. T MUNLIC

RRPIFIIL, AKXEFZY ) — L
(95) IZHH THEFIK LK, YITFIL

I—FIICIFEAEBIT L,

KERIEF B U 7 LRIRICIE T B

Al K267C (9fR)

22.

fL2HiE st -
RV RV
S

S
Cl N
H

(2

(OYILEe RECEEELD [YD])
100%¢ [108E (PTP) x10]
500%¢ [10%E (PTP) x50]
(OY)LE REESEEHD YD)
1008 [10%E (PTP) x10]
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