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BAREmRIEES
872149
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FeazHD
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[=#0]

5

SKK

2.
2.

M

KRHAN DK U WBEE OB RED B 5 B

F 7V FREHR L Z0FPLEW Bz iE7ar sy
FY&ED ANV T + ¥ 7 3 FFEAR) 1K 3 2 BEUE O BE
HEOH 5 EBE
2.3 I IR LTV A WTREVE D & 2 (95 B IR ]
2.4 HEELIFRREREE D H 2 #1931 B

2.5 MR 0BG L ENT BE 921 ]

2.6 SR ED B [022 2]
27 K DF ) A - AT AP S IS LTV
BEUSF M) v A ddE, KA U 7 2 6 S5 o B 2k
FeBALS R DB ENDDH 51912, 1117, 11115 &

2. BR(RDEEICEIBELEVI &)
1
2

28 TUAF L v &G moRIREEE (72720, oL
BT CORBIMENT Y PO— U E LLARD
BEER 101 2]

29 FAET V¥ VEEREKAIY (BB KSR
£ BEMBIR) & 5o B3 (101 -]

3. HERE - IR
3.1 fHRL
Wioc % AL FEASELDI =R | a¥ b e FEESEHD A1
el HRJadvsy » ) |\ 1EmlHRF e vy v
A% | A50mg/THRIe Faza|w 4100mg/[ HE e Fa
O 7Y F125mg "o 7Y F125mg
FLBRR, #Servo—2, BT VT 7 —ILTFT YT
wmF) 257 YHMg, E7HAT—A, L FuFsTu it
va—2A, BibFs v, hvFoosay
3.2 BAE|IOMR
Wioc % AL FEASELDI =R | a¥ e FEESEHD A1)
@ - HE OB 74 vsa—74 | HEEHBEO 7 4 v a3 —
N FA TR
/2
* OﬂLDéfn
=M
/2
| e Siow
=M
i [—
[ERES 9.1mm -
R - 13.7mm
Bt - 7.4mm
JE & 39mm 5.3mm
o 260mg 462mg

4. RHEEXR (3 2hR

= I AE

5. IEER IR RICEAET 5FE

WIERMERT OB LTNEND D A &2 @ ML BT O 55—

PEEE LnwZ k.

6. BERUAE

WACIEIHIENgE (e vy v Ah )y a/ e FazaaF 7Y K

& L C50mg/125mg X1x100mg/125mg) % #1159 % o
RANI MR O HE—BIRFEE LTH RV,

7. BERUVHARICEEYT 235
FHIE LT, g%y »h o A50mg CHEA TS ARG AICT
vy a/efaszuusF 7Y FELT50mg/12.5mgd
5%, gLy oh )y A100mgizay vy s hy v a/e
FezaooF7 Y K& LT50mg/125mg TRIRAT 5 %A1
aYVy Ay A/ FrrzaaFT7T Y RELT
100mg/125mgDH -2 Wil 3 4 2 & [81 B

8. EELEAEE

8.1 ARANxuH vy »Ah V)7 A50mgdh 5\ iFZ100mgek b Fur o
OF7 Y FI25mgDieEHTHY, arvsy yhyyate
FozuuF7 Y FRITOBMER» ST 2BZ2h0H D
HYNIAKOMH ARG T 2 2 &, [7. BH]

8.2 —MMDIMEMT (¥ 3 v ZHEIR, Bk, UL HESE 2 bk
N ERITBENDDH DD T, AFIFG- i E W F 55
IR @ 28 T 2R ALNARE) KIEDE=41) ¥ 7
BETH L,

83 AKIOW A Thr FuruuaF7 Y FIXEAH V) & AlER
HIFTIEPHLNTWS, B VF A1)y A/ekarza
TF7 YR & LT50mg/12.5mgAh G- & 7z E P i BRI
BT, MiFEAH Y 7 AMEIFE TN ZR L, FAKH Y 74
MYEDFEBHEIE A ) TV AMIEL Y BN o720 L7zdho
Ty KAV AMUEDFEEARL VB ESNLOT, HMiEAY
TAEDE=SF ) v EEMICERL. BEgE 5D
Z ko [91.2, 11.1.7 =Hd]

8.4 KAIOW S THAL Furzuud 7Y FIdiERBIE % 585
BEDEBENND DO T, ARHIBEG A E A 01 I R 5 it
DE=ZY) T RERL. BEE )L, [918 &
i)

85 AKIDOW A ThA FuruaF7 Y Mk LA <
R RIGBEMEAL D BENDSH 5 DT, BlEE 012479 2 &,
[9.1.8 2]

86 AHIDOWHThiH FurunF7 Yy FIEEE % I ikkEE2
R ELBENDSDHLDOT, BEMWICHREZFER_TLHE
Bl A2 512479 2 &o [11.1.10 ]

8.7 IHEM/EMICHE S DTV, SALDOEXPNHO5LNLIENH S
DT, EHHEE. BB EOERE R Z M B BT 5
BHUCIZEESEL 2 L,

8.8 FANHI2ARE M I G- LV EAREE LV, TY VT VY
v Z ARG R o BE . REEROCFEHRRICL =
VT rIF Ty ROMEWERIC X B E R MR T &
EZTBENDEDH S,

I AKKDB Sy E e T v VF T vy v IR BRI S HIC
FNEHFREORELRTFEE NS S b2 L OMEND 5,
FFREREM A 2 T 5 70 & BIEE 2 T 1ATv, RO
SN EId G 2 kT 5 4 S R MEEZT) 2 &,

8.10 AFN DG L Y MR R ZIMICH 5 bNDE I LHH DD
T, BIFESEH, BRI THEET AL,

8.11 LM DK F DRI EE 2 BFH X, KB OHER % @) 2 729,
PRSI S T S EE T L,

9 BENEREFIHBEICHT IR
9.1 &HHE - BIEEZFDH 5 EBE
911 EMAIMEHRKXEDNSH 3 BENIIFBETEERKXEDH 3
BE
HRERPCERZVEH I Ga RS, IR
5 Lo MO RERES MO T X ) 2
ICERRE T B S B LN D D,
912 MEH )Y LEREDEE
KAV A MEXEES ) 7 AMEEZRITBENTD 5.
(27, 83, 913, 11.17 Z:]



913 AV Y LAMIEDEE

BEWERLESLRVEHM SN AZRE, MHIZET
LTl REOWHTHAOH VY v AHY TN, B
7 AMJEZHES L B8ZN1W0H 5,
T/, EBEREREE, a2 PO — VA BROBRBEEIC L Y
WAV T AEPEL )R TVWEETIE, &7 Y 7 AIE
DBEBRTLIBENDEHLDOT, MiFEHY T 2HOE=S Y
U REMMICERL, BlIgEE oIy 2 k. [9.1.2,
11.1.7 2]

9.1.4 BIMEEEDH 2 BHF
WEORESMIMMAA 2 ER L, HELELSELB8Z
b b,

9.1.5 FRENFRD L TVWBIEE (KMEROFR T2 L EE, BE
DFETELTVWBEE)
—MEOMEK TR TBENDLD 5, [11.15 BH]

9.1.6 IRIEE AP D EE
F DY Y AMIEERRITBENSD 5. HIZ. BEERK
WP O BRE TR, —BUOMFER T2 EI§HBZFhs
b, [11.15. 11.1.15 BH]

9&72%&@@%@&F2ﬁh§mﬁﬁ DNHd>EE

BWBFRDD S b NG, S R,
%%%L‘mﬁiﬁﬁ%%%iéﬁ%nﬁ%éo

918 AAXIIEH. RBICEEA. EREDH D EE. RUBER
BRMAED & % BE
TR IR NRE . W MR 22 2R Uy L, B PR 95 o BB b R B
LOBENNDH 5, [84. 85 B ]

9.1.9 THI. BMHDH 3 EE
EFIRERRBH S bNDEBENED S,

9.1.10 ZAHIV >y LME. BIFIRIRHBETTERED H 5 BE
MiEHI NV 2% LHSELBENDEDH 5,

9.1.11 ZREMRYIBREDEE
KA DBEIEVEH AR SN L BENDD b,

9.2 BREEEERE

921 ERDBERIIBIFEE
BHLBWT &, [25 2]

9.22 2aMBEEDEE
BELBWZ &, B HIC
[26 1]

923%ﬁ%?i%%MW7b79—/ﬁmmydﬂ)

HEELERO ARV EHE SN A 2R E . BT

é Lo vkFozouF7 Y FICX ) BIMEESIKT L,
Ty o)y A X ) BERERENTEAT LB END
H5bo

9.2.4 BIEERTRE (MEY L 7F = 1E1.5~2.0mg/dL)
ARFNBe G X BRI 7 L7 F = Al S ON I bR Rl
DE=ZF) Y TERERL, BIEET5I4T) 2 &, IMiE2
L7 F = M LA R IR LA OB ENDD S,

9.3 FFReEERE

9.3.1 EELITHEEZDH 2 8E
WE LW b, [24, 932 BH]

9.3.2 FFEEREEIE ZDEREDH 2 BE (-0, EELTH#EE

EEOHZEEEKRL)
MENZBWT, - PEED 7 VI — VEEFIZ B IC O
FNE 2 A T A50mgxk HIRRER G- 5 & R A &
gLCuad vy yolLREEIEBIEL, vy Y RO
B VR VAR O ML P E A5 2 2 AR5 K OS24 12
ATHIEPMEEINTVS, F/2, eFarzouFry
FIEFESIEZ F38 5 2 BEN D 5, [931 ]

9.4 4JEREEE T 5&

9.4.1 HIRT B FREMD & 5 &k
HIRL T I eI NT T v V7 vy YRR
m%ﬂxi?x/ﬁrxzzn%§W%ﬁ%%ﬁﬁL\%

- AERAORE (B A, HE - - BoREA S, 5

t%be%htmﬁﬁ*éhfw@m
EN - I[2FF SR NE RV ﬁﬁi@ﬁm¢%% (L CARRIR S
DV-EEZ EE] MJL B O R VED e % F Al
HEHW s N LY @&&%?é Lo Fo0 BHPY
ERPAIC iﬁ@& RIS ET A2 . [95 B

(1) KK GBAERICEREL TW AW E2RT AL, K
AP G S, HIRL TWawnw &2 EMNICHERT L &,
P IRACHIE L 223541, b IS 2Hik5 5
Zk,

1R/ %/3

EALZ DL BENDD B,

(2) ROFFNZOWT, KA GHIAERICEZICHHAT L2 L,
F7o, TEGHFHLEI uLﬁ%T% L,
c JEIRIICARR 2 LA -
FTYVRAIRHAI L,
s HERASHI L 22 3B b N B A
HTHIE,
- IERAE EHE T A6
9.5 1F4%
WA SRR L TV B TR fﬁi@dééﬁff'ﬁ BHRG5LenwZ &,
GRS B L 725412, EbIcu5 2913462
Lo ﬂﬂE*Eﬁ&U‘ﬂiﬁ‘HLT v /71'7‘ VY RS B AE ) L
Z7 VAT Yy DRI & 55 S 2 B TEK
WAE, B - HrAEROE T, HEROKNLE, BAe, £
I #s A2, FHFEOERAE KL OFEKRBIREIC L 5 LN S
L M ok, HEHIEONE. OKEKED D S b7z
LOMERD DL, B, FT Y NRIEH TIEIHAER AR
IR Y IVE VIE, M/MOEAIES 2R 5T L85 5,
F 7o, FURB RS Qg A, M. 75 - Bk
MR DH SbN b Z Db, [23. 941 B
9.6 &ILF
BALLWIEFETE L, Ty MoFEENLEALCE
¥y rHY) 7 Almg/kg/day/e FuzuousF 7Y K
0.25mg/kg/day~a V¥ > 711) 7 550mg/kg/day/ & Fa 2
o w7 Y F125mg/kg/day % ¥ 5- L7z B W T, o
VE HY) 7 A50mg/kg/day/e FazauaF7 ¥ F125mg/
kg/dayhf Tt BARE O A I O O 95 B = 12 L DS A B
Nize 720 ud sy, IVKUVYBAROTE FurzooF
7Y OB D MR SNz RRBROE R § 5 M
ROy o H ) 7 L10mg/kg/day/k Ka 2z oo
7 ¥ F25mg/kg/day Tho72. k FuzuuF7 Y Fid, &
MEAHFNORATIHE E N TV,
9.7 MNR%E
INBE R L UK ER L Twiv, AIBIEER
BT YA TR T\,

9.8 SmE

9.8.1 —LICAMFRREDME T LT\ %,

9.82 —~MITEEDREIZFF LA SN T, MiigEs
PRI DBENDED b,

9.83 MiHETOTY IV Y ) 7 AHE 52 BT 5 ST RE
RERT, BH IV U ROH IR VRO L B AR
B IR TR» o 72 GEE IR Lca vy v Rt
AR ¥ RO M EIEHSZ ZIAI265 B OR35S 5o

9.8.4 AW AR IMAE EmDOWAE R L. BAK, HIMLEZIC X 5
VB HA HFV, KMELRITI LD S,

9.8.5 HFICLRBECTEHE O H 5 FiiiE TR EM A AR IE S %
MU O PR A & MR A 2 2Rk Uy I 2855 o0 AR ZE M E %
FRTIBENDED 5,

9.8.6 X7 MU 7 AldE. KA ) T AMIEDD S DLNRIT V.

10. #HE{/ER
AR THHAY VY A aid, B HEEET o
a — 24 P450 2C9(CYP2CY9) J UF3A4 (CYP3A4) 12 & 0 &AW
THOLINE VBRI H I NG, B, RFOWHSTHH L
ForzooF7 Y Fid, BEAERBENDEZ LR IRPIZHE
xhsb, [164 8]
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AR EENIC LD
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LEFETIE, EHI
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B AT 5 72
HEEZOLND,

FT T RREHIONE
MAIREST B 2 & A
Hbo

AT T A NN %E
WHRIOTaRY 75 v
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Xy, BATa RS
75 I URRA L,
KeF MU ADEKRN
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SCThAHherFuruon
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. BIfER

KRORBVER DD b DEZ LW HDOT, BlgE T5I4TV,
REPRO LN A3 RG 2 Ik T % % LY 2 LiE 2 17

)T &,
1.1 EXEEMER
1

111 7F7 14 7% —BERH)
AP, CIPEHR, J8TT. BRRE. WPULIREE, 4 Eli,
FHERHObNLZ DD 5,

11.1.2 MEZHE (HEEA)

EIL, VS, WHEE, WSOMEERD Sb b2 D 5,

11.1.3 SMFF R UIBIFEFF R (310 b HEAT)

11.1.4 2EREE HUEARH)

1115 >3 vy, K, BFHEE TR HERY)

%, EH, ERN RSN D b ga1cd, HHIZHE
YpuE 479 2 Lo [9.15, 916, 102 2]
11.1.6 HEMERBERAE (SIS AH)

DA SR N WAL

CKLS, M RPIArue r LA

AL T ARG RED S S b1k, 5%
ik Uy @ 2 0E 2479 2 & F 72, BERUTRAE 1Z X
5ol EBEDIEICERE T &,

MA7ZEAD U I LME. &H Y7 LM (N3 B EARD)
ML ) 7 AMEO BB, BRI & Rk
BR&ED3H HbNDB I ENH Do [27. 83 912, 9.1.3 BIR]

WA SN E Il G 2Pk L, ER I IRAHE D
BEEZTH L), BHIHETLI L,
11.2 ZOBOEER

0.1~5%A )

BB

AR

O F v, FER IR
Ui

HG, AR, HEsHE

R L O 52 PEAR I
BE

FHEREE OBIRSE) « o

AR

HA g, T, %,
HAPE, B, B
LB 3 SN (3 N
ERE, BRI, BHEA
PRI, 17

T, NFHREREE (AST I
H. ALT L%, LDHLH
%)

BUNERA., 2V 7F =¥
b5

5. HME

ZIALBE. e, AL
FAE. FLBE. Z 9 HE. 3
MAL. EE=Y 7=
b =72

A, AR MmEREIE . R
MmERE AP, ~~ b7
Vy METF. Ax b7
Yy bEF, AESBY
VAN, A R R
U CSERBAE I

IF R ER SN, AF i ER
OB, ) ¥ REREOR

A
A

Z DAl

BEE, CKLA., SRk
IMJE e RS A 3H
&, £, #R. CRP
B, SR 7R R
R R R I ER B PR
MERB Pk TR AR
BNPH#E

FEEG RERE, LU
L MRER (23 A HLA
) BABE. 13TH.,
WHE. AR, Bk, K
<7 AV AE. K2
g— T VhE— Y R,
WM& AV 28, A
VERF VAL BANVY Y
2MLAE & £ 5 El)H IR R B
LR, BER. B
M. SEBE. PPURRBE. 1M
IR, ZALFLE

BuaH vy rhYyya/efuzuounF7 I FELT
100mg/12.5mg. 50mg/12.5mg. 50mg/6.25mg. 25mg/6.25mg
¥ LR T & T,

12. BFRRERRICRITIRE
HURIRE O 2 WEHEOMEPBIZ# K T €5 2 L 0H 5,

14, WRAEDEE

141 EFZABEOEE
PTPU¥DFHIZPTPY — b2 5H ) ML CTIRAET 2 X 548
Y LHZ L, PTPY— bORBAIZK D WS A E R,
JEAHIA L, B3zl z B3 2 L TR &% 0 EE 246k

11.1.8 REERR CHEEANHH)
LA, OREMBSEOTREIRDY D HbNb I EH
Hbo
11.1.9 JAMEREA . BIMEREL. mMRED (37D SEARH)
11.1.10 BERRMEM., FMMEEM (W3 b HEEARR)
[86 ]

11.1.11 FIEMME R CHEEA)

11.1.12 RIEMAR. FKIE. SHFPIRESEEREE (3 SHEARH)
R LENG %6, WiAKEDH SbNBZ EDNH B, $72. B F
orzuuF 7Y FIRMA%. 852 5 BORk i DU Sk
BHEGRE DTS BL L 72 & i Aid 590,

11113 28T VYT~V b—F 2B HERY)

11.1.14 R M¥E (FEA)

Bl Zefii&, %ir. To@Ea, ST, e &
MEEESEN D S b AICE, &S eIk L, #L) RN
BEAT) T Lo BRMGHEPOBETH HLbLNR TV,

11.1.15 &5 U ™7 LA GEEAR)

BRI, TR, B B, R, Sikbadsz ek
fKF P AMIEDRHSPNDEZ LD DL, (27, 916 5
]

11.1.16 2MER. FAERARRE (3 1 JEA)

MR (BR, BOKRTS2E50) . HERARNEYND
LbNAZ ENHBEOT, BWAEBIIOM T RIRE O 5

o

FEZ DT A2 DD b,

15. ZODEE

15.1 EERR{ERICED 15
WM CHERM S NEFEMEICBWT, e FrszuuF 7Y F
PGS N BB T JESHIINE L OV IR 0 ) A 7 a3
B3 22 EPMESNTNBEDY,

16. EMEHE
16.1 MFiRE
16.1.1 BE%RS
fEERAICT VY YY)y A/ a2z aaF 7 Y F50mg/125mg
EHEREORG T2, aH Ly v ROHVE VEBKIE. FhER
5514 Je OV 3.7IRE T L2 d 5 ML P (Comax) (23 Ly T 221080
(T12) L7 R UGS T L7z k FrzaoF7 ¥ FolmbErfi
FEIE, G128 ) TCmaxlZE Ly T12137 9 M TdH - 729 ().
F REERACBI IO LY YA/ RO OO FT YR
50mg/12.5mg % HillFE P 5% O SEYBE NN T 2 — ¥

gy ) A50mg/k Farunsd 7Y F125mg
oLy v ANKUVBA (e FazouF7 YK
Crmax(ng/mL) 291.0+96.9 5929+1374 95.9+20.9
Tmax(h) 14+08 3712 28+09
AUCo(ng + h/mL) | 504.8 +180.2 3674.1 £680.2 516.2+89.8
T12(h) 1.7+06 58+1.1 79+12

n=11, Meaﬂi’S.D.<Cn\ax\ AUC : %E:{"quiéjx Trmax * ﬁ—ﬂi]'qzi’;]\ Tie: %ﬁ]jﬂ]q"—‘iéj)

4



16.1.2 R{E#’E

WRE B O S O ARREE S L SE B Ca vy v ) v A/ Ra
yuuF7 Y N50mg/125mg% 1 H 110114 H B R AR5 L 72 1,
M¥gEhav sy o0 AVRVBAREOe FazaoaF7 Y Fows
NI ERMITRO SN h o 7210,

(O vk FEE&$ELD[=F1))

oL FERASLDIZAMIE 7L 34 v MRAHFKLDZRZh15
(a¥ vy Ay aeLTi0mg, e kerzuuF7Y FELT
125mg) % 2244 DR A BV 27 1 2 F — 8 — 02 X 0 ff ik
EPe5- Uy R 2 bk 2 e Lz, Bohiayvy o
HHFHE ST A — & (AUC) 12D TI0%IEHEIX B 1 TR 2
7o 7249, 1og(0.80) ~log(1.25) DHPFANTH V. F /2. B
785 A =% (Cmax) \Z DWW THEEHRNT & AT o 725 8 0H Bl o -4l
D7ED0g (0.90) ~log (1.11) T 22, HHRBTHET L2 TTO
S CHIEB ML T2 &2 5, WHI O LY FER R SED
MERENTe T2 o FarouF7 Y FoOEYEHRE S
# =% (AUC, Crmax) I CT0%E X 131 THEHENT % 47 - 72
HiH 10g(0.80) ~log (1.25) OFPHNTH 0 Wi o 4Py 271 [ 5%
MRS 210,

(1) aya>

16.1.3

il 5 A — % BHEING A =4
AUCo-24n Cmax Tmax Tz
(ng * h/mL) (ng/mL) (h) (h)
S
g ﬁ;}l/ b NHE 451.89+154.61 | 199.38+99.70 | 1.68+1.00 | 2.42 +0.90
LD[ =1
N s
EPDI/ kv MG 440,08 £133.84 | 216.21 £107.16 | 1.65+0.97 | 2.22+0.51
(Mean +S.D., n=22)
(ng/mL)
3001
—O— O/l REEE#LDT=,
B ool —o— 7L Ik RAHRLD
E Mean+S.D.(n=22)
+
;
4
<
g 100+
ot 1 1 L I ©
01234 6 8 24(h)

12

# 5% DR
MR EE S ONIZAUC, CoaxED 3T 2 — 7 1d, Bl oEIR, 1K
TOTRIEL - B2 OB & » TRA B WENELSD 5

(2 erOyoOF7I K

A X T X — % BEIING A=
AUCo-24n Cmax Tmax T2
(ng - h/mL) (ng/mL) (h) (h)
L NG B
H —H;} LR S 530.14 10295 | 90.83+24.80 |2.77+095|791+155
LD[ =A1]
RS SN N
EDI/ ORIt 54249+124.12 | 9454+24.99 [295+094|8.14+1.50
(Mean +=S.D., n=22)
(ng/ml)
150
il
[ —Oo— ALk REEATELD =,
ool —&— JLIxXYMEAHRLD
E Mean+S.D.(n=22)
2
[m]
[m]
=
7
S sOH
5
7

012 3 4 12 24(n)

K5 % ORM
MAE PPN OICAUC, CmaxED /85 X — 13, Pl oI, 1k
TOTRHUIEL - R SF OFRBRGAMIT & o TR D WD D 5.

16.2 TR

16.21 BEDHE
HER ANV y v h YA/ FaszaaF 7 Y F50mg/125mg
PEGBRGT L L BEHEERSICHTaF VY v VRV ERIE
ROe Farzaoad 7y Fowvg i d i e i i 5 % w
(Tmax) DSREE (0.7~ 178 ) Ly T8IV & > oD HiLAE i e - 167 1 il
Tk (AUC) XD o2 DD, HNVKYBEKR e Faro
0F7 Y FOAUCHZNZN1T% R U22%ICTF L7225 BRI 118
ERLBVERETH 572912,

16.3 2
L MIBUIZaHV S Y RO VR Y BARO SRR AR W
NH%LL ETH - 720
v kozuoosd7 Y Foe MUEEHEEIZ22%TH - 7212),
16.4 X3
EMIBWT, gy VixEE LTHNVR Y BENMEE S, 2o
fREHZIX, T LTCYP2COD G- L 720
bhizBwlerFazooF7 Y FIRIEEAERB IR o7212,
[10. ]
16.5 HEitt
R ANICTY Ly A )y A/e FrsaaF 7Y F50mg/125mg%
WARE P 5 1248F5 1 F T2, u vy v A VKR VBKR O e Fo
7auaF7 YRR RPICZENZNSG 2 D37%. 7.7% I 1°66.6%HE
729,
16.6 HENEEEETHEE
16.6.1 Bi#EREERE
BB AR & A D B AR R (Mg 7 L 7 F = U 15~25mg/dL)
Zadvy yhyya/e fazaaF 7Y F50mg/125mg# 1 H 1
THRRAERORS L2Boad v g v O H VR Y ERAED Cmaxld.
RS IL T B I R12M5 <. AUCo2aml3 15~ 1710572 &
FazaaF7 Y KOCmax FAUCo24nlE, Z N2 EHERE L5 B
HOLARE R O2265, B2 )T 5 v Ad27%TH - 7212),
16.6.2 SE
O¥ Ly Ay LA/ Oy aaF 7 Y F50mg/125mgk 1 H 17
H B AR G-% o a3 & 2 O VR ¥ RO M h R 1,
JEEEE L EE R, v FusuuF7 Y FOWIRD Sy & 2%
o 7218 BHEANF— %),
16.7 EWHEEER
R ATV y Ay A/e FrsaaF 7Y F50mg/125mg%
RO Lztkoay vy v, AVKRYBELYe FrrsooF
7Y FOMBEPREL, SHEARGHRLESR, ad Ly r e F
uzuud7 YR EOREYBHEN LMEERIERO SN h o729,
HAMZBWT, gLy ey AF T, T2/ NVES =)L, T
TNy, VIFTU, FhaFV—VROIY) 203 A Y EOM
HAEZOWTHGET L7225, Wb iR RRE L 74 2 B REN 2
MEEHERO Shhrol. advs v ey 77 ¥y v (UM%
FHEAD) L O E D, TNy RO H VRV BRIKO LD L
D, ZNHOAUCKKBA Lz, T/, udnvsy regnvary—n
(CYP2CODHEHD) OPHIZ L D A VR ¥ BEARD Cmax Je FAUCHTIK
B U72H, ¥y > OAUCIEENL 7212),
16.8 Z DAt
(O#JvEe FEEASRHDI=F1])
TV FEEGHEODI =ML, TR R 2 28 1 A o 4 12
B S HERER AT A 5 4~ CERE244E2 A 29 H 38 A 42 3602294510%) |
WO &, ud vk FEASILDI M2 i L Lz &, dilz
AL L EWEFEMICRS E Ak Sz,

17. BRERRRIE
17.1 BHERVRLEMICE T 25k
17.1.1 BN H-_EEFRIEEHR
HARNEME L L ZEERILERBICBWT, ayLvyrh)y
L/ FazauF7 Y F50mg/125mgld a4 vy > Y v A50mg
5 XD B HRICENEERNRDRD NIz, FBEERRH ERT
154610 % A4 %) GERYIIE AS90mmHg A% 12 12 10mmHg DL &
T L72HER) & HE S N EPNE 11260 (73%) Td - 720
oYLy Ay A/ FaraaF 7Y F50mg/125mghfiy S
72 B3 T AR R O RIVE T 2535 & 7z 0115561714490 (9.0%) T
BV EFEWEIZTZEINED 0560 (32%) . HE.L260(1.3%) Th -
7oo F 7o ERRMAAE O REIEH 2 i S 7z 013 15560 2241
(14.2%) TH . FE2BEREMEORIEMIZ. JREBHEMSH(5.3%) .
ALTHIIM, CK#¥IN4360(2.0%) . ARIMEREA. ~~< b2 1) v M
B NEZTE VA ASTHEIN, BUNSIN261(1.3%) TH - 72,
F/, vy Ay A/e Frzuad T Y F50mg/125mgD |
TEMZEBIERIZ, 79 REFARETH - 7215,
ERE TIHERHRGHER
HARAN &M ZICRMOR 22 R LS TAHRBRIC W T, g
VAU A/ FarzaaF 7 Y F50mg/125meh k5 S iz i
T H AR IR O B A3 & 7z 01320000 12861 (14.0%) TH
0. ELRIEIZHEIR6HE (3.0%) . FEVED F VL 4ap1(2.0%) . £~
vy s, B BEK FRREE200(1.0%) THo 7. Tz, MR
FEOREIET 25 & N7z 01320081H12661 (13.0%) TH Y« T 7%
A O EIVER LIRS 6H] (3.0%) . ALTHIMSHI(25%). AST
B ) 7 N A KA (2.0%) . ARIMEREGA . ~< b 271 v Mg
B30 (15%) . FIMEREE . ~NE 27 v v, LDHE, CK
B, R AR IERFPE 261 (1.0%) T - 7216,
17.1.3 ENE DI H-_E SRR
gy H ) 2100mgE AHBICHE 2 > MO — VAR5 T
B o 7z HAR NATEVE i iU 83 % 0 G & L 72 48 A — 305 Mol
ZBw<T, aH vy A )y a/efuszsuouF7 I F
100mg/125mgld 4L & > 7 1) 7 2100mg#k5- L ) &, 5.8
O3 b T 7 AALIGE ] R OSBRI 512, A RICENBEIER)
Ram L7 (p<0.001) . $5-8HIFIZBIT 2 b T 7 AALIMLE D
NR=2AF A V9 bOEARERUIRT,

17.1.2



F1 vty rH )y A100mg TREA TG A MERERE 205 e Lz
RETOPY b7 7RMIMEDN— 25 4 ¥ 5 DZELRE T (mmHg)

e 5.8 ks D
Z bt
) Ui 1) 54(1.0)
DR PN =170) §
gL g v ) 7 4100mg (N=170) TR 36(06)
a¥ Ly Ay A/ e Furzuoad T YR UL 19 -145(1.0)
100mg/12.5mg (N=166) § £ 3] -8.7(0.6)

TR/ I (BEERRE) . § EBEEFAMIIE H OF ASHAT x4 51
oYy rhYva/e Farzoad 7 Y F100mg/125medidk s &
N7 B CRWEMASHGE S 7z 0121666111661 (9.6%) Td - 7217,
17.1.4 ERE T H_EERLEBRABR RO RR S HE
a¥vy rHY A/ Furzaus 7Y F50mg/12.5mg % SRR
FBIZIME T > b= VAR5 Td - 72 H AR NAR RGN 5 103 i 2
B A G R 2 AV & AN L 72 55 A AR o0 — S E M) (83 ) 12
BWT, o¥ vy Y va/eFazooF 7Y F100mg/125mg
vy yh)ya/e Fazuus 7Y F50mg/125mg e T,
2 G-8WIE DN b T 7 AT HEIRMUT TR FLE DO REE RN R 2 7R Ly
B G8WIF O + 7 7 AL T Tl B ORI R Z /R L
7o BESEMIBIT BT b T 7T DN— AT A Vb D%
L% FR2ATRT
2 oYLy rHYmLA/eFrrOnF T Y F50me/125mg THREA 14
Z A B E 2R E LB TONE b 5 7 RIMEDN— 2 5
4 50 bE T (mmHg)

5% 58I D
Z b
Oty AT A/ L FarzuoaFT YR 3L 4 6.2(1.0)
50mg/12.5mg (N=144) § JERRIY -5.3(0.7)
a¥ Ly ryAaYva/ e Faraad 7Y R e -85(1.0)
100mg/125mg (N=134) § JEBRI 5.0(0.7)

TN TP (BRERRAE) . § FASIRNT I &1
72, gLy Ay A/ FrrsaaF 7Y F100mg/12.5mgdD
PR A DU B O L 6 12525 12 B\ C b $iiE L 7o
CEEBRUGEE)ICBWT, u Ly Ay A/ FrrzooS
7 ¥ F100mg/12.5mgh 5 & 7z g CRIMEH 255 S 7z o1
1341117851 (5.2%) Tdp - 7217,

18. FEHEIE

18.1 fEFA#F
AKAOBEIW T THLaFIN T > H ) w7 Ak, FOEGHER DR
WEN, ZO—EEERBWTH LI NVEVBEKICERI NS, o
Ve ROANVK VBRI, WTFRLABNAEWETHLT v I F
7Yy (AL DMEH§ % 28R (AT1ZBR) (20D T BURTE
R Ly AT OV Z2BIRIICHIT 2 2 210X ) BEMRZ B3
518, gLy viE, L=y - Ty I T vy R (RAS) ASIEMAL R
NTVaEL = Y HEIIEE T IVISB W TEWN R BERHR 2R L1920,
WIZRASO G- DD WK L = U PEEIIE € 7 VIS B 5 BEERRIE
FOWIEPHMONTWE20, —HoRAHS Thbe FuruaF7
YRk, FTYRROBEMRETH S, e FurouF7 Y FoRk
JERFICH L Cid, A IS B A F by 2 FHIRIGEIHEIERIC X 5
PEERIM R WA 23 2 5hTwa2), $72, e furuuaF7y
FidZ OFREHIC & ) RASOIEMAL 22 & 9722),
L7zh%5 T ARFNIRASIEVEALIRE CHEM 2 BRI R 2R a1 &
v ERASEIEMH L XA FuarzunaF 7Y FEDEREBHITH L7280,
W5 D PR 513 A A G R L & ) S R R R 2R &
%25,

18.2 (R E{ERA
ERFERE WS ILE 5 v MI2B T, HMPE G TH %% o B E RN 8 (B
15mmHgl& ) 2R L7z o s & o & Bl 5 Cla e £ 2558
DoN o iEoe FurzuuF7 Y F2HES T2 EI2k
D EW L BRERE (R30mmHg ™) 25520 Sz, PRS- HICE
U B BEERD ST S AR SR ORI L IR LG TH - 722,

19. BRI ICET 2 (2R R
191 AYILEHU DI L

—fi%% : @y H Y A (Losartan Potassium)

{E%4 : Monopotassium 5-{[4-(2-butyl-4-chloro-5-hydroxymethyl-1H-
imidazol-1-yl)methyl]biphenyl-2-yl}-1 H-tetrazol-1-ide

SAFR ¢ C2H2CIKN6O

SFE : 461.00

MR ARRRAEOKREOB K TH B,
REFKIHRD THEIT R T A5/ =V UET 8 7 — v (995)

TR,
BE
NWCHs
N\ N
HO
K\
al
\/N

192 EFOYZOQF 7R
—f%% : £ Fuzuouas 7 Y K (Hydrochlorothiazide)
{b%4 : 6-Chloro-34-dihydro-2H-1,2,4-benzothiadiazine-7-sulfonamide
1,1-dioxide

AF ¢ CrHsCIN3O4S2

DFE 29774

MR AR E O RUERE SO KT, IZBwiER <, RIEE
MU,

K7 P VIZETR T T M2 MY MIZRRETICL
v AKNEZ S ) = (95) I THIFIZ L, Y2 F v —
FIVIZIFE A EBT v,
ENTIEVINE 2 [l RN wi AN h N
Rl R267°C ()

o%s//o o\\s//o
HeN- :@: “NH
cl N)
H
22. ad

(O#IvE FEE&$ELD[=40])

1005 (PTP10%E x 10, HzM#IA D). 5008€ (PTP10$E x50, HZEEHAIA D ).
5008E (/N T, EZHRAIAD )

(OYIve NEE&SEHDI=F0])

1005 (PTP10%¢ x 10, FZHEHIAD )
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