* % 2024410 A ShET (B53hi)
* 20244F6 H BT (852hR)

B & RERE

AR : 3F

HARERR D EES
872149

RESRIERIE! ARB/ F5itt Ca FEHSEERSH
Bz, WAEERS

BAZERA AIRYILIY « PLOVEYRY VELESE
4}»7591@? BSSELD [9'1 )
AIW7 =IRG8 HD [94 M

ILUAMIX® Combination Tablets

) FE-BEASOLAFBICLIVERTSL

B & $ELD fe & #EHD
30500AMX00290000 | 30500AMX00289000
20244E6H

RRE T
*| HR7ERALE

2. 22 (ROBEICIFRS LBV E)

2.1 AEIOESXIZY e Favy ¥ RMEEWITN UBEHE DB
EREO D H B

2.2 R XALIFIR L C WA RTREE D 5 5 401 (9.5 SHE]

2.3 TVAF LY I IVBIEZ B ESHOMREERSE (72720, fth
DFETERBEZToCORBMED T Y b —UAELIARED
BEZR) [10.1 Z2H]

3. HERE - MR
3.1 #8R%
Bz, ANT I7ARESELD | A7 37 Ak A& HD
(74 ] [74 b
1 88 HEA LYY | $EF HEA LYY
> 100mg XUHB7 &> 100mg X UHBE 7 4
BYES v Y€ RV IULVEETD VY YR Y EIE
6.93mg (7L4uIEr&(13.87Tmg (7LuI Ly
LT 5mg) & LT 10mg)
D-v> = h—), fERERED-v>= b=, Rt
NO—Z, JHOAHN AT | )T —A, JAAH)I AT
—ANa, RUEZ L7 I |—ANa, RUEZ LTI
I—)L-RYZFL2FY|a—=L-RYITFL T
wnEl (A= 7baRyw|a=)L- I 7 baRYT

— AF7 Y VB Mg, b
FuAu—RA, vr7uad—
JL 6000, BE{bF% >

— AF7VVEEMg. b
TuAu—RA, vr7ud—
JL 6000, B&(LF% > |

BT =R

3.2 SFIOMERK

ANT I ARESHELD | A7 I 7 AfLE#HE HD

e (54 ] (%4 b
Mtk HE~EHEARO T4 ILDTVEVEVED T ¢
LaA—T 4 > TEE VLT —F 1 VTS
"
At 3 N
; \\;‘ <> \\;) <D
ig ® }\1 (%5: }\1 5‘051):
Al — (—
B 8.1lmm Ef 8.1lmm
RESE E& 3.8mm EE 3.8mm
H&E 175mg H&E 175mg

4. MEEXIFFR
SIMERE

5. FEERIIHRICEIET BER

5.1 BELZMEETOBENESH V. A2 ENEABEOSE—#
REELAENWT &,

52 JFHEIE LT, A ARY LY > 100mg RO T LI ELT
Smg ZHALTWABA. brLiIzVThr—H2ERA LIED

Y b= AR REEEIC,
52 &,

53 FRIE LT, 41 UARHILY > 100mg KT LOIE Y &ELT
5mg % f#tA#E L < 11X 100mg/5Smg THED > b I — LA A+5
ZIFBEIC. 100mg/10mg ~NDEYI B2 2 MEtd 5 &,

6. FiENUHE
BHEBRAIZIHIELE (A VRSV >/ 7TLuder e
L T 100mg/5mg Xix 100mg/10mg) #FOHET 5, ARANE
EIMEREOE—BREE LTHW L,

7. ERUREICEET 2R
DROANNRYLY v &7 Lu P RNUILVBEORE - HE%
BEZ, BEBICHREZRD S &

AILRYILIT V)

WH BACIEA LAY LY > & LT 50~100mg % 1 H 1 [EfF
O%59 %, 6. Fie. ERICKDEEERT 24, | HRK
5813 200mg £ TET 5,

(Z LOYEYRYVEEE)

- B MLERE

BEOBEAIKIETLOYEYELT2.5~5mg 2 1 B 1 \EO
#BE59 %, b, ERICSCHEEERT 25, WRAT5 %5
AICIE1THL1E 10mg ETEET LI ENTE S,

8. EEREARIER

8.1 KANIANARYILY VT2 YOEESHITHY, AN
PNy ET7 LU NAORERDPRET 28N H 57
O, WYNCAFOFERZEETT 52 &

8.2 A VRV LY v EELT VIFT vy I ZERERAR ST
ICEELTRERES D SN EOHRENH 5, TRt %
EWT 2R EBRETHIITHIEL [11.1.5 ]

8.3 BREMERICE DL DF WV, LASDENHEDLNEZENHHD
T, BEE. BEEOERSGE LD BIHNEIRET 2B
EESEBRIE,

8.4 FATHI 24 BRI HRE LW EAEE LWL, TV IFTF oY
VI ZEEERAR SO BE T B R OFERFIC L= -7 >
DTy ROMGERICEA2EBELRMER NI TEZEN
NH5

8.5 7Lu YV IIIMPEELEHANE &S HIE% D BR2EE
BIRMERD 5NDD T, AAEEHIERICHOETERZFEHT 5
X HELRCICHRERBICHERT 22 S EEICREST S &,

9. HEDERZEIHEEICHTHER

9.1 GIHIE - IEESFDSHZEE

9.1.1 MfIEBEEIRIREDH 3 BEX FHE TEHIRIREDH SR
=
BEESCZEZV TSNS HEEZRE ERITEITSZ &
ANRFILE N2 K 2 EMTEDBD R ARKEDBEDENIC X
DREICEREZELSEL2BTNPH 2.

9.1.2 8AV Y LAMEDEE
BEECTZEZV SN B EERE EREEITSZ &,
ANRYFLY L CEDEHY T LAMEZEESE 2 BENDH
o
T/, BRMEERE. 22 O - UARBRORERFEIC LV MmES Y
T LEPELZDRTVEETIE, MEHY VLAEICEET S
s

100mg/5mg N0 & 2 % Mgt



9.1.3 RMEREENG 3 E2E
BEORESMMBAEZFISEI L, HEEELsE B Th
Do

9.1.4 BERMEEEPIDOERE
—BEORHLMERTZEITBENDIH S, [11.1.3 ]

*%9.1.5 DA2DH I EE

JEE MM DAEIC X A EEDLDAREBEEY 205 & L2 BIERR

BICBWT, 79 RBERE L T7 L0V RS CHiKIE

OFBHEENE P> EOMEN DB,

W) 7LUIEYOARSNIZAEXIIREIE [EIMEE] &
[BRDE] TH 5.

9.2 BiggEEEEE

9.2.1 ERLEHEEEDHDEE
BEDOKEEICL D BREZELSE2BENDD 5,

9.2.2 MFEBHPDEE
—EEOEMEMERT2EITBENTDH 5, [11.1.3 2E]

9.3 FHkeEEEEEE

9.3.1 FFEEEE D H 3 EBE. 1FICIEHEFEZER OB S 2% 0
HBEE
HWERICIIEEICRET A2, 720 VEEE LTHET
R#ENB-0. FHERED D 5 BETIE. MAEEEFRHO
EEKOMARE-FREFEE TEE (AUC) PHBERKTL2IENH
b, TLAUYE EHE (10mg) KBV CRHIEHORBEE S
EL BAUHEEND B, A IILRNTILY VFFEICETFICHRES N
570, MTEES LRI EBZNLDH 5, [11.2. 16.5. 16.6.2
%]

9.4 &TEREEE I 5E

9.4.1 FiRI BOTEEEDH D

HIRLTWA I ENBEESNT T IF T 0 v VA BBEREEA
N7 oI T o N ZEAERAZER L. BE - HERA
OEE (BAh4e, EHE - i - BOEEA2., 1) FROHN
B RE SN TWBHII,
FENOBE IS, REEOAEESLERE L CAFIREONE
HEEEICRR L. BB LEoGASRESEEE 2 BN SRS h
HEBRICOARBET H L, Fio. BEDPDBELZBEICIIROE
BEIEICEET A&, (9.5 2]

(1) ARBEHARNICEREL TCWAEWI E2HRT A &, KEIE
S, HIRLTWAEWT EETERNICHERT 522 &, BE5FIC
IHRASHIBE L 72458101, EEICRE2RIET 52 &,

(2) WOFBIEIZOWT, KA ESHEFICEZFICHHATAZ &, &
7oy BEHRSREICSUHAT A &,

- THIRAIC AR Z A L25e. BRIE - iR KITT )
AIDHBH &,

CIRIRAVEIIE U 3 EEb N B IGE L. P 2 ICHYEICHZET
b e,

- HHRZETE T AB AL, EMEICHE TS &,

9.5 1Fi®
HREXIIFIR L C W AAREE D H B HICIZHRE L 2wl &, £
7oy BEFRICHIESHHELBEICE. BbIckES2HIET 52
Lo HIRFEAR OKREICT > VF 7> v v I ZBEERAI T
VIUFT Y U EBRBERIBERE RS S BE TEKBDEE.
FRIR - #rAE RO, FiEROEME. BAL, §h Y 7 AIME.
EHEOEHAL K OEKBDIEIC K 5 &Rl S N5 TR O .
BEEEHR O, MOBERELN S S b EOBENH S, 7
LU YV ITEYER CHIRRIICRE T 5 TR R O ik
BEIPSERET 22 EPRHLENTNBY , [2.2, 9.4.1 SHE]

9.6 1ZZLIF
BIALEVWIEDNEE L, ALY TIREMESR (T
) ZBWTHITFAOBTARDONT NS, £z, BFEE
(5 v b HAERTR A% O R4 N BMADOIREIC B T % 3B
@ 50mg/kg/ B DL TIE BRI 3B\ ¢ A RO R ESEHNH] A
BEOOLENTWVWS, 7LU0IE Y Tldk FREFLFARITTHEN
WEENTNBEY,

9.7 N
INRERTRE Uz ERRBIIER L Tk,
9.8 SHE

BEOREBZBHEL AP SEEIIRET S L. —RIGBEDRE
FERFFLLZVWESNTV S, MBEEEDPEZ2BENDH
%o 7LUTE I BRE TCOFNBERBTOTRENEL .,
MmAREFEAP RS 2 EAPRD 5N TS, [16.6.3 &
g1

10. HHEEA

T7LAuYE Y ORBICIZFEE L TEYNREEESR CYP3A4 PEE
LTWaEEZLNTWVS,
10.1 HEAZZ (HALBWLI L)

AL % EEPRRER - HEE AL | BF - GERT
TURAFLYIINUNANNRY LY VTCEILZV-T U IFT
fiiE IR BHAE| o RIHE R A1

SILA E.FENY T LAME RIS N2 8P H
(FERREE ICERAT | EAMEILED Y X7 |5,

3 E= N Al DN 1:10))
BEEREZIToTH
TBMEDI Y bO
—LHELIARRD
BEEZRL)

(2.3 2]

EhARESNLTY
%o

10.2 HHAEES (HACEETSIL)

A7 E BRI - HEBAE | 7 - BRET
1) 7 LR R MIE S ) T AMED B A LR LY
PRA REAZENDB, | OT7ILEATO VS

2¥a /)57 ko, WINENC &K DAY
NITLTL VS LR EA SR
711) 7 LA HERENEN D B,
EEH Y T L a1 B HEEEE
DdHHEE
FI PRI E A — i@ O &8s | R R & EF CIRE %
Tt IR, MIZUETZREITBEN|ZTTNBEEETIE.
OLXAFTIRE (BH5B, REREORDICED

[11.1.3 2]

L= UIEHEATUE L
THBO . BEEIERNE
WY HBLNDDH D,

TUAFLYTTL
e

EHEEEE. B Y
2 IfRE e OME I FE %
HBITBZINED S,
7 B . eGFR »
60mL/min/1.73m?2
RKMOBEHKERED
HBHBEEANDT YR
FL YT IR S
OHFIZ OV TR A
BERPO2BTZWE
M s 5585 %K
XA L,

TOIOFTUIUE

HapERIHER
IF57 Y, A3
7T )LV

BRERE. S0 Y
L IMRE K OME I %2
EIITBENDTDH 5,

VEVTYIAT Y
¥ RIEEER A
MEINBAEEDH
2o

ERXT A RERE

fEF (NSAIDs)
oxvyuzzr,
AV RRAY T &

ANRTILEY > D
EERPEET 28
ENDH B,

MELRIER*HET
BTARYTT Y
VOEBHEICLD .
AIVRFILY > DO
EAEFH %5 S ¢ 5
A D B

JEZATF A N %

fEF (NSAIDs)
ofvSurzz .,
ALY RRAY U

BRENMETL TV
HEETITEILE
EPVELT S BEN
BHo,

TUARY TSI
DEBHEICLD V&
MREESERT 57
HEEZOENS,

UF 7L
REEY F77 L

AINRY LY Ik
Y F I LFENR
Exntns,

U F A OBERINIE
FrRUTLERET
D120, A NRF )Y
MR NDRYINN- i
ERICE DU F L
OFEMINASEE S N
HEEZHND,

EEERHZET 5

A

FEEERAPERS N
2BTNDDH S,

HEICEAZE®RT
2BINNDH S,




HERIRE

BERER - HEBETIE

WP - fElRE T

CYP3A4 BHEHA|
)iy Qw i AN
INFTEL Y b
>l A hFaF
) — L

TyzRuvA oK
COLFTELED
FHREICEK D 70D
EroMmPEEs L
RALIEDOHREDNH
5,

7LDy orRE
PHEENICHES N
HHBEENEZON
5,

CYP3A4 54
DA AL

7LuYEYOIMF
BESKTIZBZ
NHH 5,

7 LuYEyoRE
P S 2 ] RE
DEZOND,

TV —=TTN—=IT
22— R

TLUIEYDEE
TERMPHEmRINS B
ZFNH 5B,

TV =TT L=V
GEENDIEDNT L
oYYy oREEE
EZEL,. 70D
mEE»s L8393 %
RN EZ 6N D,

VUNRYTF

FLrOVE Y EY Y
INZHF > 80mg (E
NAREZEOEHE) &
OFFEFRIZED, N
25 F D AUC
TT% LR Uiz & D#H
End 5,

HFIIAHTDH %,

L A7A=DNVS

7LUIE Y EDH
Hickbs ooy L
ZDIMHFREN EF
L. BREEDY 70
U LA DEIEH D 3
HI2BTNDH 5.
BRIy 70y
LADIMHEE % E
ZHZ =L BEIZEL
Ty 7uYLADH
BERHET L&,

T EY Y
Oy LRI EELT
CYP3A4 12 & v {3
SNB70. FHEICEK
D&y 7a) LZADR
BFOHES N A5
EPEZ 5N,

1. BIfER

WOBWEHADBH 5bNEZENHHDOT, BEEZTFITV, &
HHRDONTIGHIIIRES2FIET 24 EEY G MEEITS T

o
1.1 EXBEHER

M. MEFE GREAH)
HE. OE. WEH, SF0ERZERE T 2MERENH S5 bN

DIEND B,

1M.1.2 SAVUYLIE (BHEREA)
1M.1.3 Yavg, K# BHEK (WINLHEERE)

R, B BRHAEP D o bNTES
BzT5>2&.19.1.4, 9.2.2, 10.2 2]

1M.1.4 BFE GHEARH)
11.1.5 BIERTR. AFHEEREE. BB (VIO HEERH)
AST. ALT. ALP. v-GTP @ ERZE% M5 FHERENH 5D

N ENDH B, (8.

2 2]

11.1.6 {RM#FE GHEAH)
RO ZERER Wi, FOEX. BRUET. BE, BREE
EnHobNIBEIC3EGeHIET 6 L BRFERETOR
EThHhobhRd L,

11.1.7 t&REAREREE (SEEAHA)

AR BIRR

121X, BEBIET 2

CK L&, mHRURp I A7y ERZR

BET L2EEFREEDP HS5DNL I ENHHDT, TDEI7%
BAICES IS eHRIEL, BYRLEEZTI &, £/
RATRAHEIC L 5 2EBREOREICER TSI &,

11.1.8 EFEAIERE. BMEREA. MIMRELS (W9 h b EERE)
11.1.9 BEJ0Ov T (BEERH)
BIR. HEVEOIERDPH 5bNBZ ENDH S,

11.2 Z0HDEHER

0.5~ 1%k

0. 5%

SRR

CAME.
8 HE |
KLBE

RE. £ DR,

mE %, mE
JEAR |1

ESIA

0.5~ 1%k

0. 5%

SRR

JFF Rk

JiF 1 BE PR F
ALT ER

AST L. ALP
k&, Ve
v ER v -
GTP k&

LDH L&, #&
B, EK

i - BfR

EIIREN ik N
HERE

AT, B
T ATRIRITHE

liikitd

A, &3, B
MERE N

R IMEREAD . A~
<~ hZVYUw ME
L ANEZTE
VA, HMmER
B, I EEERIE
hos IR D

I

BE I TY (B
B, P E AT
), K. M
MR\ S SZ PR M
E. DEME.
FigsRE . EAALIHE

MEET. IR,
AEXIIEE T
a7, JiEE

HLER

WO R
TR - BE. O
2. DB,
fEf. B

B, B, H
T BRI,
Hi8. HIEAR,
EREEESERIN
s, M. 12
R R

BEX
H

RER Q. 4
PR - RESEIR
JLVrF=
et

BUN EF. /R
hEABE. R
WERE. RE
mps . BER
e

LR Ea

HEWV - 55D
&, UEJE - PHE

R, LU,
R R

6525 &
. RIS
DN
HER

(VI

CK k5

REE L5 R
7T R RERG
BRKR., I LA
Fua—) kR,
Mme s U7 L
A

meAY 7L L

F. =g

Z DAttt

MifEZE, P
2. BERE.
CRP E&. ¥
Wk, (REHE.
L E N AR N
HEEEE. B
m, B¢

B REREE.
FHE KREBAR
L. B, 55,
RORE, R
RIS, 29, (E
Mickn) #A
R, kR
=g X (=N
TRERD . TR,
EEEE

L) AIRYILY VBRI IZ 7 L0V VEIEI TR STV
SREIER

F2) TLAuVEYHAEERELC 10mg #HR5 LEBAIC. &
WE E TR oNI-EDOFENH 5. [9.3.1 ]

13. B8RS
*%13.1 fEIR

TLAUYE R BEORMMERICED., YayrE2ElE
LW & REMHESEIRZEC T WD 2.
F7o. IBDREMMKED, TAO Ty DBERS D 24~48 K
BRICHRT LI EFD L. 8. BRIE. DHHEERZH
& L HREE (R OBAaRSE) PERELDATREELH 5.

13.2 &

TLUYEVRABERICEERZRE LIZGA. TAOIEYOD
AUC 13 99%iA Ly AR 2 RfER Tld 49% D L2 &b,
7 La VY BER SR OMPUNHILE & U TEERE S AR
THHERESNTNEY), A URYILY Y RTT7LEIE VI
EEWEARPENZO. MEBETICKBREIZENTIER V.



14. ERALDER

14.1 ERIZMHOER
PTP @E DAL PTP ¥ — b 5B H L CTIRAT % L5 18E
T5Z &, PTP ¥— bOREAIC K O B SAERAT BB RG]
AL, BICREFAZB I LTHERAREOEE 2 AHEZ f5
5T ENHB,

15. ZDthDFER

15.1 BRIREERICE D B

FRERIZEAS TR WA, TLAT I K BIBEFRITLEG
FELAEIR (DEEEALZET) PARLNZEOHRESDH 5,

16. ZE4YEhEE
16.1 MEE
16.1.1 &EYIFHIEIE
BERERASBME 24 flICA VRY LY > /7 La Y ¥y 100mg/
10mg % L& $E X I A 1< C IR AR OIS L2540
MEBEFA NRYPINY >V ROMIEFT7 L0 D OENEEIZRD
EBOTHo720 ANMRTFILY VY ROTLUIE Y DOEYEIREZ
BoASE & BRI CHE LR, Wls & EMZENICESET
Ho717,

AIRYILE v VNS

g BEGH | EatE | BEFHE

Cmax 2,115.9 2,010.4 5.29 5.26
(ng/mL) +621.4 +524.6 +0.92 +0.72
AUCo+ 8,635.8 8,426.4 197.19 198.58
(ng - hr/mL) | £2,768.4 | £2,233.0| £34.24 | +38.25

Tmax 1.31 1.35 6.3 5.9
(hr) +0.64 +0.74 +1.1 +0.9
Tir2 11.145 9.437 37.72 38.72
(hr) +3.810 +2.413 +5.90 +7.34

S E HEERFZE, n = 24
AUCo-t: A WYY Vi 0~48 BeffE. 721 1E 0~96
B R

16.1.2 EMZEHEF 4R

(MW7 ZIREEFEHD 941 K]
BERERABEICALT IV ARASEHD [ 4 b ET7A IR
FRatE HD oZh2hn 188 (ARSI > & LT 100mg. 7
LuYErELT 10mg) %, EEREDREO®RS LT lEhk
TILRBEZEEL. BN/ EBYHFHE/ST X —% (AUC.
Cmax) 122\ T 90% EFEX MIE IS TREHERIT 21T o 7245 5R. log
(0.80) ~log (1.25) O#EENTH V. WAHIDEMFHIFEEFE
RSNz (FaAF —)N—1F) 8,

M) AILRGILIY

HEIRT A= BEINTA—F
AUCo-48 Cmax | Tmax T2
(ng-hr/mL)| (ng/mL) | (hr) (hr)

ANT I ARLEHE 7821 2138 1.5 14.3
HD [# 1 }] +20957 +712 +0.9 | £14.2
TA I ABELEHE 7691 1866 1.6 12.6
HD +2764 +642 +1.0 | £9.4

Mean=+S.D. (n=44)
(ng/mL)

3000 - - (L7 REMESHD T A by

—o— FA XU REATEHD
2500 4 Mean+S.D.(n=44)

2000 -
1500 -

1000 -

TR\ S ) S AR

500 4

: 3 » .
0@ T T T T T T T T T

T T *
0 4 8 12 16 20 24 28 32 36 40 44 48
Bfs (hr)

M#EHREN I AUC, Cmax FD/XT X =413, g DR
R ARE ORI EEL - Fefdl & OFBRSM 10 & > TRZ S ATsEED
HBo

(2) 7LOvEY

HEINT A =% BEINTRA—4
AUCo-120 Cmax Tmax Tie2
(ng-hr/mL)| (ng/mL) | (hr) (hr)

AT I ATEHE 313.3 7.64 6.4 42.8
HD [#4 ] +72.1 +1.58 | £1.6 | +£9.0
743U AEEE 308.7 7.62 6.0 43.5
HD +81.3 +1.86 +1.2 | £10.0

Mean+S.D. (n=19)

(ng/mL)

10 —o— (P IV ARAFHDF A b,
—O0— 74 XU REAEHD
Mean+S.D.(n=19)

RS\ GO NBEE

[0} 2‘4 4'8 7‘2 9‘6 1éO
B (hr)
MEEFEEL NI AUC, Cmax £0/85 A —¥ 1%, HBE DR
R IR O EIE - FEEOHBSEMIC X > TR SN
H5o
16.2 ORUN
16.2.1 BEDORE
BREBEABE 16 G4 VRS IY > /7 Lu Yy 100mg/
10mg Fe&$E % B OHK S (ZERIEER) LiBe. ZEE
B EEHRTEBBEDANARY LY VRO TLOIE LD
Cmax KU AUC IZEIZ AN 5729,
16.3 91
16.3.1 ERHEEER
ANRY LY O NMBEERKERES 7L O Mi
HEABARIZVWINBH 97%TH - 7219 (jn vitro) -
16.4 {5
ANRPILY E, £ELTCYP2CY I K ABEEMRE & 7L
sarBiaAsIcLORESNS, B MNIFI 70V —LZ2HNVT,
CYP IEHEICHT B4 LA ILE > OEEERICO W TR L
. CYP1A2. CYP2D6 K O* CYP2EL IZxt U CIZHE R T
CYP2A6. CYP2C8. CYP2CO K 0F CYP3A4 IZxt L CREEIEMA
WROENTZHDOD, WINHHEOEEIZFE» > 721013 (in
Vitro) o
16.5 HEtt
B AICBVTA LY ILY > ORE(LAERTHREERIZN 0.3
~1.3%Th o7, £z, BEBRANIUCAZH A LT ILY
ZREOHRS U256 BETEEDRK 20%IZRFICHRE S . £ 54%
FERICHRtt s Nz (HEAT—%4). [9.3.1 2]
A 6 Blic 7 2u Y ¥ & LT 2.5mg XId 5mg % H[ER%
O 5 L7258 RAPICREMAE LTt s n 2 E[&IZ/has L,
WITNOFBEEIZBE W THIRPREAPERIIT 5% 24 BERY
FTICHREEDR 3%, 144 BRI TICH 8% TdH - 7210,
T/ BERA 2 FlICHUCHZ# T L0 V¥ 15mg 2 BERO#
U548, #8545 12 HE TICBRERETRED 59. 3% RAIC
23. 4% PEFPICHRt S N, B 5% 72 R £ TORPBSTEED
OB AREANETH 57z, ZDMIZ 9 BOREIDRD 5N/
(HNEAT—%),
B, InNsRFEMICIEZTLuIE Y2 Lo SHIEERIZED S
NNz,
16.6 ENERZHI 2EE
16.6.1 BiEEEESEE
. hEE OF). BE (104]) OBBEREREICALY
L& 100mg % 1 B 1 [6] 8 HEKERORS L-5A. BHAE
FEEEEHBE LT Cmax. AUCICHEEREIZAONZP ST,
MEBMROEEL2ED., BHRERSEZICRELEHICLE
BEMIXIEEAE RV EPRBENZE (HEAT—5),
16.6.2 FFigREE=EE
- hEEOFEEEE 10 flic, 4 ILARPILY 2 300mg® %22
BERE 1 H 1 [\ 7 HERERO®RS Lz & &, BRERASHE LT
Cmax AUC ICEBLRZZA NG P o Tz, T-EBERBMERIITE
AERWZEBRBENLY HEAT—%).




BAFREZEE (ChildA, B27IX) 5flicrauy¥reLlT
2.5mg #HEREO®RE LicGa. BREAICHKE LT, %572
BRgOMmMAEEENERICER L. Ties AUC BRPEEZRL
TPEBEIEDONZ»-7220, [9.3.1 ]

16.6.3 SnE
EinE (65~8075%. B 104l i 104l L&FEE (18~35
e B 10 1T IRYILE Y 25mg) 2 1 3 1 [ERERD
BE LZ5E. Cmax ICEBRARZIA SN 724, AUC IX
HEE EHARTH50~70% 7T 5 epmaniz) (EAT
_‘9)0
ZEBIMERE CFHER 79.7 5%, BH 26, 44 o7
LUV E LT 5mg # BERORSG L-5E. BEBERA
(PR 22.3 % B 6 ) 1CHE LT Cmax XU AUC X
ERICEEZRLEDY, TR ICEBRZIRDoN o7, F
7o. 8 HEIREROKEG L Hé. BEEOMFEF 7 L0 ey
BEIEFEIVLEHR LY., 208 -V ITEEEICHE
PILTBY., BEETTOERIERT 2EIIRD SN2 H,
57222, [9.8 HHE]

16.7 E¥HEEEA

16.7.1 BESHIBMR S EOEE(ERA
BB AR 24 HlICA LAY L% > 300mgt) KROT7 LRI
e LT 10mg 20 L CROMBERKS L7BED A LAY )L
T LUV OEYBREIIEHARSHR EET L AL
RYPNLVY v ETLaIEr ORICEYEIREICEET 2 HEMERIZER
OoNLED»-128 FHEAT—%).
E) AURYLY vOEFSN: 1 HEFEAEIF 50~100mg.
1 HEKH&EIX 200mg TH %,

16.8 ZDith

AIWFZIAEEEHELD [91 ]
ANT IV ARESELD [54 b & [GEVPEL 2RBOERSM
BlOEMHENESEERBEN A RS ] ICBEDE, AT ITR
BLASEHD [4 1 ] 2EE8F E Lz &, BHEHICEDOS
EMZICESE E A SN,

17. ERPRRHE

17.1 BERURESEICET B8R

17.1.1 ERSE IBHER
A NNRY L% > 100mg OHEMEETHMET > b a— LR+
BARBEESMEERE 2RI, A UWY LY/ TLradE s
100mg/0Omg. 100mg/5mg Xi% 100mg/10mg % 8 & HF A%
LU _EEREEHEBOBRIIREDOEBD TH -7
b T 7R AARIIGEIA M EZ (L&, b T 7 RAAAIR I E 2L &
EH12, 100mg/5mg #5558 1L 100mg/Omg HE5 B IC AN, £

7z v 100mg/10mg # 5 # |& 100mg/Omg # &5 B & O
100mg/5mg % 58I L ANEE AR ZENTRD 5172252,
B5E 100mg/0Omg | 100mg/5mg | 100mg/10mg
IRB/AML (n=121) (n=123) (n=116)
A1 153.33+9.84152.58+10.27| 152.59+9.67
A4
IGEHE | BA&aT
+ + +
e | fes |148-10%14.87]133.81414.19/127.75+11.88
=} - - -
ZER | 5 3411.48 [18.77+11.22|24.84+10.86
A 97.1045.77 | 96.92+5.75 | 97.44+6.44
F4
HEERH | Ff&ET
+ + +
i | e |93-33+10.58| 83.79%9.51 | 79.30+8.57
oy = 4+ - -
ZLR| —3.76%8.141 13 13,7 75| 18.1447.62
140/90mmHg 22.3% 60.2% 83.6%
ERRE S (27/121) (74/123) (97/116)

{7 mmHg (PHELIEERZE)

TR 1 ALY ILE > 100mg % 8~ 10 BRI 55 12 IUHE S I E
140mmHg Bl b7 D3RI M E 90mmHg L ETa - 7 AR
MR R E

IRB: A WRHILEY >, AML: 7L0uIEy

“EHERBLEORIERFERMEEIL, 100mg/Omg %5 # Tl
8.9% (11/123 #i). 100mg/5mg 58 TIL 11.4% (14/123
B). 100mg/10mg #HE5#ETIE 15.5% (18/116 ) TH -7z,

FEBIWER (SEFRSEREA 2%L0 1) 12, 100mg/10mg 58D

ALT #/02.6% (3/116 i)
17.1.2 EASE OB

Th-o7l,

T LUV Smg OBRMEE THED Y b u— LA R4 757K

B T I FERE R 2 S R

ANRY LY v/ TLadey

Omg/5mg X1k 100mg/5mg # 8 BREIHFRAHZES L —EEHKH

BRHBOBRIIREOLESD

k5 7 WA ALIER M £ L&

Th-o71,

kT 7 R AR ARA N £ L&

& 12, 100mg/5mg # 58 E Omg/Smg HE5BHICHNEE L=

BB & NI,

£ aoxics Omg/5mg 100mg/5mg
IRB/AML (n = 149) (n =143)
N—=RAFA > |148.72+7.86|148.32+7.39
I L FE BA&FHiRE  [141.96£12.69|133.98+14.16
D=} - -
e 6.76x+11.16 |14.34£11.99
N—=ZAFA4 > | 94.67+4.34 | 94.76+£4.55
AR I RALFHMRE | 88.78+9.36 |83.61+10.40
e — B
= 5.89+£7.92 11.1549 66
140/90mmHg 32.2% 57.3%
EREIE (48/149) (82/143)

B : mmHg (CFHEIRERZ)

R 70 I E LT 5mg % 8~ 10 B S 1 IGHERA M
JE 140mmHg BL_E A DILEREA M E 90mmHg Ll ETd - 7 AR
PEE I ERE B

IRB: A ARYJLY >, AML: 7LuIEY

“EERMDEOREAREBMEE L. Omg/Smg 58T
5.3% (8/151 ffil). 100mg/5mg #H 58 TIZ 9.0% (13/144 fl)
THh-oTo

17.1.3 EASE MEEER

A NVA_HILF > 100mg. 7 L0 5mg i 10mg O B
STMET Y ba— UHR+53 72 R & ML EE B 2RI,
ANRYILY > /7 La Yy 100mg/5mg ELésE it 100mg/
10mg B & 8E% 52 BREES L RBOBRIIREOEBY TH
27,

BAEMEICHEE L2 < mEFHE R O IUES M EZ L& 13—
22.7mmHg & RIF& MEDSHERF S /22,

IRB100mg
' IRB100mg|AML5mg| Xix  |AML10mg
R TR0 | R+ | AMLsmg | Kt | =7
il
100mg/
100mg/5m
F’ﬁ;}éﬁmﬁ 100mg/5mg| 100mg/5mg o 10mg
B APl A B (n=114) | (=94) 100mg/ | 100mg/ (n=492)
(n=221)| (n=61)
~N—2Z | 149.3 | 148.0 | 158.4 | 152.2 | 153.5
42 | £8.8 | £6.9 | £13.2| £10.6| =£11.8
e | BR&EE | 126.4 | 130.0 | 132.2 | 135.5 | 130.8
ME i | £9.4 | £11.2 | £10.6| £9.6 | £10.7
(L —22.9| —18.0| —26.3| —16.8 | —22.7
= +11.3] +11.1] +£13.8| £10.6 | +12.9
N—Z | 94.9 95.3 99.8 96.8 97.4
SA4> | 4.8 | 4.8 | £8.5 | £5.8 | £7.2
TR | BA&FE | 79.3 | 82.4 | 82.3 | 84.8 | 81.9
1 E ik | £7.2 | 8.7 | £8.9 | *7.7 | +£8.5
B8 —-15.6| —-12.9| —-17.5| —11.9| —15.5
=< +8.2 | £7.4 | £9.1 | £5.7 | £8.5
BT : mmHg (FIEE T IZEREZE)

KR DA NARY IS 2 100mg. 7LE Y 5mg X 10mg %
5~ 8 R 5% I NHEIA M E 140mmHg LUk DR EA I £
90mmHg bl LT & - 7= Ape ki R

2 EOHEEICIE AMLIOME A+ 46l cTREE S E D
100mg/5mg DEE 2 flE &t



IRB: A LRHFLY >, AML: 70Ty

BUWEFAFRIAMEE L 16.9% (84/496 i) TH -7z, E2EIERAIX
FAEMEIFIE T, 100mg/5mg #5884 0.5% (2/432 fil) . 100mg/
10mg 58D 2.6% (8/306 i) TH -7z,

18. EHEE
18.1 {ERR
18.1.1 41 ILRTILI YV
In vitroRERICB W T FHHEKEIROT > o470 0T (A
) FFIGEZREAICHEIL, nvivoREE (v b 4 X, W
L) IZBWTH AIBREERIGICN L CMEER %2R U7, In
vitro iEEREED 6 T OMFEIERIZ AT ZAURITH T 2540
FICES v DTHD., BICALY AT 1 ZHEME (AT ZHE)
BIRTH D ENRBENT. ZTOMOZEMEIIEHRMNE 2R
ST, TUVAT UV UEBBRLEE LG o 93,
18.1.2 7 LOYEY
R O BAUREENE 1)L 2 ™7 LT ¥ 2 I)VICEIREYICK & L. #f

HAD CaZt DA % Fd & CRIME P K MIME O K185 % 5t

BSEHD, 20NNy LAEFIERIGBRICKERT 201
FeftE 2R Uy 72 0WHIEA 255 < MEBIRNEEZRT 2 EAER
HHNTNDED),

18.2 FEEE(ER
BIMEBRFIET v MIAURY LY T LuIE s 2 AL
THET D E. TNETNOREMES & HE L CREEEHOE®RAD
5 N7z,

19. BERS TR BIBLFHAR

19.1 €1ILRTILI Y
—fREIEFE © A LYY > (Irbesartan)

{bZ4 : 2-Butyl-3- {[2'- (1 H-tetrazol-5-yl) biphenyl-4-yl]
methyl} -1,3-diazaspiro [4.4] non-1-en-4-one
{bmEE= 0 N=N
HN_ N
Oy
N
CH3 O
13 CasHasNeO
FTE :428.53
R HEOREEOHRTH S,
FefE (100) ISR T <, 2T J —LIZRREIFICL
<V IH =) (99.5) ITBFITK L, KIZIBEA LR
SRR
TEmIZEPRD 5N D,

19.2 7 LOYEY
—REETE : T L0 P ANV LVERE (Amlodipine Besilate)
{b24 : 3-Ethyl 5-methyl (4RS) -2- [(2-aminoethoxy)

methyl] -4- (2-chlorophenyl) -6-methyl-1,4-
dihydropyridine-3,5-dicarboxylate
monobenzenesulfonate
{bemE = He. N o~ NH2
S
0 (HO )
cl
©/ RUEGRMS
373 Ca0H2sCIN20s - CeHeO3S
SFE :567.05
"R HE~HEAGO/BEEOM KR TH .
Ay ) —UIZHEFRT <, I —)b (99.5) 1Z0RM%E
FIT< L KITEFIT W
A5 ) — VK (1-100) FfetEERS 20,
Al 0 49 198C (7F#)
22. Q%
(AIWFPZIREEEEE LD 94 KD
100 # [10 & (PTP) x10]
(AIWWFPZTJREEEFEHD [5'4 k)
100 #& [10#& (PTP) X10]

23. FEk

%% 1) Packer M, et al. :JACC Heart Fail. 2013;1 (4) : 308-314
2) PFEREAIZ A« FEEREZ. 2017 ; 47 : 1353-1355
3) BEEARHIID R BERHE ARIESMEE. 2021;29:49-54

) EARECKIZ D L OHZEE. 1991542 (2) 1 167-176

) Naito T, et al. : J. Hum. Lact. 2015; 31 (2) : 301-306
) Laine K, et al. :Br. J. Clin. Pharmacol. 1997;43:29-33
) BRSBTS 2EMENEEEREE (71 27 ABASE
201249 A 28 A&, HEERMEE 2.7.6.2)

HNER  EMREEEREE (L7 I 7 RELASEHD [4
1+~

BHICELEYEEADOHE (T4 7 ARAESE 2012 F9
H 28 HA&RR., HEERMIE 2.7.6.1)
MmigE-ABEDEER (invitro) (74 37 ABASHE: 2012
F9H 28 HARR., HEERMIE2.7.2.1)
EMFIZOY—LZRAVAURTILY > OBLRHICS
3% CYP2CO w5 (787 afE 1 2008 & 4 H 16 HAGE.
HEERME 2.6.5.10)

ANRYNLVEY DT NT 0 s Oz (7N 7 uE: 2008
F4H 16 HAR., HEERMIZE 2.6.5.10)
ErFIZaV—LxHA0WAURTILY O CYP HED
HEt (737 OdE : 2008 F 4 A 16 HA&AR., HEERME
2.6.5.12)

PEHHCRE S A MET (7 N7 08E 1 2008 £ 4 H 16 HA&ER. H
EERME 2.7.2.2)

ANRYF VYDA FTTRASEY T HE (FNTO8E:
2008 FE£ 4 A 16 HA&FR. HFEERIE 2.7.6.1)
FREJEIFIZ Y - BRRES. 1991 ;7 (7) 1 1407-1435
Beresford AP, et al. :Xenobiotica. 1988;18(2):245-254
BHEBEREEREICB T A A IR IL Y > OB RERER (7N
7a$E 2008 FE 4 A 16 H&RR. HEERTE 2.7.6.3)
FEZEBEICBI A A LAY ILY > OEYBERE (7N 70
$E 1 2008 4 A 16 HA&AZR, HiEERMIE 2.7.6.3)

) BIEEIED  EEEIRE. 1991 19 (7) $2923-2932
BREICBUIZANURTILY OBy FRERER (7N OE:
2008 £ 4 A 16 HA&FR, HEERMTE2.7.6.3)

ZERIID BEEZ. 1991 ;29 (6) : 899-902
ANRFILE > ET7 LU OHFBEERSEICBT 5%
IR EERRER (71 2 7 RBEAESE: 2012 ££ 9 A 28 HA&ARR.
FREERME 2.7.2.2)

HNER  EMFENREERER (L7 I 7 ARARELD [
14+

4
5
6
7

8

N

9)
10)

11)

12

=

13)

14

=

15

N

16
17
18

z =

25) BHEM=EA ¢ ME. 20115 18 (12) 1 1231-1243
20) BEASE IMHEKE (1) (74 I 7 ABRASE. 201249 A 28 H

AR, HEERME 2.7.6.5)

BIETHERE (A) (71 I 7 AEBASE: 201249 A28 H

A HEERMTE 2.7.6.6)

BHEMZEIE,  IFE. 2012519 (11) £ 1022-1034

) ANRSFNLEY O FREKRFBRICE T SEH (7370

$E 2008 £ 4 H 16 HA&GE. HiFEFHEE 2.6.2.2)

ANURYILY > O AT FRAERIGICHT 260 (7370

5t 12008 £ 4 H 16 HA&R. HFERHHIE 2.6.2.2)

ANRYILEY O AN ZERIT T 2 EFBEROBE (7N

T8 2008 FE 4 A 16 HA&AR, HFEERTE 2.6.2.2)

ANRTNEY > O ANZEES T A 10t d 2RBIRE (7N

JugE 2008 4 H 16 HARR. HEERE 2.6.2.2)

ANNRY Y > OEFBREEL A T 8RR B/EH

(7N s 2008 £ 4 H 16 HA&ARR. HiEERTE

2.6.2.3)

AINRYINY > OFREBERICHT 2R (7N afE : 2008

FE4H 16 H&ER, HFERHEE 2.6.2.3)

35) IieF#eE I3 - HEREEEE 1991; 97 @ 167-178

36) BIEBERFIET v SOMEISNT AR (74 37 AfE&
$E 201249 H 28 HA&GE. HiFEFHEE 2.6.2.2)

24, NEREERERUBEVWEHES

MREET V¥ 77— TLETEE

T 105-0001 HEHEEEXE /P 1-1-18 b2 —Y v 75 /M
<)%

TEL : 03-6368-5160 FAX : 03-3580-1522

34)



26. BUEARTERES
26.1 SHEERSEIT

DAITO 14~ X1t

ELRSE LM/ \BII326%
26.2 BRSETT

@’9 HRat T By T7—T

FLIRT PR IL 105724 TE 3 &M

004



