20244F2HSET (HE1RR)

Bk 0 IR

FREE : 34

BFREMmRIEES
872149
LD HD
ERES | 22600AMX00337000 | 22800AMX00123000
BR7ERAE 201446 201646 11

BH5MHARB FIRESH]
AXERAF OVILE2 AU L-bRROZO0F7Y RN

OYlEhaasLD 9V R,
O¥bEkEaszHD ro VR,

Losarhyd Combination Tablets LD - HD [SANDOZ]

WL S
i) R - RS OW N LY T 5 C

2. B2 (ROBHEBIZEFIHBELEWVI L)

2.1 RHENO AR L EEE OB R O H 5 B

2.2 F7 Y RREFR UL ZFOEMLEm (Bl A L7 an s
RYEED AN T + 7 3 FFER) (203 2 @ BuE o BEHE
oD L EH

2.3 MR SUSHR L W B a fetE 0 & 5 1 [9.5 SIH]

2.4 EELNTEBEE ED & 5 B#[9.3.1 ]

2.5 MO BE T ENEH[9.2.1 2]

2.6 BMEEEDEE[9.2.2 ]

2.7 K DF R LB T AHHSPITEA LTV
B MRS U Y A ME, R ) 7 A RS 0 B SR
EALSEDLBENDSDH D] [9.1.2, 11.1.7, 11.1.15
2]

2.8 7UAFXL 2GR OMEREERE (7272 L OREE
HRZToCL G BMEOIT Y Fa—UHRFELLARD
B AR [10.1 B8]

2.9 TAET VLT CEREARAY (BB BB LRI
L AWMHR) &5 HoBE#H[10.1 3]

3. AR - MR
3.1 fAm%
B4 oL e NELE$E LD v b FiE§E HD
o MKl [
1 e 1 gErp
HEOH¥ g 1) n HFavsy »h1) 4
ARG [50.00mg 100.00mg
HREkozunF7oF  |HEEKazoaf7dr
1250mg 1250mg
fidhtr o — A, BEMART A8, 702H NV A0—2AF b
S U h, AFT) VBRI AT YA, b7 X0—A, bR
o OXysu)bra—A, v 70 T—)V 400, BILFY .
L824
3.2 BAIOEHK
Wiss 4 oLk FECESE LD oV e FECESE HD
- [H> K] [4 > K]
" D74 VAT —T4 27 |\ FHIEOT A VAT —T 4
16 - o
B Ve
Rkt =i B
1125
p £t 14.6mm
HfE 88mm J51E 79mm
& 39mm 55mm
B 259mg 516mg
kA — LSH625 1125

4. HEERIIHHR

= M EAE

. FHRERIZIRICEEEY 2FR

BEZIMEE T OBZENEDND Y, AHZBIEEREOE—
FINF L LT &,

. BERURAE

WA IHIE 1§ (Vs o hYwa e Faozoo
F 7Y K& LT 50mg/12.5mg X1t 100mg/12.5mg) % #&[1
w535,

RANTBMIERIR O —EPEE L L TH W,

. BERUVAZICEEY X8

FHIE LT, gty A1) 7 A 50mg TRIRAT 5 256
cay vy ) n e bifosuouF 7Y RELT
50mg/12.5mg O GH-% ., )y A1) 7 4 100mg i o
vy ) a e fuszuouF 7Y e LT 50mg/
12.5mg TRIRA T aimaicat vy vy A e ko
suauaF7Y K& LT 100mg/12.5mg DG #3542
Lo [8.1 ]

. BELEXRER
A RFEe vy o) T A 50mg H S\ iE 100mg & b K

urzunad 7Y KN 12.5mg OEEEHITHY, oLy o n)
yareRuzoaF 7Y FRGORWER»EET LBE1
WY HWYNARKOMHE T 52 &, [7. 2]

8.2 —BMEDMTIT (3 v 7k, Bk, PR S

D) BRI T BEND D L 0T, REFEG-HILELR (%
Gpimalky c 2B 28, #Ek 0 A 1 IARE) ICMEDE=
Z) T RERT A L

B ARHFOFSTHL e FayzaaF 7Y FIdEH V) 7 L IAE

ERITIENPMOLNTWS, Oy A1) oa /b Ra
yuanaF7 Y RELT50mg/12.5mg A5¥%5 S L7 EIN IR
AERIZ BV, MEL ) 7 AEIE T EA 2R L. F oS
U AMFEDSEBBEEEE A ) 7 AAEL D b E o7z L
72 T AR ) Y AMJED TS L W BESINLOT, i
HEHI T LMEOE=S ) v 7 EERMICERL., BEE 50
12479 2k, 09.1.2, 11.1.7 ]

A KHOBSTHLH e FayaaF 7 Y RidEREEmE % 58

BlEH2BENDDH 20T, FHHG- I8 IR MR
fEo®e=) 72 ML, BEE2T7ICAT) 2L [9.1.8
2]

5 ARFOBSTHL e FayaaF 7 Y RIidmEE s
119 2

CIIHERINIEMEILD BTN H H DT, BFEZ 712
Lo [9.1.8 &M

6 KHOFSTHH e FayaaF 7 Y NI EE % ik EE

RS ELBENDH LD T, EMIIIHRAE LT 5 7%
RIS AE T2 T &, [11.1.10 ]



8.

©

9.

9.

9.

9.

9.
2.1 EIROBERILENEE

9

9.

7 BIEEHIZEED KO 0, S62&EWHLDNL I END
0T, mATENE, HEIHOERRE G % o 5 B2 B
HECITERSEDL L,

8 FAEI 24 BE G- L 2 W2 ERRE L, Ty U4 T

v v B REETHI G- o BEE. B OFAArdic L
=Y Ty FAT Y ROMEWERIC & A EE R AT
PRITBENDSD D,

9 FRIOBSEESLT vV F T v Y v DB RIS

WCENCFRFOEELRFREDN D 5 b L OGN D
b0 NFHEREMRAE 2 EIE S 5 % & BT ToIcfrve, BED
OO NI E I3RS 2 kS 5 5 CEY A REE 1T 2
kO

A0 FRFHIOFGAZ L YRR ZHNCH S b D 2 La'd

ADT, BFEKLH, BKIZHHEET A2 Lo

A B DR EDRE LB B X K OFRIR 2 LT B 72

O, FHIPICRG T 5 ENET L,

. BEDEREHTHEBEICHTER
A AHHE - BEEFEOSH 5 BE
A ERMEBEREEOSH 5 BEXIIFE TERIRKEDH

EE

ERERLCERLZVEHBI SN L6k E ., HHIEET 2
Z & o B DM R HRIRE A BWEOKTIC L ) 21
ez LSBT ND D 5,

A2 MEHVY LEBEEOERE

{6 1) % A ME A 1) 9 A HE 2 ST B2 NAD B
[2.7. 8.3, 9.1.3, 11.1.7 &)

A.3 &H VT LMEDEE

EEELGEERZVEH SN E* R &, BHIGET S
Ct, KOS THLAY VY A YT AIE BHY YA
MEZHEESELBZNDDH 5,

F7o0 BREREEEE, o2 O — VR EOMERIFEC L0 ik
AV AMEDE L ) RTWEETIE, ) T AMENSE
HEaBZNWNHLOT, MEHL) T MEDE=YY) ¥ T %
ERIICERL ., B2 +5179 28, [9.1.2. 11.1.7 &
]

A4 BINEREOH 5 BE

WEQBEESRHIMEN 2 AR L, Wzt EsbBen
Wb

1.5 RRELPED L TVWBEE (KPMMEROR+2EEE.

BEOHETELTVBEE)
—HEDMIEER T 2R T 5210 D 5, [11.1.5 ]

.6 RIEEEDOEE

fEF N U o AMAER RS T B2 H L, 11T, HELHE
FeE OB E T, — B O ML T 22+ B2 N0b 5.
[11.1.5, 11.1.15 =M]

1.7 ER L EEIIRE(LAE R (3 BN RTE{LIED & 5 BE

BB RRD S b, Sz AR MR
TRL., MRERIEZFET 2 BINDH Do

1.8 FAREH., RHICHER. ERRDH3EE. RUE
RERINAE D 3 5 BE

P PRIRIAE o M 2 2 Ly JRJEL, BB o0 SEA L R BRIEAL
DBENHDH S, [8.4, 8.5 ZH]

1.9 THI. IBHOH 5 EE

BIRE KD D5 DNDBLENNDH D,

1.10 @A LAME. BIFRBRERETTERED &» % BE
MFANT T L% EASEDLBENDD 5,

1.1 RBMHEVREROBE
RHNDEFEAER DR SN D BLTNH D S,

2 BRERERE

B LARnwZ &, [2.5 2]

2.2 aHBEEORE

BHLawZ e, Bz HIZELSE2 BTN DH 5,
(2.6 1]

9.2.3 BHEBETERE (Y7L 7F =& 2.0mg/dL &)
WELROESLRVEHI SN GEE2 RS, FHILE#T S
Cro bFuzouFr 7Y FICL)BFIMfEEAMET L, ay
VE )T ML) EREREESENT 2 BENDDH S,

9.2.4 BHEEETERE BEY/LT7FZfE 1.5~2.0mg/dL)
RFNF G-I EBIICE 7 L 7 F = A ONIIE R R O
oY) T RERL, BB TSI 2k M LT
F = VM LA R CIME RBE FAOBZENSD 5,

9.3 FHiREREERE

9.3.1 EELTREREDH 5 8F
B LanwZ e, [2.4, 9.3.2 ]

9.3.2 FHEEEE L ZDBRENH 28E (/L. EELHFT

WEEEDH 28EZRC)
FAENZBWT, 8 - hEEEO 7 IV o — VIEFEZERZ ICa Y
WE )7 A 50mg & IR OHRE§ 5 & R L T
LT vy COWMKEEIRIEL, Ty ROH IV
RV BARD MBI EE S E 2N 5 75 O 2 f512 A5
LI ENHEINTWS, /2, e FazuaF 7Y FidF
HEIEZ R TL2BENWD0H 5, [9.3.1 BlH]

9.4 &JEREEF T 2FE

9.4.1 1EIRY BFTHEMED & 5 =i

HIRL CTWAZ LRI NT T > I F 7 v ¥ VR
BRI T T vy 2B TH 2R L. B -
P BA~OFE (FARL, HE - i - BORERALE, BT
BRSO BN BIAHE ST D2,
KOG H . RBFEOG IS g L TR S 0
VWA EEICHE L. BE oA RE a4 Lz &
HEENEHEICOAEET LT L, T2 BGPUELY
BIIROEEFHICHEAET 52 L, (9.5 2]

(1) AFFGFIERICHFREL T AW L2 EERT L, R
FIFGhd, BIRL TR WS &2 EllIcmiEdss L,
PeG A IR HIE L 2238101k, mhIck5 2 dik34 2
Eo

(2) WOFBIHIZOW T RAIZ G HIAR ICEF AT 22 &0
F/o, HHHRLLEIS UHHET A Z L,
CIERAICARKI Z A Lo a . IRIE - A I A T

FTIVRIBHAHI L,

SRR L 72 B b N A AR, e ICTH Y BE 12
HITHZ L,

IR EFTE T A A, HBEICHET S Z L,

9.5 %1%

IR IR L CW B T REE O & 5 I II G L e wa
o BeGRICHEIRAN I L 72861213, EHICHEG 2k d
LTl WRT R OKIIZT v O F T v v BRI E
FIET > VT vy v DB REIHR 255 S n /- BE T
kEAE, BBVE - FraE R 0B, FraA B oRILE ., B4,
Ll e, HEORRAE N OFREAEIC L 5 & HEH S
N2V i, BHEHE O, MoK H 5 b
T OMERD L B, FT7 Y NREHCIEH AR LI
WIZE YY) WV U, M MORAESE 2R T2 & 05H 5.
T 7o, FREIRICED sl M. 1= - b
MRER LD H b b EDH b, [2.3, 9.4.1 ZE]

9.6 ®Z3iw
BALBWIENET L, Ty NOREME LRI T
Yy A A lmg/kg/day /e FarzauaF 7 YR
0.25mg/kg/day~1 4 )V % > 711) 7 & 50mg/kg/day/ & N
oz uuF 7Y K 12.5mg/kg/day & %5 L 72 BRIZ B W
T .U )vy )7 A 50mg/kg/day,/ & FarsuouaF7
N 12.5mg/kg/day # i AR DI K OVEF O i B -
WAL AR SNz T2, T INY 2, HIVEKVERIER O
FazonF 7Y FOFBATH O MR S Lz, AREROE
Wiz 3 5 MEHEEIZa IV y v ) 7 A 10mg/kg/day
t FosuouF 7Y KN 25mg/kg/day Th-o72o & N2
ouF 7Y Rk, & MFAHFANOBITAHRE ST,



9.7 MR

NRERZ R E L 7CERRFERIZFER L T2, LRI ER
NG 2 A TR T,

9.8 EkE

©

8.1 — %I A PR

VLT LT 5,

9.8.2 —MRIEBEDORT I E L e SNTW5H, M
ENHRIDEBENDD 5.
9.8.3 HE TOTF VY A1) 7 AHMFEGZ BT By E)
RESER T, TV v R OH VR v IR gL e s Ik s

E1AN
i

IZHARTEP -7 GEE#E ic L cayvy YR

T30V R 2 RO BT g EE S 2 L2k 2 5 L UN 1.3 i1

EH).

9.8.4 2UMZAARIZIMALE DA &k L Bk, RIMESIC X
HUBL A, HFEV, RMELRITZEND 5L,

9.8.5 FHILHRBETHED H 5 Hiln# TSz FRIZEH
7z B DA & MR 2 ok L, AR O AR ZEARAE %
FHTHIBENND 5,

9.8.6 fXF M)y AMME, ) 7 AMFEDDH SO TV,

10. HHE(EHA

=7

RENIDE S THAHEIVE ) o Ak, YR ETEET b

70— 2 P450 2C9 (CYP2C9) K UN3A4 (CYP3A4) 124D

HEHERHTH 2 VARV BEICRHEINS, 2B, FHO

WA CThAHe FurzuudF 7Y Nk, ZEACRBHEINL D

E CIRPICHERN S LB, [16.4 B ]
10.1 BFRAZES (BFALAKWVWI L)

Yitro 72720 MhoREE
HIRAEIT> T 4B
JED Ty ba— s
LIAROESR % IR
<o)

[2.8 ZH]

PHE SN TS,

E S P RRARAEDR - # i 75k R - fabaiEF
TUAFL Y JEFFEHER AT, R L= - T VT v
FYVA B, w0 A E M | > SR B A H iR &

(B PRI BB A 2 | MR ILE o 1) A 7 HA0 | LB W REMEA S % o

FAET LY VR
TRAN

IZY AN
(BB 2HE LR
2 & B RHEIR)

[2.9 ]

T M) A LE 235
By s8N 0is 5,

WG P Y YA
MAENFEH S 5 BT
W %o

10.2 HFAEE (BFRAICEETS L)

FEH 25

B REIR - 5Tk

T - el

71) 7 DARFFERI R A
A¥Q /)57 b
M) T ATL VA

#1) 7 AR
(RN

MU X NTY) AELEH

L& A ) 7 AEA 15
TAEBLNWDH 5

KEN OB Td A0
N DR N EOL
Lo r)w aiFE
TERMH T 2820
Wb, BHERESED
&b HBEIIIFICESE

IME K OV I T % 2 &
TBENDDH L. eGFR
2% 60mL/min/1.73m?
Fiil O FERRREIEE O H
LEEANDODT ) AFL
v EDPEHIZOW T,
LR EREWE
SN 2GE % k&
WETDHZ L,

TrVET Yy AR
TR BHE

BRERE ., =) T A
I HE K OB 252 &
TBENDD 5o

F THZ LS
ANVT 7 A NFA
V= R XA NS
A
FPRBETF — VRO IR T & R | R R e A C iR R %
Jat 3R CTBENDDH L, FTwaEHIZIEL =
M) ZBEVAFT Y IEMEATCHEL T B
hE3 BENLE L ARDER)
[11.1.5 &) LR\,
TYAFL Y R RERE, mA Y ALy T VAT Y

¥R B R A 0g &
NB RS D o

A

B RAEIR - S8 7

B - falriE

SNV — VR EAR

HNAT VI A R
JFRE

TV a—)v

2 A7 PR ARG AL P % B e &
NLZEDNH 5,

NS DIEF O K ED
il 75 B & AH D 15T
hbrelunrzoaFy
T FORBEEERIZEL 5.

KHDOW ST THDBE N
orsunaFrIRED
NATNVHOAL FOK
w5 CILE T &
Sbhitd kA
nTwsb,

KA OWGTTHDHE N
oyunFyYREm
BIRERN 2 HT 57
Va—LEDFFHIZX
0 B AR AS R BB S
L REMEDS D B o

HAET IV
JNVT FLF)»
7 ELFY v

AET I ¥ OV %%
952 ENH b,

FAlaT O BF IR
BIE . RO RS
FOWEEZETH L,

AROWSTHDHE R
=7 e v N F S
FE7 2 V204 2 MmeE
BED RN A IRT S
b ENHmEENTY
%o

VR F) I RPED
EERWE :
VR ) iR

VRZ 7)Y REZED
B T 2 o R P
Mz 22 0D

FHOWHTH DR
== N = I Al Y
A I3 71 ) 7 L fEO K

RRIR KA bo FATHIOEF M| TIZL D, SIS DHH]
5 D565, ARFO— I | OFKE - #5E Wr(EH % 3
WEEDONBLZHET S| HMTLHEE2LNL T
Zk, %o

REIEAEH &2 3 2 Mo | A2 B0k 3 2 B | 1E T 0 B4 5 B IE
A NN D Do BIEAO|ERIZE D E VI

B~ W) R R AR SF ISR 5 |MICMER T %,

ENN VARV

PET RS E VXY ) AL\ AKF OGS TH D F

TIFy TAEMZEEL. A% msooF7 Y N2k

k&R 0D
B MIEA Y Y7 AfHIC
FaEETLZ L,

ZALiE S ) 7 AMEOK
TlEhEmny ¥y
A A O B NaK
ATPase IZ# A L. DI
#7785l & ASEE R Sk
Zho XTATVY LK
b RO % 7R T,

FLEESF ) T A

FT7 Y RREARLD
RBETVH T — 2 2|
71 1) v 2 IfAE % B 5
THEZEDRD D,

KRE DA THDHE R
usuusF7I RO
Vo7 APRIEERIZ LD
7 ) 2 e R 1% A
W7 vha— A
ERIEINDLZEND
Lo TIA VALK TH
N S R NOY S
FZZ OIREEZ H 123
MEED,

VFo L
KR T A

)Ty AT RS S
NTWwb, i) F
NEFEIZEETLI L,

RFN D5 Tdo % 1
N THY Y LADF b
U AHEIERIC LD
DI AVINNIOE 3 3y et
HEEZLN TV,

i, HALRRRGRE, )
FahEE BT S
CENDH D MIFY T
U AREIER T A2
Lo

REOH S THDHE R
orsuausF 7Y RIEE
ZBTD)F7LADH
WA ARAE L . ) F 7 A
DI EE Y LA S
5o

R BRIV E A
ACTH

) 7 A MLAE A FE B
THZEND D,

KA OWGTHDE N
urzuouF7 I FEY
B R ROV E A
ACTH &b 7)) 7 23
e A Foo

7 F ) T 8|

Mg A ) 7 AMEOKT
WHobNRT b,

7 F OV F v AN
BV Y A LE % B
LB T VAT
VIERGIERI T L
Wb LizhoTHK
KOmSThsbre Fa
yuaud7yYyrEsY
FOv ) F 2 E5H O G H
WX DA T Y A E
MR AR B
5o

FEVRIF ] -

SU #l

{2 ¥
HE A > 2 ¥ 55
RALSIES

PRI A OE H & %
LW 22 L0d
%o

T (LB Tl 7 s,
KE O THDHE N
nyzuouFyY RIZL
HH) T LFELIZLD
Wl o> B Mo A >~ A
U U ME T 5 &
ZEIbNTWVhD,




WA WRAEIR - $i58 7% W - el T
TVATTS FT7YRREAOMM| T LAF T I ¥ OULH
BREET 5 L b B (TEIC & D AH O RS

Thibb ForoaF

7N ORI E &

NLZENHD,

JEAT O A FHE S
JaAl
AV RAY D V5

Fée FE PR 28355 & B
BEIHDH 5,

TURAY T 50T 2D
AEEERIZ LD A
H O WEEE T % R 55 &
DR D B

FHsELLL v
BETIE, &5 I2FHAE
HEAT BN H
%o

TUAY T TV D
BRHEERC LY
M AR 5 2 720
EEZOND,

F 7Y FREH O
PR T A LD B,

AT HA NI
WKl TaRY 75
DU AR FEEEER
2k, BRATEARSY
TV YA, K-
F MU A DORNEFE
AL CARA O R 5 T
HorerFurouaF7y
T ROER LT 5,

TJL—=TTNV—= T a
— 2

[ A T 8 S & LB
BENDED D, KHO
BEPETIL—T T
— v ¥ a— ZADEIZ
BEFDHZ L,

FL—=TTNV—= T2
—AZEEND AT D
CYP3A4 FHEMEM 12 &
D ARKOF AT
LUV E ) T L
D 1A A o it b
EDMNT 5 720, AH|
D B A B AY IS S
LBENDDH 5,

1. BlfEA

ROBWER DS 5o D Z EDdHDT B T340,
FARDTFRD SN A IR G 2 il $ 5 7 ) R ALE

792 &,
1.1 EXLEIER

NAA TF7147x%— (FHERH)

AP

(BESESCYN

EIESAH 5 bND ZEDH D,
11.1.2 MEZE GHERH)

[ TTNRL=N

FEIT . RIS, DRI, 4x SR,

B, T4EOMED D DML Z DD,

11.1.3 2R ULBEEFR (W3 HEAH)

11.1.4 2MBEE (HEEAH)

11.1.5 av 9, &k, BHEX (TN EERH)
R, WM, BERREESED D S b E I, EHIZHEY)
BALEEITH 2 &6 [9.1.5, 9.1.6, 10.2 BH]

11.1.6 BRUHBEE (JEEZR)

A BT I

CK B, MR IRB I A7 b5

U & T ARG RMRIED D & b Aa1E, 5% h
L. B RERIT) S k. T2, BBEIRMEEICL A
MEEEOREIEET A &,
M7 EAHYYLME. EHVUTLIE (W3 HEARY)

M7 ) 7 AMEDRFLB I, BRIE BT,

ANEERR

EWRHLDONDLZENH L, [2.7, 8.3, 9.1.2, 9.1.3 &

]

11.1.8 FEIR FHEAW)
CEMEIINIUE, CEMEEOANREIRY S 5 DN D Z LN

Z)O

11.1.9 AMmEkED . BMmERKD . R d (Vi b HEEAR

1)

11.1.10 BEFREMEN. BmMEEMm (W3 5EEAN)

[8.6 ]

1.1.11 HESEMME R

(BEEAR)

11.1.12 FEMIHL. WAE. SMFREQERE (1

BEEA)

BRI 2, MiKIED D b b Z B D, $/20 L PO
yunF 7Y NIkAE. B0 o 8RR DA Sk g0
FEBIEDSFIL L2 L oG H 5979,

11.1.13 28TV FY F—FZANOE JEEAH)
1.1.14 {KIM¥E CHEATE)

Wik, Z2iE, wir. FoEx, SRO|RT, 88, =
REEED D b ONHEITE, T2l @) R0z

I 2 & BERHHRTOEHTH S bILT 0,
A5 R MU AIAE (HEATH)

7
1.1

R SRR, A, ML, g,
FTrI T AMERDEDLNDLZ LD L. [2.7. 9.1.6 £

]

e

TR 45 0 (16

11.1.16 2MER. FAERARRE (W3O HEERH)
A (B, BRTELET) . HEMARKNEDLD 5
bILE 2 WD LT, RO IR S O E A
RO LN AIIIE S 2 IR L EHRerICIREHE 0B %%
ZH LY BEIIRETLZ L,

1.2 ZOfDEIER

0. 1~5%Aii

SHEEAH

Frpapie R

BT, FEK RA
HHIE

B, AR, A

iR

[N NNEEI RVA R AN
BiF

AR CHIRSE) | M9

HLdr

M - A

M %, THI. %k
HAPUE, Hig. I
e BEZE. TR 45
fif. AR, BEEHA
P, 8

JFF i

HOH, FFREIE S (AST
L5, ALT k5. LDH
B

A

BUN L&, 2L 7F=
Pt

BE

&5 B

ZIGALBE, HAEE. AL
BAE, ALBE, 29 FE, B
HMAL, He =) 7 b
=7

I

B, FRIMERESEI, 7R
MmEREEA . N~ s 27 1)
v MEF. A=+ 271y
FER. ANEZFTOV B
n. EimERESE . v >~
7 SEREE I

WFRESRECH N, 3R
STAMI, Y ¥ /SR
b

Z DAt

BRI, CK LA, ER
PFRIAE e A . FHET
B, L. HUR.
CRP 8, FRH 7 I 7 4
Ptk PRrbR MER P
PRHTEMER TR, R
HF . BNP 840

FEEL, WREREE, LU
G IRAER (03 A, S
HREE) . BBUE. 13T
DL IRE. BAE.
B, K~ 7 A Ty A
fE K7 a— VT v
O— A, MEA VY
DYEIN. A VRT VA
OV A LE % R
PEIL RN N T
. OBAERE. P S
B IR PR e i AR R
. AL

) ayrvyrh)ya e aorzaaFy Y FE LT 100mg/12.5mg.
50mg/12.5mg. 50mg/6.25mg. 25mg/6.25mg % ¥ 5- L 7 [ R iR

Et.

12. BRERRERRICRETHE
FUIRBRIE 5 D 2 W EF O PBI 2K T 32 2 L 03d 5o

14. BRLEDEE

14.1 FEBIZFEFOEE
PTP @ D3EHNE PTP v — b S L TIRAT A L9
883528, PTP ¥ — hPORAKIZL Y | BV ELA D AE
AT L, BIZI3EIlE B2 LTt AS0REE 2 &
PHEZPERT LI DD 5,

15. ZOMOEE

15.1 EERR{EAICE D 153k
WYLV CERG S NZEEMEICBVT, b FazaonF7 Y R
G s N7 BB T BRI X O RE 0 ) A & s
BWIN$ %2 EPME SN TN,



16. FEAENRE
16.1 MARRE
16.1.1 BEEZS

R ANICOY Ly ya) A /e FasuaF 7Y K 50mg/
12.5mg % WAFER3%S-95 &, ¥y » ROH VKRV ERER,
FRENAE G 1.4 RO 3.7 W R IS il (Conan) 13
L. SR (Tye) 1.7 OS5 8B Cigk L7z, e FuZ 1
057 Y FOMAERREL, 5% 2.8 BT Cuax 12 L. Tiz
12 7.9 TH o729 (),

= OBEERACB ATV )y A e FaszaaF T YR
50mg/12.5mg % HL.ERE I 5% O Y EHE /ST X — ¥

THLE 2 A Y A 50mg
v fosuous7 Y K 12.5mg
oLy v HIVR R EFDZ\?D%7
(n;bE;L) 201.0+96.9 | 592.9=137.4 95.9%20.9
E‘}:;\)& 1.4+0.8 3.7x1.2 2.8%€0.9
m;@ﬁg;L) 504.8+180.2 | 3674.1%680.2 | 516.2+89.8
;Ik‘llr; 1.70.6 5.8+1.1 7.9%1.2

n=11, Mean=S.D (Cmax. AUC : BA 4, Tmax : HAHTFHE. Tzt FHFIT

)
16.1.2 RIEHRE

B O REEE O AREEME S M SE B\ vy ) v A e
ForzaoF 7Y K50mg/l12.5mg % 1 H 118l 14 H SR %
B 7-WE, ARy v AV R VAR e Faszaoa s 7
TV FROWTII L BEREMEIIERD SN h o 7210,
16.1.3 EMEHEFMHER
O#Jve FEES# LD [H2 K]

oLk FECESELD [ 8 EG-Ro MRz (IR

v EIR)
(ng/mL)
700
600 —o— THVERELAHELD 4k
s —o— JLIAVNEAEELD
i 500 Mean=S.D., n=48
7
b 400
2
@3%
i
?}é 200
=100
0 ’e}
0 6 12 18 24 30 36
¥ G- R (hr)
WWBEE ST A — 5 (VAR V)
AUCt Crmax Tmax T2
(ng - hr/mL) (ng/mL) (hr) (hr)
oL RECESE
LD 4> FJ 3498.92+1064.511492.17 +168.89(3.38+0.88(5.08+0.64
AVEEE W pas
4 }; L/D]\ R 3421.73£1041.56|466.88 +187.35(3.75+1.31(5.19+1.20

(Mean#*S.D., n=48)
oHve FEESELD [H > V| 5 %omERREHRER (v Fo

oL FRCASELD [y R 7L 3y MiEEASELD 2. 7
OAF—N—loL ) ZNZEN 18 (s s h)vaklLT
50mg Ok FazuonoF 7Y FELTI12.5mg) fEERABEC
T B S LCdgh a v g o VR VAR OV R
Orunugd7Y REEREELL, Boh/za vy v Re K
T uuF 7Y FOEWEFE/ ST X —% (AUCt Cmax) 122WT
90 % 15 FEIX A TREFHIBNT 2 17 o 724G 8. w3t d log (0.80)
~log (1.25) OHPFANTH V. WiHI O EYFH FEESHER S
f:ll)o

AL e RRASE LD [ N 58 omigfigEiEs (o4
5 )

rsauF7YF)
(ng/mL)
125
i —o— HVENELASELD R
R
100 —— JLIAUMNERASELD
%‘ Mean*S.D., n=48
o
bt 75
o
o
F 50
7
. 25
i
Ji
0
0 6 12 18 24 30 36
% G-t e ] (hr)
FEYBE 7 A—% (e FozonF7IF)
AUCt Crnax Trmax T2
(ng - hr/mL) (ng/mL) (hr) (hr)
oL NG
LD [# K 554.63+97.64 | 95.75+25.04 |2.22%0.89|8.66+0.80
R PN
e }; L/D]\ AL 534.99+90.37 | 84.91+23.59 |2.72+1.06/8.76=0.92

(Mean+S.D., n=48)
B, MHEREEN N AUC, Crax FOIYBITE/ ST X — 71X,
BEERE OFER, ARIR QPRI - B S O BRGIC L o TR Z S
WD D 5 o

(ng mL)
350
300 —o— T IVeRELAFELD oK
I —o— FLIRVMIEAEELD
%g 250 Mean+S.D., n=48
ut
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v
i 100
Iz
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0 °
0 6 12 18 24 30 36
¥ 5155 (hr)
WPERE/ ST A — % (AP Ly V)
AUC: Crnax Timax T2
(ng * hr/mL) (ng/mL) (hr) (hr)
o)Lk FRLASE
LD [ FJ 601.85+194.911261.91+112.56(1.32+0.76]2.39+0.54
I —
g };EI?D}\ ALE 601.30+174.32|278.74+146.75(1.89+1.37|2.47+0.87

(Mean+S.D., n=48)

16.2 TRIR

16.2.1 BEOFE

() EELKANCOF VY v H YA /e FarzaoaF7 YR
50mg/12.5mg % EHREG T 5 & BEEEGICETut L s
YVANVEKRYVERER O FazoaF 7Y FoW$FRd i i
TEFEFNEMR] (Tmao) 2NEEE (0.7~1.7H:R) L, aduvs o
I e s - B B AR T TRAE (AUC) 13D o720 DD, A1)
RUBRAELEOCe FazoaF 7Y Fo AUC BSZNZ 17% K O
2206M T L7245, BRIR BRI & 72 & e WREETH - 729,

@ fEEREANCTF VY H YA e FarzaoaF7 YR
100mg/12.5mg # B H RO S L7254 B 512 0
Ty, AVKYEBELOCe ForzouF7 Y FOowg i
b Tmax PSR (2.0~2.8 ) L. 4L g v, H)VR U ERIA K
e FazouF7 Y RO AUC ABZIEI 22%. 23% % O° 11%f%
TL72A B EFEE %5 52 WRRETH - 7212,

16.3 2%

v MIBIF2OH LY RO VR EBEO M E SRS, »
TID 9% LETH -7,
vRFozuoF7Y ok MIFEEEAGEEEIL 2% TH - 729,



16.4 3
ERMIBWT, Ly g FEE LTH VRV BEMEEH S, 2
DOENZIZ, T & LT CYP2CI 755 L 720
L hicBwlk Faozoos 7Y FRIEEAERBFEN D5
7213, [10. ]

16.5 Bttt
EERAICaF VY vy s /e FasoaF 7Y R 50mg/
12.5mg % BRI 5% A8 B £ Tl ad vy v ARy
BBAEK O FazoaF 7Y R, RPlCZhEnE5E0
3.7%. 7.7%% 0% 66.6%HEM S 729,

16.6 BHENDEREHI 8%

16.6.1 BHgeEERE
BREEEL D SEESESE (G2 L7 5= Ui 1.5~
2.5mg/dL) \ua¥ vy rayvas e razuauasdry YR
50mg/12.5mg % 1 H 1 [l 7 HH GRS L 2o adu s
RO NVR Y EBIRD Coax 13 EHEBEIE R BE I 1.2 55 <
AUCo-2nr 13 1.5~1.7f5Em D o720 RO 2700 F7 Y FO Crax
KO AUCo-24nr (& TNZENEREREIE R BED 1 4500 2.2 15,
BT T AR 2% TH - 729,

16.6.2 =sE
a%Ly )AL Fasaas 7Y K 50mg/12.5mg & 1
H1a7 0B EEROESHEoad Vg v KO VR VA
SRR, EERE L EE A e b e ST Y FORILS
I L 2D o 7219 EATF— %),

16.7 EYMHEEIER
R ANV o)A /e FasaaF 7Y R 50mg/
12.5mg # W OHRS L-roavy v, VRV BER D e
FozuooF7 Y FOMmEFREL, SRAHRGHZEEPRL, O
Iy e RarzauFy Y R EORYBREN 2 EIEHIXEE
OHENLMo T2,
HIMCBWT, BV eV ATV, T NV EY =), T
NT77) s VIXT s A haF = VRN Aaav A sk
OMESERIZDWTHRE L7z Wi d R _ERE & 72 2 3 H)
W RMEEREEO N oz, O Vy ) 77V EY
v O(RREEEETER]) EOPHICE Y, gLy VRO VR VR
EOWHEEAEL 20, TN AUC A L7ze 72, gLy
e TN aF =) (CYP2CO OIEH]) OFFHIZE D, ARy
ERAR O ML i FE A L 7210718

16.8 Z D1t

O#Jve REES# HD [ K]
)Lk FECASE HD [ R 3 (&8 2 2 %2 L E K 0
W RS RER T A o4~ CPIR 24 4E2 H 20 H  SEAsmEE
380220 4510 5) | 123D &, ad vk FEESELD [V F] %
MR L Lol & IS L L AWENICHES L AR S
nrzw,

17. BRERRRIE

171 EIHRCRL2MICEET 258k

17.1.1 BNHE_EEHRILEHR
HARANZRE Lz ZEERIEEERBRIC B oy > n )
A/ Fazouad 7Y K50mg/l2.5mgldanvy 1) w2
50mg 5 X 0 b HEICENBEIERRAFRO SNz, BIERR
HIESRH 154 Bl 5 B AR (PEIRIIIME 25 90mmHg i 12 X 1%
10mmHg L FAKF L7256 & H5E S 7w Bl 112 61 (73%)
THolzo B, SHEEEFIZ BT A IFRMIME DT LEIE T
DEBYTHo72,

AERAEBRIH I 3928 L (8 B 51
Fbe H12,.5mg LS0mg  LSOmg”

H12.5mg
st s 157 162 157 154
(mmHg)
-2 r
_¢ I
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= ]
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2 T g
-14 - 1
_16 |

Pbo=7'7 &K, L=0¥% V¥ >4 H=e FuyauF7 I F
TR H O FAS AT R0, § Sh ool (i)

aH Ly yHY) A e FasaaF7 Y F50mg/l2.5mg 23
G- s /- 3 C BMSEER O RIEH 25k S 72 01% 155 Bl 14
B (9.0%) THY ., EaElEidEeEtEo w56 (3.2%). &
L2 (1.3%) THhotzo Tz, BURMAEMOBENERN 2 HmE S
7o 155 v 22 60 (14.2%) TH Y . EREEHEBRAMEORIEH
2. FRERRGN 8 1 (5.3%). ALT #4h1. CK #41%& 341 (2.0%) .
RMEREGR A N~ ~ 27 ) v Mgd . NEZ O Y VA, AST 3
Bn. BUN #4251 (1.3%) THh-o7z0

T urvy )y a e Fuaszoud 7Y F50mg/12.5mg
DOEWEHZEBIRIZ, 7T bR EFERETH - 7220,

17.1.2 ERE MRS HR

HARNZ xSRI 0% et at L7288 MAHRE IC BT a4
VE AV A e FayaaF 7Y F50me/12.5mg A3k &
N7z 8% T H MR E IR O BIEH A3 S vz o0k 200 619 28 1
(14.0%) TH Y. EHEITEAIHR 6 61 (3.0%). FEttd Fw»
460 (2.0%), G707, B, BEE S5 260 (1.0%)
Tholze 720 BRMAMEORINER S HE S 7213 200 Fl
26 51 (13.0%) Td 0. F 7% FEARB A O EIVEH X IREREE N 6 51
(3.0%). ALT #5151 (2.5%). AST 30, &V 7 28 % 4 6
(2.0%) . FRIMERBGRA, ~~ b2 Uy MEd% 360 (1.5%). H
MERFIEIN. ~NEZ 0 »d . LDH 81, CK ¥, SR 7Rim
ERBE A 261 (1.0%) Td - 7220,

17.1.3 EAFETHE-_E5RIEEHER

OV g ) A 100mg & IRAZICIE T > » O — LSR5
THozARAREESMEESREZ R E LS ITH_EER
HERIZBWT, vy oAy v S eRkaszuouaF 7Y R
100mg/12.5mg (T4 V% v 1) 7 A 100mg #%5- £ 0 &, %58
WO 5 7 AAIGED K OPERRI T 3612 A BB - B
JERIFEZR L7 (P <0.001). 5 8 EEFIZBIT A T 74
MMEDN=ZF 4 5 DEbEEELITRT,

F1 a¥ vy AT s 100mg TRERA 55 7 U E B % ok

G L7z BTOFE NI TRMMEDR=Z T 1 5 DE(L

HED (mmHg)

N=ZAF54 D %5 8 HkE D
Jm,;;m) E/ﬂ:;d’ 1)

¥y v HhY LA LA 155.0 (10.4) -5.4 (1.0)
100mg (N=170) *¥ g 97.7 (5.7) -3.6 (0.6)
R DA WE | 155.4 (11.0) -14.5 (1.0)
vkozoasdy YR
100mg/12.5mg JEREI 97.1 (5.3) -8.7 (0.6)
(N=166) 3

1) b Il (BRERGE)
1E2) PO ()
¥ 3) TLEFHIIHEE O FAS o 5461

avy Ay A e varzuaad 7Y N 100me/12.5mg 23R
5 a7 BH CRIVER A S 7213 166 0 16 B (9.6%) T
HU . LAREM AP REREN 4 81 (2.4%) Td o725,

17.1.4 ERETH-_EEREEHEBRRUORARSHER

oy ra) A/ e Fazuanad 7Y K 50mg/l12.5mg % 8
WA RZICME 2 > s a2 = VAR50 Td o 72 H R AREEH: =
MR R % 0 GV Rl e 4 & Bl L 72 55 IAHENER 0 5 1



B QEM) I2BWT, gy Ay ya e rasaaFyY
F 100mg/12.5mg iFuH vy > H# Y a v karzaoad7y R
50mg/12.5mg & T, %5 8 B35 b 5 7 AR IEaR T M
T FABEOBEEREZ R L S 8 B0 ~ 5 7 A G T
ME Tl ERFETOBEENFEZ R Lz, 5 SEEFIZBI A7 b
T THMMEDN=Z2 T A4 V5 DELEEE21TRT,
#2 unvyran)wa e fozoad 7Y R 50mg/12.5mg
TRIEAT G TSRS 2 d R E LR CoFy ~ 5 7447
MFEDR=2AF A 5 DZEALEEY (mmHg)

N=2AI4 0 | 5 8HED

J]’]l’j—:ﬁ 5) E{t%ﬁ 4)
BRI R N V&t 151.7 (9.5) -6.2 (1.0)
viozooFy YR
50mg/12.5mg PEEI 95.9 (5.4) -5.3 (0.7)
(N=144) #0)
S A R R NN €t 152.4 (11.2) -8.5 (1.0)
vraszoogFrY R
100mg/12.5mg JERRI 95.1 (4.5) -5.0 (0.7)
(N=134) %6

W4 RN (BHERE)

TE5) P (B E)

1 6) FAS #5550
Fh.ug vy Y va e rFasaouas 7Y R 100mg/
12.5mg O FFERFE . DRI K OBERIINUE 2512 52 I B W
THEHE L 72,
THEEH (8GHM) 2BV T, aY vy hY A e Ruasn
0F7 Y K 100mg/12.5mg 7585 S 7z B CRIVE 25 S
72D 134 Bl 761 (5.2%) TH -7z HERM (52 HR) 2B
T, gy VvsrHyvLs e RFazoad7 Y R 100mg/12.5mg
PG &N B TRIER G S - ol 265 B H 32 1
(12.1%) TH Y. ELEWEM P REERIN 7 6] (2.6%). &R
FRIME 4 %1 (1.5%). AST #4hn, BNP #4014 3 61 (1.1%) TdH -

7222).23)

18. ZExhEIE

18.1 fEA¥F

KROBEER S THHAY VY H Y a (AF)LF ) 1E, L
Be G RHERL P S L, Z O—EEATRHITH D 7V RV ERIK
AL E NS, Ty U O VR ERIRIZ T A B S
EWECTHLT o TVF Ty (AL BMERT A%5EE (ATL
ZEAR) RO TEVHAMEZ R L AT O/ERH 2 BRI
HI RV BERREEIIET AW, a vy ik L= T
VAT vk (RAS) MEMLE N TV EE L = CEEILEE
FINIBWTEHRBEESFELZ R LD O G2 RAS OS54 7%
WKL = U WEIIE T TS BT B BEEREITTHW C e s
TWAY, — OGRS THIrL FuraoaF7y Rk F7Y
FROBEEFMRETCH S, e ForoaF7 Y FOREERFIZH
L CIEVRMIE BT 55 b 2 BRI E S & 2 0688 ik
HIRPTEARE 26N TWw52, F72 e FurzuuF 7Y Fidz
OFIEVEMIZ X ) RAS O LA 242,

L7255 Ty A#NE RAS FHHALIRE CEM 2 BEER R L R3O 4
V& & RAS it sd s FuyzoaF7 Y K& DEAH
Td 5 720 WK OB P 53 A 52 el U L0 SRS 7 %
ERNRERT EE 2 LD,

18.2 REMER

FURSSEBIMLE T v MIB W T, B G- CHEEOBERF (1
15mmHg & T) Z/R LAHREOTH IV & & Bt 5 Tl
EPBOSN oz Eor FurzoaF 7Y Fa xS 3
HZ ik, FHLRBERSE (3 30mmHg KT) 252D 501
720 PEHIFEG-BEIC BT 2 BEE R F 3 & B G- BE O R 3L & Tl L
HETH-7229,

19. AR ICET 2R
— iz B & FR
o)y s »71) 7 2 (Losartan Potassium)
(=2
Monopotassium 5-{[4'-(2-butyl-4-chloro-5-hydroxymethyl-1/7~
imidazol-1-yl)methyl]biphenyl-2-yl}-1 AH-tetrazol-1-ide
FFRX
Ca22H22CIKN6O

NTE
461.00
27N
H Ok mEOHETH %,
FKICHRD THEITR T, AY /= VT s ) — )b (99.5) IZiET
I,
1EEEERX

NWCHs
HO
.
\,

N—N
\
—hgEY& TR
v FazoaF 7Y F (Hydrochlorothiazide)
L4

6-Chloro-34-dihydro-2/4-1,24-benzothiadiazine-7-sulfonamide
1,1-dioxide

SFR
C7HsCIN304S2

SFE
297.74

27N
HAA DR AIFE S EO R TUIBVIE 2 L RIZD T IS W,
TR ETRTL T RS PR RBEITIZL <L AR
IF =) (95) IO THEFIZK, PZF VI —FTVIZITE A
EHET RV,
IREEAET N w7 AT B

1bZEER
O\S/O 0\540
N :@i N
cl N)
H

Bl

1 267C  (4fE)
22. 9%

(A% Ve NEE&EELD [H2 R ))
100 $2 [10 %8 (PTP) x10]
500 #2 [10 8¢ (PTP) x50]
700 $¢ [14 %8 (PTP) x50]
500 $2 DR, /NF . ®EEHIAD ]

(OYIve NEE&SEHD [U> K ])
100 % [10%E (PTP) x10]
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