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2. B2 (RDEBEBEICIFIES LN L)

2.1 RRIOG R UBEEDBEERED H 5 B

2.2 F7 Y RREHIIZZFOFELULE (B2 X7 0Ly
U RYEDALT 27 I NHER) ICHHT 2B80E
OBFROH % BE

2.3 HESUIITIR L C WA EEE D B 5 1 [9.5 BHE]

2.4 EELIHKEREDH 5 EH[0.3.1 2]

2.5 EROEBEHE LBHTEE[0.2.1 1]

2.6 AHEEEDEE[0.2.2 ]

27 EEHOF R UL - AV I LABHSPICEAD LT
WBEEKF MY LMEE. KA 7 LAMESDOE
RERFAZBLESEDLBENITDH5,1[9.1.2,
11.1.7. 11.1.15 ]

28 7Y RAF L Y 2HEHRORERREE (72720, ok
FEBEZIToCbaRBMEDTY bu—LHELL
AROEEZRL)[10.1 ]

2.9 FAES VLY UEBBIEANY (BHICB I 2 EHZR
IC K AHESER) #5500 EH[10.1 2]

3. f8RE - R
3.1 #8Rmk
WRFE BRI TRHNA]
18E HERELO—2Z, D-v
oYLy HIYTL = b=, BRSO T
. (HR) 77 —tFr S, B R
%zgiﬁmj 50mg uFrrSuriitia—
= v RarauF 7Y R |, AFT7 Y vBY TS
(HR) AN A= B 8= Ey N
12.5mg <27 ud—L6000. Bt
18 FH . HFoNNa
ay Ly > h) T A
ayiLe K (HR) 100mg
AN
fidc & $EHDIEP] e
(HR)
12.5mg
3.2 HEIDMIR
Tk Al | &
ayiLe K
e &$ELDIEP]
VRGN
I-7 1
oYLk K v 75t EP
fic & $EHDIEP] p
13.1 (?E) 4.7 371
7.6 (JE1%)

4. HEEX TR
BIMEE

REFEE

5. FREX (FZNRICRHET B:F2
BEZMEERTOBENEDSDH D .. KE 2 EIMERGEDE—
BINEE LT &,

6. HiENUHE
BACIHLEE(QH Ly > A Y 94/ KaraaF7
Y & LT50mg/12.5mg X3 100mg/12.5mg) % &% 5
3_20)0
AANISMEREOHE —ERFEE LTHOLZ L,

7. BERUBAEICEET %R

JFATE LT g9y A 7 A50mg CHRERTF25E
cay vy Ay LA/ furzouFrI RELT
50mg/12.5mgD#5 %, THILE > 4100mg i
oYLy yAY LA/ FuruunF T I RELT
50mg/12.5mgTHMRATFHGFEICTY LY VY h Y T L/
tFarzousF7 Y FELTI00mg/12.5mgD#t5 % Mt
T5Z &, [8.1 ]

8. EEREFRIEE

8.1 AFNZTH LY > H U L50mgdH H1E100mgE b K

uruuF7 Y RI25mgOREHITHD . Ly A

UosseRarzouFry Y RNAOBHWERSFHIRT 5

BEINADHY., BUICAROERZHET L&, [7. 5
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) ZEITBEENDDH SO T, AEIERETITEDN
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EZV YT ERERTHIE,

KA THhH e FurzaoaF 7Y RIMEA Y T AN

JEREITZESHONTWS, aF Ly HYTL/k

Faruusd 7Y FELT50mg/12.5mghE s hizH
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ICERM L, BEE2 21752 &, [9.1.2. 11.1.7 &)

84 KK ORI THAH FurzunaF 7Y RIERE M2
HRRSEEBENFDHLH0OT, AEBESHIZEDNICIMD
HERBEOE=YY Y 72ERL., B2 +5ITD 2
L, [9.1.8 ]

85 AHIORATH A FuruuF 7Y RiZIMkEE RS
L 3HRREEtOBZENDIHHD T, B2+
fT52 &, [9.1.8 2]

86 AKIOAYTHA L FurzuuF 7Y RIZEE & Mk
ERZRFESEHLBENDHLHDOT. EHNICHE 2 E
THREBEETFIITO T &, [11.1.10 ]
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FICENICHFRFOEELFREN NS S5bh- L OWE
Bdhb, MEERELZERT 5%, BE2H0I12F0,
BESPROONLEAIZES 20T 374 EE 20
BEITH T &,

8.10 RANDEEIC L VFRMEIEBICHEDNZ I EDDH
5DT. BRGERHA. POKICHHEETHI &,

8.11 W DIKRE RN E 2 BEFITIE, REOHRZ 8T 5
7o, FHIRICHRET A ENEE LU,

0. BENERZEIHEBEICHT I IR

9.1 BHIE - IFEZEDH D EE

9.1.1 mAIMBEHIRXZEDS 3 EBEEX FH B CEHIRIEED
HdEE
WEERSTZBRVWEHE SN 2BE2BE. [HHIZ
BIFsZ L, BMREORD L RIKAESBEDEKTIC
FDERICEHKEZBLSE2BFT M0 D5,

9.1.2 MFEHY I LABEREDES
BAHY T LMEXITEAY TLMELZECTBZNN
H5, [2.7. 83, 9.1.3. 11.1.7 2]

9.1.3 BHY Y LIMEDESE

WEERSTZBRVWEHE SN2 BE2KRE. [HHIZ
BWIFEZE, REORDITHHOY LY > 7L,
BHY Y LAMEZEESEL5BEFNMHH 5,
7o, BHERE, OV P o LABROERRSIC K
DIMEHY T LEFEL DS TVWEETIE. BhHY
TLMENRIRT 2BZNPHAHOT, MFEHY 7L
EoE=%") 7 2EMNICER L. BEZ2+91217
52 &, [9.1.2, 11.1.7 ]

9.1.4 BRNMBEEEDH D EE
BEOERESMOEAEZEREL., REZ2ELSES

BEINHDH 5
9.1.5 (FRENHD U TV B EE (KD BROR+5BEE.
BEOFETZLTWVWSEE)

—BEoMFEERN2REIIBENDGDH S, [11.1.5 &
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BB EAPOEE

BF M) TLMEZRIITBENDTH D, R, BE

REEEEROBE TR, —BEoMERT 2T

BENWDDH 5, [11.1.5. 11.1.15 BH]

SEREHIRECEX (SREIRELED H D EE

amafRERSH 5 bNi-5Ee. Afk RS,

WEfEZR L, MEERELZFHEITLIBINTDH 5,

AAXFEER. ZHRICHEER. HREDHIEE. MU

BRBINEDH EE

BIREEIE. SIMEEZRK L. BE. EREOELSP

BEIbOBENDH 5. [8.4. 8.5 B ]

TH. [BItDHDEE

BREEADPH5DONBEBENDDH 5,

SHILY D LM, BIERBRERETTEEDH D EE

MEHNLS T L% ERSEEBENNH S,

REHRYBREDEE

AEIOBRERRAP RSN BENFH 5,

9.2 BikrEEEEE

9.2.1 BRDEBENIFBITEE
BELLZWZ E, [2.5 3]

9.2.2 AHBEEDEE
BELRWZ L, BHEZ2EICELSESBZINTD
%, [2.6 2]

9.2.3 BifEEEEE (BT L7 FZVE 2.0mg/dLi8)
WELERSTZEBRVWEHH SN BE2BE. [HHIZ
WIFAZ &L, ERuZzZouoF7Y FICkDBMEED
BETRL, gLy ohU T LI BHERERESE(L
TEBENDDH 5.

9.1.6

9.1.7
il

9.1.8

9.1.9

9.1.10

9.1.1

9.2.4 BHEER TRE (MBI L7 F =B 1.5~2.0mg/dL)
ARSI EARNICE 2 U7 F = U ER O R
BEOCE=%) v 7H2EHBL. BE2+DIITHIT &,
mEZ V7 F=VELERRCMERBELEFOEZN
BdH 5

9.3 fFisEEE=EERE

9.3.1 EERITKEEEEDH D EE
BELRZWTE, [2.4. 9.3.2 3]

9.3.2 FFEEEEEN (FZDEIEDH D EE (2 L. EELH
KREBEZEDH DEEZRL)
AENCBVWT, B - FEEOT7 LI - VEHEEERSE
ICaYILY > A) 7 L50mgE BEROKRST 5 &, f#
FERAEHELTOYILY v OEEREASBEL, O
LY U ROHIVAR VBRIEO MIEFREENZNZNH5
BROK2GIC ERTAZEPRESNT VS, £/,
tRorooF7 Y REFHEEEZFERIT 2B20D0
»H5. [9.3.1 BE]

9.4 &£hERE=H I &

9.4.1 {HIRY 2 OlAEEDH DMt

HIELTWA I ENBBENT 7o VTV VEH#

BRAEAET > IF 7 v ¥ VIR BRETHR 2

L. R - iERANORE(BARL, HE - i - Bk

BAE, FEEE) RO S NFIAREShTWnED: 2,

KR OHEITHENS, RBEEOERELERE L TAHA

BEOXEN2HEEICHE L. IBELOARENER

HE LR EHWESNEBHRICOAZEETEH L, £

2. BEPDEZIBEICIZROTEHIEICEET S

. [9.5 ]

A GHBRTICER L TWEWE E2TERT B &,

AAEFEGHE, FHRELTWEWT &2 ERMNICHKRT

5L, BERIHIEAHEL 25/ BEICH

Badikgasl e,

WOHRIEIZDOWT, REESHBEICEZICHAET 5

ko Foy BERHLMBEISUHAT S &,
IRRPICARRIZHER LA, BRIR - BiERICEER
RIEFTVRIBHEH &,

CHRIRASHBH L - IFEDO N A EE L, EHePICHSE
ICHT A &,
< IIRAFE T A5E0. HYEICHERT S L.

9.5 111%

ERIER LTV AAREED H 2L EICIZERE Lz n
& HERIIFIRAHBA L ZEAICIE. BEEICERS %
kg 52 & HIRFHROEKRBICT VO T Vv VB
BEBEREER T > OF 7 > ¥ v I ZBARETH 2%
Bani-BEcEKEVE. BE - FIEROELE. #Hik
RORIME. BA%, ZEHFAE, EEOEBRAZKRD
EIGBDREIC L B EHERI S N B PR Ok, TEHEEE O
L. HOBEREDS D S5bNIzEOMEDNH 5, 25,
F7 Y RREHTEHFERIARICHEEC Y L E VIME,
M/MREAESE 2T ED DB, T2, FRBEIC
EOLMEERED. KRR 75 - BBILEERD 2
HobNBIENH 5. [2.3. 9.4.1 BHE]

9.6 1ZE.1%

BALZWI ENEE LW, Ty bOREEMKRCZA
icaH vy > hvy Yy Almg/kg/day/k RarzoaF 7y
F0.25mg/kg/day~ua ¥ )% > 57 L50mg/kg/day/
v RaruouoF 7Y F12.5mg/kg/dayz#%5 L7-iRBaIC
BWT, ey >rHY 7 L50mg/kg/day/k Furu
O F 7Y R12.5mg/kg/dayB CEREEDFED K OED
RHMERENELS A ONT, £z, YLy, AL
RUBAEERC FuarzooF 7Y FOIAHTBITH R
Shize RRABROERICH T 2BBEHERIIOT LY U h
)2 510mg/kg/day/k RarzaaF 7Y R2.5mg/kg/
dayTdh o7z, B FOZouF 7Y Rig, & MEEAHRAD
BITPHRESNhTWVS,
9.7 INR

INRE R R E LR IIFER L T, FLIRIZ
BRENT VAL TNPT 0,
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(2)



9.8 BnE

9.8.1 —fRICEHKENET L T2,

9.8.2 —RICBEOEERIFE LI ZVESNTWVS, MiE

EEPRDBENDD S,

9.83 EiE COUTILY > h ) LBMREIZEBITSEY
BIREREBR T, Iy U RN VAR VBED MmEEHE

EPNERREICHANTEY» > - FFEHmEF kKL T

PG ROAIVAK Y BREO MEFIRED ENZE N2

ERURIL3MEIC ER) o

9.8.4 RFAFIRIZMBE OB 2R L. Bk, KIMESEIC

£B3BEL6H, OEV, KMEZERITIENH S,

9.85 RICVEERETEHEEDH 2 R#E CRABEHRITZ

7z MAER O & MEERGE 2R L, IEZEEO Mz
ERECHFEIT 2BINDDH 5,
9.8.6 f&J F U Y AME, &7 7 AMIENH 5 HNRT L,

10. #8E{EA

RENDEAFTHZHUTINY A7 LI, EYRB#EERT b
71— 2LP450 2C9(CYP2C9) K U3A4(CYP3A4)ick D

EERETH 2 N AR U BEICR#E NS, 5B, RED
BAaThse FurzaoaF7d Fid,

L RPICHRtI NS, [16.4 2]
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[2.8 ZHH]

FEBFEEM AR, B
WrERRE. mAh Y
I ME K OMEILE 0D
U 27 MRS S
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10.2 HEEEHAICEFETD L)
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KRIOETTHA
FrorzooF7I R
EHNATIVATA
FOKEHREG TILE
TEERHsDLNSE
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RER. HILEBE KR AFORTTHS £ CTARBORS T
&, VFyLAhEERZ | ForsaanF 7Y R HHe RuroaF
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U LHEHER % R Rt o I B A
2, BRI 5720, &KHl
) F V) F BN ME A ) 7 AMEDK| 7Y FL ) F o BLAE| D F& AR FH AT RS S
ThEHEDLNRT L IEA Y 7 L IMEEZ NEBENDDH 5,
2%, FHELBTILR
270 UiERG| X 11. BIWER
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7o Y o THRA D RSy BEENRDSNIGAICIEREE2HIET 5 7% OB 2 0E %
Thsb Ruruou 152 &,
FPTYREZTUFL 11.1 EXREWER
U FUBFIOMHIC M1 7FT45FY—(BEERH)
X OEA Y T LIMKE R, OWNEFER. 3T, @2, BTRNE. 25
% IR A ATREME A WAL, ZEESHO6DNBEENDH 5,
H5 11.1.2 MEZRE GHEARH)
WEPRIE A - TERRABIOER 2 | #F 1XHE T 2 W . B, WE. S50BRISH5bhbZE0H 5,
SUHAI FELLBEFT A&\, KHDORDTH 11.1.3 2EFFRIFBNERFX (W3 N & SEERH)
ALYAY Y BH 5, A Rorzuous7y 11.1.4 2EBEE (SEERH)
SERHELA VA VRICEBHY T A 1115 vavd, K@, BEER(WIT NS SEEARH)
TR SR O XD O B B, BEH., BBMHEEAS PO DbNEEICIE. BS
MDA > A UK ICE B 21TH 2 & [9.1.5, 9.1.6. 10.2 B[R]
HPETT 3 EEX 11.1.6 1&HEHRLARAE (BAE AH)
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MmEH ) 7 LEOREEE AV, BRE, BIRK.
TEIREPHSDONBZENDH B, [2.7. 8.3, 9.1.2,

9.1.3 ]

11.1.8 Bk (SHEEANEA)
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EBH %,
11.1.9 SRR
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11.1.14 {K#E BEEAEA)
Wik, 2R, i, FoEX. BHET. BE,
HEEEErHobNHEICE, 52 HREL. E
PnBEZTI L. BRFRERPORETHSDA
9

11.1.15 &3 b U D LIAE (BEEAH)

BRI, BRAR, B, W, 2%, SfEEEe
SRS M) T AMRENH S5DNBZENDH B, [2.7.
9.1.6 2]

11.1.16 RMBER. PAERRARARE (W b SHEA)
SR (TR, fARTEZET) . FERARNARE
BHobNbIENDHHDT, BMERNTOETRR
REOREVRD SNIZBE KGR L, #HP
PIBRBEOLREEZ IS LS, BEICEEI S L,

11.2 ZDEDEIEA

0.1 ~5%Ki™ SR

MR OV, FEE. BK. [HR, AR, AEEE
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RME, EEELE, |FAEEE GRS . o

%

HIbas MEME - FE A

TEERER

HRZ. TR DA%,
BADUR. BHiEs. BN
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R BAAR. PEEA
R, 8

JiF i BH. FEEREE (AST
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B BUNESR, 7L 7F=
v ER

Bz & KL, #wRE

ZIEALEE. JeisEaE. AT
FRiE. #LBE. ZSHFE. H
MHHEL. EETY T~
r—F 2

1173 A, RMIRESEI.  |FERIRECE. HFhERE
RMERECEAD . N~ b [rEREI. Y 2 EREGE
71w MER. A< |

27Uy ER. ANES
oy N, HimEkE
BN, V) > SEREE N

Z DAt BRE, CKLEA. B |F# REEE. LU
FRIMAE. SIMBERE. 30 | BRER (DI A 2

EHEMBR. 2. SR, (&S, BHE. 13T
CRPH#EIN. RAPT R |0, HE. HAK. %
WM, RAPRIEREG (B K~ 7> A0
P RPAMEREEE.  PE KZ7a—uE7L s
RPEBBE. BNPH (o—Y X, ALY
n LM, AV RT VA
BV LIEE % FE S
HIERAR RS, AR,
PSR, SR, SREE.
TR PRI, I e L A0
ZHALFLE
HFad vy rhywh/eRurzuouF 7Y FeELTI00mg/12.5mg.
50mg/12.5mg. 50mg/6.25mg. 25mg/6.25mg% &5 L 7z [ERiRER % & T,

12. [ERRERERICRIFTRE
FRIEEED Z WEEOMIEPBIZE RS Y52 &b 5%,

14. BRALOER
14.1 BRIZMFOER
PTPEEDOEANIPTPY — b A SO H L TR 2 &
SIEETHT &, PTPY— FOBKICK D LA
WEBRBEARIA L, BICRELEB T L THRIARS
DEELAEZHAT LI LN D2,

15. ZDMDFE

15.1 BRERERICE D<K B
WNTEBSNIEZHRICBVWT, e FarouF7
VU REHREEN-BE T, EIEMENOHBHRED
UZZHEMNT 5 ENREEINTNED 8,

16. EYIENRE

16.1 MOGEE

16.1.1 BOkS
BERAICOY VY >AHY YL/ e FarzauaF7 IR
50mg/12.5mg & BEREIEE5T 5 . Ty Y ROH
VR VERRIE, ZNENHKE% .4 O3 7R RN i s M
FRIBEE (Cmax) 132 L. JHARERIA (t12) 1.7R O'5.8K T
HELEZ, e FaruooF 7Y FomEdrEE . %5%
2.8 TCmaxiZE L. t12037. OB TH - 729 (F£),

£ BERACBI ZTYLYCAYTLA/ERarsaaF T IR
50mg/12.5mg % ¥[aIE IR 5% D IEMBHE/ ST A — %

gy vy Y 7 AL50mg/
tForousy7Y F12.5mg
. .. v Fozuon
oYLy FIVAR K F7UR
Cmax 291.0+96.9 | 592.9+137.4 | 95.9+20.9
(ng/mL)
Tmax 1.4+0.8 3.7+1.2 2.840.9
(hr)
AUCo= | 504841802 |3674.14680.2| 516.2+89.8
(ng - hr/mL)
b2 17406 58+1.1 79+1.2
(hr)

n=11, mean+SD(Cmax. AUC : #f*F#, Tmax : B#iFH. t1/2 @ FRITFE)

16.1.2 kKRS
BRE M O EEO ARSI EEREFICOY LYV h YUY
L/ RurunF 7Y R50mg/12.5mg# 1 H1E14HRE
RIEZEOHRES L-B, MEEFhas Ly >, HILR VB ER
e RrarzouF7Y FongdhnicbEBEE IR sk
o710,
16.1.3 EMZEHEEFHHER
oYk REESELDIEP] R a ¥ )Lk REASEHDIEP]
EFL IRV MREHELDRO L I 2> MEASEHD %
JURF—=N=1FICKDZENZTNISE(TH LY > HY T L
50mgXi3100mg. t FuZuuF7 Y K12.5mg) % @
RABFICHEERRERORS L cmiEhas Ly > RE
{biR) JEE, MigEhe FuorvouF 7Y REEEHEIE L.
Bon-EYEE/NS5 X —% (AUC. Cmax) 22\ T90%
{EHE X MV THREHEIT 21T o 7285, 10g(0.80) ~log
(1L.25) & TH . WFIOEDENRSES R Sz,
(OY)LE REESEELDIEP])
(1 ooy

MmEgra Ly > (RE(LE) RE DR

(ng/mL)
350
% 300 -&- IV R A SELD[EP
i 250 -o- 7L 34 Y MEEAHELD
51_ mean+SD, n=30
¥ 200

150

FERS (S
2

o
=]

o

0 2 4 6 12 2
P51 0ER (hr)
EMERE)NT X —F (T Y LY 2 REE)

AUCo24nr | Cmax |Tmax| tin2
(ng - hr/mL)| (ng/mL) | (hr) | (hr)

. 4390 | 251.07 | 1.78 | 2.05
HYVE FRESLDIEP] | | 1577 | £152.72 | £1.53| £0.64%
. 4467 | 24659 | 1.40 | 2.04
TUIAYMRERELD | oo | £122.72|+£0.81| +0.47

(mean*SD, n=30 3 : n=27)



(2 eEROZOOF7IR
e FuruouF 7Y REEOHER

(ng/mL)
100
90
gﬁ% 30 - VLI & 5ELDEP]
> 0= 7L 34 v MEAHLD
4 70 mean=SD, n=30
1':} 60
Vi
o 50
g
7 40
Y
’% 30
U
i 20
10

0 I
0 2 4 6 24

12
P15 # W) (hr)

HYgEINS X —¥ (e FurzouF 7Y R)

AUCo.24nr | Cmax |Tmax| tie
(ng - hr/mL)| (ng/mL) | (hr) | (hr)
. 4849 | 7605 | 2.78 | 8.19
ST

RYVE RREHLDIEP] | o0y | £19.26 |+1.17| +1.19
i 4865 | 7811 | 2.65 | 822

IR =5
FUIAYMREELD | 013 | 42380 | +1.06] £1.32¢

(mean=SD, n=30 3 : n=29)

(OYILE RECEEHHDIEP])
(M aviLy>

ML 8 > CREUR) IREDOHER
(ng/mL)
900

i 800 1
%f 700 t -o- VL RELEFEHD[EP
0= 7L 3% ¥ MEAHEHD

=]
# 600 mean+SD, n=23

v
¥ 500
v
2 400
% 300 |
%
2200 |
b3
% 100 |

0 '
0 2 4 6 12 24
LB (hr)

EMENREINT A — 5 (YL Y RELE)

AUCo-24nr | Cmax | Tmax t12
(ng - hr/mL)| (ng/mL) | (hr) | (hr)
1082.9 | 676.72 | 1.74 | 1.82

NN
By RERASHDIEP] | 4 370 | +296.04|£0.99) +0.52
: 10832 | 72091 | 1.56 | 1.95

RN W &1

TVIAMREHEND | 5005 | £37125|+0.77| +0.55

(mean+SD, n=23)
(2) EROZOOF7IYR
mifhe FusoaF 7Y NEEDOHR

(ng’/mL)
90

80
70
60 -

-~ Ve LG HD[EP
-o- 7L 3 A v MECAHEHD
mean=SD, n=23

50 -
40
30
20 -

B UNBEON D=~ BEE

10 ¢
0

0 2 4 6 12 24
Fe - 1% W5 (hr)

HyghE/)S5 X —% (e FurzaouaF 7Y R)

AUCo-24nr | Cmax | Tmax t12
(ng - hr/mL)| (ng/mL) | (hr) (hr)
i 4636 | 7418 | 3.03 | 748
S

ByLE REASHDIEP] | 1009 | +23.15 |+1.61+1.35%
i 4839 | 77.76 | 2.80 | 7.22

IR A
TV Ay PRASRHD | [ec | 41785 |£1.10| +1.04

(mean+SD, n=23 3 : n=22)

MEEREEN NICAUC, CmaxZn /85 X —7 1%, #HhEE
OFIR, MK ORI EEL - B ORBREFIC L > TRR
BHATREED D %o

16.2 IRIY

16.2.1 REDEE

(1) BEBRAICOGY LY AU YL/ FarzuoaF 7 YR
50mg/12.5mgx R%ERET 5 &, ZBERREICHXRTO
Py, AVRVBEROCe FarzaaF 7Y Rong
N RE MR EEFERR (Tmax) 25ELE (0.7~ 1.78
B Uy B9 L% > oI i R - R e R (AUC) W&
BN OD, WVRVBAROe RKurzuoaF7
Y ROAUCHZNZTNIT%RU22%ET L7225, K L
EE RS RWEETH 729,

2 BEBRAICOGY LY AU YL/ FuzuaF 7 YR
100mg/12.5mg% BB BEEREO#RE L2 5Ha. ZERRS
ICHRTES LY Y, ALVKRVBERCE FuraoaF7
VROWVWTND TmaxAHBE (2.0~ 2.8K/) L. av Ly
s BWIVRYVEBEROe RarzaaF 7Y ROAUCHZEN
Fn22%. 23% KR OT1IBET Lz, BRLEMEE &2 57%
WIEETH -2,

16.3 9t
E MBI 209 LY 2 ROHIVAR A MR A MEA R
1Z, WINBIIBLL ETH -7,
tRarzouF7Y ROk MIEEBAJBERIZ22%TH - 7219,

16.4 35
ERZBWT, gLy VIEFEE LTHILE VBIERARE &
n. ZoRHIIEZ. FELTCYP2CONEEE L=,
LhricBw ik RorzouF7Y FiRIFEAERB Sz
o713, [10. 28]

16.5 HEtt
BEBRANICOY LY AV YA/ FuroaF7 IR
50mg/12.5mg % BERR #5448 M E TIo, THh Ly >,
ANVKRYVBEBAEROE FurzauF 7Y R, RPICENEN
BEEBD3.7% 7.7%K%066.6%FE & N9,

16.6 HEDERZE I DEE

16.6.1 BiEEEEEE

B EE S BMEERE (ME Y V7 F =V fELS5~
2.5mg/dL)icuy vy A T A/ RersoaF 7Y R
50mg/12.5mg# 1 H1E7HMRERZORE LKooy
W Y ROHIA VEEADOCmaxid. BHEREEREEICH
N1.2EE < AUCo24anrld 1.5~ 1. 7= > 72, B Fa
o F7 Y ROCmaxk OPAUCo24nrlds FNZFNEHERE

HREOLMERU22(5. B7 U7 T2 AI2T%TH - 7219,

16.6.2 SEnE

THLy Y HY T A/E FRsaaF7 Y K50mg/12.5mg
ZIH1E7AMKREROKREZOTY LY VRO ALK
BAOMBERREEIL, FEEHELZEEIEL<,. e Furun
F7 Y RO G IEEME E2E2D D> 12D HEAT—%),

16.7 EYHEEIER

BEBRANICOY LY AV YA/ FuraaF 7Y R
50mg/12.5mgz MEREOREG LizEoay Ly . ALK
VEEMAR O FurzunF 7Y RoMmEEREEIL, SBA#
BgprEszL, uLy i rarzuonF 7Y REDH
YIERERN A EEFIZERO SNk h 5,
WHCBWT, Y LF L ETRAF I, T ) NLEY —
Wy ILT 7Yy, VaAFT Y, FhaAFI—ILEOSITY A
uvA Sy EORBEERICOWTHE LD, WIS ERK
FREE 2 p B RRN AHEEH RO SNk o7, O
Py T 7 oDy (REBERFEEAD EOMHEICE D,
QY NY U RONIVEVBEDERPEL 2D, TNLH50D
AUCIREA Lize £/, b Ly ETLIF I — )b
(CYP2CODMHEA) OHtHIZE D« VAV BAD A EE
ﬁfﬁ/}\ [/7':16)-18)0



17. BRIRRNAE

17.1 BERURLMICET 235

17.1.1 M-S SREEEIER
HARANZWNRE L —HERREEHBRICBVWT, oLy
YAUHL/E ROy auF7 Y R50mg/12.5mgld oL
Zrh) T A0mgE & D ERICENBEENRST
b HNTz. WBEMFHERM 154610 > 5 /%) (LRI E
A90mmHg AT IZ X1& 10mmHgl &R U7 5ER]) & H5E
SNIREBNILLI261(73%) TH -7z, HH. SHEERKICE
JAIRAMEO S ELRIE TRO LB TH -7,

gy Ly AU L/FusuagF T IR
100mg/12.5mgh 5 & n7- BE CEWERAARE S Nz
X 166H61H16/1(9.6%) TH V. F2BIEMA XM FREEE I
461(2.4%) Td - 7220 22,

17.1.4 BERE B EEHREBERN O RBRSHR

Oy Ly rHY LA/ RasaaF 7Y R50mg/12.5mg
ZQEMRABZICMET Y b — LA+ TH-ZHAE
ANARBEE B I TR B 2RI R R 2 % 51l L 7255 1T
MHRBO —EHEHRE (BEM) ICBWVWT, ad Ly > HhyY
L/eRazoaF 7Y F100mg/12.5mgidas Ly >

Uy LA/e ReruaF 7Y R50mg/12.5mg & RT, #

SALRIRIN RO P AL (SR 5R) S8R OT | 5 7 AEKHIILE T FRE O
Poo  HizSmg Lsmg  Lamg/ RER L, BESEBOFY kT 7 AAIEE T b
s . 1 bt FUEOBITNRER L. 58RI BILEE L7
(mmt) ‘ ‘ ‘ ‘ BIEDR— 2T 4 ¥ 5 OELREEUTT .
2 %2 mHLYLHYYL/E RO 0057 Y F50me/12.5mg T
o | WER+D S MEREREE MR E LERBRTOTRS F 57
mos L AIIMED =251 >0 6 OZ(LE T (mmHg)
2 4 R=2AFA>D | 58D
i i+ ZibR
o Oy Ly HY T L/
W | %7 e Doy | 151.7(9.5) 6.2(1.0)
A4k 50mg/12.5mg )
" s WA | 95.9(5.4) 5.3(0.7)
Pho=75+t &K, L=a# L% H A, Heb RaraaF7 v K Eggg;;;;g%fW%% 1524(11.2) | -8.5(1.0)
T EZEFHAIEE OFASEITR RG], § RN fE (BHERRE) 100me/12.5
. . Jmg/ [ <-omg WEEEHE | 95.1(4.5) -5.0(0.7)
Oy LAY Y LA/E FOS 007 Y K50mg/12.5mg (N=134) §

PEREIN-BETEMBEEROBIEAPHRE S N0
1556104 1441 (9.0%) TH D . EEWERIZIZFETED F 15
1(3.2%)+ FD2H1(1.3%) TH -7z F7on ERBREMED
BITER S S Nz DX I556H2241(14.2%) TH D E
RERREMEORIERIE. IREEEM8BI(5.3%) ALTHI.
CK¥EM#361(2.0%) RMIREBBA. AN~ b7 YUy MK
b ANEZubrEd. ASTHM. BUNHE M 24
(1.3%) TH o7,
g, @iy AT LA/ RusaoaF T IR
50mg/12.5mgDEIERFHREIEZ, I REFABET
Ho1219,

17.1.2 BA%E D1EREARSHER
HAAN 2 W RICERHOR 225 L - FE MR IC BV
T. vy rhyws/eRfuorzuoagF7 YR
50mg/12.5mgh %5 S h /- BE THMEEROBIERAH
W& SN 0132004141284 (14.0%) TH O . ExgIMEH
ISEIROMBI (3.0%) « ZEITED FL461(2.0%). A7 Ty
7. #E BER. EREE260(1.0%) TH o7z, £z,
EREEEOBERAPRE SN0 20006H 264
(13.0%) Th 0. EEKREEMEORIER I REEM6H
(3.0%). ALTHEMSHI(2.5%) ASTHE., AV 7 LEAD
H461(2.0%) . FRMIREBED. AN~ b7V v MEDE36
(1.5%). BMEREBEM. NEZ O Ed. LDHE,
CKIgh, SRR MERFEHEE 241 (1.0%) Td - 7220,

17.1.3 ERE I H-EE5RLEEE R
oy y o HY) 7 A100mgE RARICIIED > b a—)Las
A3 TH o HRARBHESMEERETEZNRE LE
MEZEERHABRICBWT, gLy hyoL/v Ray
DoF 7Y R100mg/12.5mglRuy Ly vy 7L
100mg 5 L0 &, BESEKEFD Y T 7 AALIUHEHH K&
CIRERIAMERIC, BERICBNBESREZR L (P
0.001), #EG8BEFICHIT2FH b T 7 BALMED RN — A
FA4 VPS5 DOELBERIIIRT .

£1 oy Ly > AH) T L100mg THRAT % BN EERE % &t

RELEHBRTOFH b TRMNMEDOR=ZF A > 5D
Z{t&E T (mmHg)

R=AFA VD | HE5EEED

Oy LNy AT L/
CrOZunFT YR &M | 155.4(11.0) -14.5(1.0)

100mg/12.5mg ]

TRNCSePfE (REERER) . PIE (REERR) . § TEEHEIEE OFASHT R4

TR/ DTS E (RERREE) . &P (R ) . S FASRRHTN RG]

Flo. v Ly Ay LA/ FuszuouF7 IR
100mg/12.5mgD R ERFRIE . IUHERA M OHEER I E 3 1
S2ERFICBVWTH R L.

ZEERH(SEB) ICBWT, a Ly oAy T L/ R
ruuF 7Y R100mg/12.5mgh k5 S hi- BE CRIEH
MHESNI-DIE 134610761 (5.2%) TH > 7. EEH
(52 M) IZBWT, a¥ Ly Ay L/ e FarzaaF
7 Y F100mg/12.5mgh#5 & hi- BE TREIERAARE S
N7z D1F26561F3241(12.1%) TH V. EZ2RIERIEIMLA
PREGIEMT7H (2.6%) . BEIREEIMAEAF] (1.5%) « ASTHEM.
BNP#N361(1.1%) TdH - 7221 22,

18. AT
18.1 {ERR

AHEORERSTTHHUTILY > H YT L(TFILEY V) IE,
BOBRSBESPICNSN, ZO—HPEREWTHSH
VAR VEBKICEBREINS, aY Ly Y ROHILR VEEIRIZ.
WINLEHNFEENETHLHT > IF T VI (ALY
YEFT 5 ZBER(ATIZABE) 1B TEVWEMEZTR L, A
I OVER 2 BIRMICH T 5 C L IC K VEEM R 2 FET 529,
YLy E. Loy - T IF T Y U R(RAS) AIEHEAL
ENTVEELZ VHEEMEETIVICB W TER BTSSR
2R L2 29 WIZRASOBE S D WKL = U HEFEE
FNICBITBBEDRRIFVEFMENTVNE2S), —HD
BEAmsThs Frurousr7Y Rid. F7¥ FROBEE
MRETH 5, e FurouaF 7Y FOREKFICE LTI,
PRAEICHBT S MY AFRENHERIC X 2R MKE
BWAERAZZ 6N TWVWS20), /-, e FurzuuF7I K
3 ZORRERIC X YRASOIEHAL 2 # 2 9727,

L7zht > Ty AENIRASTEEILIREE TEHZBENRZRT
TP Ly v ERASEERILESE A FurzauF 7Y RED
BE&AITH 2720, WS OMHFHZS IESHARSICHEL
KVEELREERETRT EEZ DD,

18.2 FEEER

BRBIESIMES v MIBWT, B G THEE ORI
RE15SmmHgIET) 278 L-HEO O YLy » LB 5T

MEE Tt BIEESELIEO SN P> -HEOE FuszuuF 7Y R
TH LS > AU Y L REER | 155.0(10.4) | -5.4(1.0) PRGOS LICE D, HIALEEHR (930mmHg(k
100mg (N=170) § YRR 97.7(5.7) 3.6(0.6) T)WEDSNT= HRABRERICE T 2 EEN R SHERS

BOWREHBLERTH > 722,



19. BT ICET IE(EEHAR

OYILIVAYUD L)

—f%% : a¥ Ly > A1) L (Losartan Potassium)

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

HFI ¢ C2H2CIKNeO

HFE 1 461.00

M R BEEOREREOMRTH S, KITBOTHEIFPLTL.
X% ) —=VRIELTH ) —)L(99.5) IZVETF R T 1,

s
Nk(\/\CH3
HO
K\
N—N
A\
SN

(e ROZOOF7IR)

—f%% :  FuZ oo ¥ 7Y N (Hydrochlorothiazide)

{E%4& : 6-Chloro-3,4-dihydro-2H-1,2,4-benzothiadiazine-

7-sulfonamide 1,1-dioxide

HFE ¢ C7HsCIN3O4S:

DFE297.74

M R HEORBRIIEREEOMERT. ITBWVIEE<., KX
b?‘m_ﬁm TR HEFRTL TR RMY

IZRRBITFIC L, KETZH ) — )L (95)I2H& T

mﬁk<< JIFINLNI—=FTINIZIFEAEBT NV,
KEEIEF b U AFHIRICIB T 5,

F

0,0 0y ,0

Q
H:N S\

pPeu)

H
i =R A9267°C(53R)

22. 2%
(OYI)LE REEEEELDIEP])
(PTP) 100%&(108Ex10) 500%E(10%E X 50)
(OY)LE REEGEHEHDIEP])
(PTP) 100%&(108Ex10)
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