202452 H eLET (B51RR)

B
R

i BRI

B : 35

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
30500AMX00290000

fe & #EHD
30500AMX00289000

RRE T
AR 7ER A

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]

3.1 #HRE

3. fHRE - HR

H7e4

ANT7 I AfEHE LD
[54+]

A7 37 AfE#E HD
[54+]

BRI

1 $§EFf HEA LT ILY
> 100mg RO HRE 7 4
oYEryANYIEE
6.93mg (7L0uYEy &
L T 5mg)

1 g8 HEA LRSS
> 100mg RO HRB 7 &
0Oy ryRyILBgEE
13.87mg (7o
& LT 10mg)

AN

D-v> = h—). fE&Et
La—Z, Z7UuAH)L A0
—Z Na, RYE=)L7)L
d—)L-RYVTFL VY
I—)L-7F7raRY=
—. ZAFT7YU VMg, b
FuAu—RA, vr7uad—
L 6000, B&{bF% >

D-v>=hr—). fE&t
La—ZA, Z7OaAH)L A0
—Z Na, RUYE=Z)L7)L
a—)L-RBYTFL T
I—)V-T7F7raRY=
VAFTY Mg b
FuoAu—A,vr7uad—
JL 6000, BftF4% >, #E
=T bk =R bk

3.2 SFIOMERK

AT I ABLESE LD

A7 37 AfLE#E HD

e (54 k] (51 1
& - B HE~HHEEHBD 7 4 VDT 020N EnED
PN PRYE T NLAT—T ¢ Tk
& ® | fE | # ® | fE
o JE T2 €
() | = e | —
[IERES - ol
% (mm)
& 7e 3.8 3.8
(mm)
é =
o 175 175
(mg)

4. FHRENIFFHR

SIMmEE

5. MEENIFHRICELET BiER

51 BEZMERTOBENENHD ., Kz EMEGROHE—E

REEE LW &,
52 REIE LT, A URFILF > 100mg KU T7LaIE & LT
5mg ZHHAL TV, HdVIEWThr—H2#H LIED

Y b a =R 5EIC, 100mg/Smg ~NDOY] 0 & 2 & ET

T5 &,

53 FHIE LT, A URBILY 2 100mg RU7 Lu I & LT
Smg ZftFAF L < 1k 100mg/5mg THEDT > b E— LA+
AT, 100mg/10mg ~NDEYI VB Z 2 MEtd 5 &,

6. FHERURZ
EE.BRACIZIHIEBLE (AR LY Y/ TLrudEr &
L T 100mg/5mg X1 100mg/10mg) #FOKET 5. KAl
EMEREEOE BN L LTHWZ L,

7. BENRUHEICEET %R
UTROANRTINEY &7 LAV EVRYILVBEORE - HE®
BEZ, BEBICHEZRD S &

(AILRFILI V)

BEBAIEANVRT LY > ELT50~100mg = 1 H 1 [EfE
%59 5%, 7k, Fi. ERICKVEEERT 55, 1 HEK
5813 200mg £ TET B,

(Z LOYEYRY VESE)

- B I ERE
EEOUBRAICIZT A0V E LT 2.5~5mg 2 1 H 1 EFD
B59 %, 28, EBRIJECHEEERT 5. BDEAR+5%15
HICE1THLE1OmMg S THEETAHIENTES,

8. EELRERNER

8.1 RANIANARYILY >V ET LI YOEESHITHD, 1R
Ly ET7LuIENAOBERDPRET 28FNM0H 57
O, BYNARIOEFERHZ R 52 &

8.2 ALRYNY v EELTyIFT vy v I ZEKENARS S
ICEELTRERESD SN EORENH 5. FFHERE %
EWT 54 EBERFIITY T &L [11.1.5 E]

8.3 BFEMERICEDLLDE WV, SASDENHEDLNZIEDNDHHD
T, BAEE. HEEOEERSGEEE S BIHERET 28I
FEEIE3Z L,

8.4 FMiEi 24 BRI E LW EDSLEF LWL, TV IFT VY
VIS EEEFEHRS RO BE T B R OFRHIcL=-7 >
VAT ROMEWERIC L 2BELRNERNZEITBEN
BH 5o

8.5 72UV ILMAFBELEIAPE L BEPILE L RR L ETE
HRPEDS5NZD T, KEEESHIEBICHOBETERZEHRT %
EEF HEYCICRSHBICERT 2 CEEICRET AT L,

9. BEDESREFI2EEICATIER

9.1 SHHE - IEEZEDHIEE

9.1.1 HEIMEEIRIEEDNDH 3 EEX GH B TEEIRITEDNSH D E
=
WELEP 2B RVWEHSN A EEZRE  ERIETSZ &
ANRY Y K2 BMTE DB P RERESBENETRICK
DERICBHREZBILSEEBENTD 5,

9.1.2 §HVUY LIMENEE
BELEPOCZEBRVWEHSNAEEZRE ERIETSZ &
ANRYILY NZXDFHY TLMEEEISEL2B8ZNMHDH
%o
7o, BHERERE, 2 - LABROERBESICIDImMEN )
I AMENEL ZDRTVEETIE, MEHY Y AEICEET S
Lo

9.1.3 RMEEEDH % EE
BEOKRESMMFEALZFIEHE L, WEZE(LSELBZEN
WH5



9.1.4 BERXMEEEPOES
—BEORMEMFERT2ECTBENTSH 5, [11.1.3 BE]

9.2 BikEEEEEE

9.2.1 EELEHREEEDHDEE
BEDOKEEICL D BREZBEILSELBENLDH 5,

9.2.2 MBSEHPDES
—EEOEMEMERT2EITBENSH 5, [11.1.3 BE]

9.3 FriggElE=EEE

9.3.1 FFEEEZEDH S EE. FICIETHFEZENRUIETS 2iF0
HBEE
BEICIIEEICRS TSI, 7LV IEEE LTHET
R#SNB70., FFRERED D 5 BE I, MAEEEFTO
EREROMAPEE-FEREE NEE (AUC) XTI ENH
. TAUYEVERHE (10mg) KBV CRIERORBEHE D
B DR DD, A NRTILY FFEICHETRICHRES
b7z, MTEEDS ERTBBZNAH 5, [11.2, 16.5, 16.6.2
Z08]

9.4 &JEREEE T BE

9.4.1 HiRI ZOIEEEDH DL

FRLTWA I ENIBBESNT 7V VA4 T 0 > VA BRI EA
NE7 o IF Ty I RBRERA ZERA L. BR - FiERA
DOFE (BAR%, BE - it - BOEERAL, HEE) FRHoN
BRI EEENTWAHDD,
FENOIE IS, REEOFESLEE L CAFRSEONE
HEEEICRE L. AR LEOBERELSEBRES EE 2 EHETsn
LEBRICOARBET B E, T BEPBELBESICIZROE
BHEICHEET S &, (9.5 3]

(1) AHIEEBARNCEFRL CWRWT E 2 RS 52 & KA
S HRLTWERWS &2 EHMICHERT A2 &, BE5FIC
RSB L 72358101, BB ICRE52mIET 52 &,

(2) MOBIEICOWT, AR GHBRICEBEICHHAT LI &, &
72, BEFLMBEICG UHHET A2 &,

- IRIRAIC AR EEE L25e. RIE - iR KITT )
AIBHBE,

IFIRAVEIIE L2 3 EED N DI AL, P 2 ICHYEICHZET
é:_to

- IIREEHE T A5, HYEICHKT A2 &,

9.5 1F®
EREXIIFIR L C WA RO D B HICIIRE LR Wl &, £
Joo BEHIIERAHE LI5S0, BESIckE52FIET 52
Lo HIRFEAROKRBICT > VF 7 v ¥ v I ZBEERAI T
VIOFT VY U EMBRIBEAE RS S BE TEAKGEDEE,
FAIR - #rAEROFELE., FiEROKIME, BRE, &Y 7 AIE.
EHEOEBAL R OEKBDREIC K 5 &HER S N5 TR O HfE.
EHEHEE O, MOBEREDIH-bNIEOREFH S, T
LUV IIEYER THERIAICR ST 5 & IRIAR % OV iR
BEAPSERET A2 EPRDLENTNBY, [2.2, 9.4.1 ]

9.6 =AW
BALEVWIEDNEE L, A ILRYILY VTIEHEMER (T
) ZBWTHITFAOBTIRDONT NS, £z, BEE
(v MHAERTROCHER OFES CICBAEOKEEICRE T 55 ER)
@ 50mg/kg/ H DL TIRE BRI B\ ¢ A RO R ESEHNHE] A
BOLNTWVWS, 7AuIYEY Tl NEAFABITT A EN
WEENTNBY,

9.7 N
INRZEERE U BERRBIEER L TLan,

9.8 SipE
BEOREZBE LAV SHEEICRET AL, —RISGBEDRE
FRIIFFEFLLBWVWEENTWVS, MEEENDEECS2BZNIDH
bo TLUIY VX, EfE TOERNEREREBE CMABENE L.
MAABELFEHSEL RAEANRO SN TS, [16.6.3 &
i)

10. HBE{ER
7LraYErORBFIIZEE UTEYREEESE CYP3A4 L
LTWBEEZILNT NS,

10.1 HAZER HALBWLI L)

R E R - EBAHE | BF - ERET
FURAFLY TN ANRTLEY VT ILVZV-TUIFT
i3] IR BHERE| o~ R IR E R A5 1

A FEE B Y LIME BRSNS BE»H
(BERBEEEICHERT | EORILEDOY A7 |5,

BigE, 12720 o
EEREZIT-oTY
TBRMEODIY MO
—LHELIARRD
BEERL)
[2.3 2]

EnrHEsnTn
%o

10.2 HAES (HRAISEETBRIL)

HHRE ERER - EESE | WFE - ERRT
FU T SRR A ME S ) T LA MED B A LRIV Y
FRHA| RBIBIENHB, | OFTILRERAFO VS

P <4= W A NIN WX H Y
M)FLTFL V% LEFEER SR T
71 7 LA BHEREMEN D 5.
=t v RN fE R T B pE
Db HEE
1] PR B FEF] — B O B e I | R R B A CIRE %

A" A dn Nl AN S
OILXAFT7 Y RE
[11.1.3 &H8]

ERZEZIBETHI
BHo,

ZFTVBHREETIE,
EBHEDOREDICED
L= IEMEDTUHE L
THBY. EEERDE
BIL2BTNDDH S,

TUAFL YT
ji2e

BRERE. &Y
Ly MR K OMEK I %
EIITBZINDND S,
7 B . eGFR »
60mL/min/1.73m?
Kii DB HEEREE O
HHEE~NDT Y R
FL YIRS
OPFFICOVTIE A
BELotwrBrne
TS 35E %2R
ERFBH L,

TUIVXT UV UE

HEERIAEA
IFTFINA R
77 VE

BERERE. )Y
2y I B OME I FE 72
EIITBEINND DB,

LoYv-Fr VT
>V RIEEER A
BRI NBAREEN D
3,

JEATF O A NHEH K
JEZ (NSAIDs)

ANRYF LY >~ DR
EERPEET 28

MERRERZES
BIUARYTT Y

oXxy a7 | FNDH 5, COERHAEICLD .
AV RRY V& AINRFILEY D
EEHZHEE S &5
AT B B o

BHEESETLTW S azxy rs vy
EATFOA RERK| SEETIZ. FBICBHE OAKHAEICLD &
FEZE (NSAIDs) BEAET 2BF N MHEESETT 572

Xy a7z | Bhb. HEEZHNS,

A%

) F 7L ANRY LY KD F 7 5OFERIUE
RERY F 77 L BYUFITLRENR TN TLERE
EHEENTWD, DIz A NNRY LY
NN NDRYNN: i
fERICEK D U F T L
OHEBINSREES N
HEEZOLND,
EEERAZE T 5 BEFAPHEEBESNEALICERLZERT
EH| HBENNH 5. BBENDND B,
CYP3A4 FHEHI T 2AuvA YR T7TLa Y YORE
TVAACA VU OILFTELED | FBEENICHESN
VLFTELY MERICKD. TLO Y| BEEENEZ SN
FE A bFaF | rOmMPEEDS L 5,
=)L RLILEOMENH
%o




HERIRE

BERER - HEBETIE

WP - fElRE T

CYP3A4 Al
V77 vEYIE

VN IR
BESKTNILIBZ
nn»H 5,

7LAa Dy orRE
PR S N B AT REE
MWEZLND,

TV —=FTTN—=I
2— R

TLuYEYOBEE
TERPHEREINS B
TNDH %,

TL—=TT L=V
EENDIHANT L
oY rofEzE
EL,.7LUIEYOD
mHEE» LFT 3
AREENEZ 5N 5,

UNRYF

TLruI ET Y
INA% F > 80mg (IH
NAEEOEHE) &
OHRICED. N
A& F D AUC »*
T7T% LR Lz DH
E0H 5,

BFFIITHTH %,

FA7ZA=DN VS

TLruIrEDH
Fickyray L
ADIMHREN EF
EBEEDY Ja
U LA D EINER D F
HIzrBEnrds.
FEHBICIEY 70
LZADIMHEEZE
==L REIZEL
I AZA= DNy )=
BEAHAET AL,

TLruIE EY T
oYLRE.EELT
CYP3A4 i & b Re3
ENBH HHICK
Dy 7Ty LADR
HAPHES N B A HE
HWrEZ 5N,

n. 8HER

ROBEWERDH5DONZENHHDT, BEEZFTFIITV, £
WEAROOSNIGEIRBHEEEZFIET 22 CHYZAEZITS C

Eo
1.1 EXBEHEA

11.1.1 MEFE EEARH)
HE, OE. WEH, SF0BR2ZERE T SMEFE S5 DN

HIENDHB,
11.1.2
11.1.3

SHYUDLIME (BEEAH)
Yavd, K, BHEER (WL HEELRH)

W, TEH, BEEHEEN s DNHEIIE. ESICHET 2L

BaiT52 &0 [9.1.4, 9.2.2, 10.2 2]

11.1.4 BFE (BHEARH)
11.1.5 BUEERTR. FFHSEEREE. BB (WIS HERY)
AST. ALT. ALP. y-GTP ®» L8& %45 HaEREENH 5 b

NaHZENHB. (8.

2 2]

11.1.6 {EMAE (BEEARH)

B, R, BT FOBEA. ETNET. BE, BEiEE
ENHobNIBEIIEEERIET A2 & BRFEETOR
ETHobNPIT

11.1.7 1EIEARIERAE (SHEERNER)

AR, 18, CK L8, MHPRUORF I 7oy L7245
BMETABEBRBIES D SbNEZENHAHDT. TDLH %
BEICIEES IS 2HRIEL, BYAMBZTH>Z &, £z, M
ARRE IC K 5 RMBREOREICERET S 2 &,

11.1.8 |EBENIME. BMEGHA. MRS (WIh b 3EEARIE)
11.1.9 BE2J'O0v T (EERH)

BIR. DFVEOPHEERT D5 bNEENH 5,

11.2 ZDfthDEIfEA

0.5~ 1 %Ki

0. 5%

BARERBE )

TRBAE

RE. T O,
CARRE. JeiR
BEE. £2E
#LBE

meE%. mE
FHE

JiF % BE bR .
ALT ER

AST E&. ALP
R, ¥yrye
vEHL v -
GTP £&

LDH E&. #&
B, 8K

REER . AR,
R

HAIE. i
T FERIUE

0.5~ 19%Kiifi

0. 5%

SEE R

Jiikitd

A, %3, 5
MEREEHN

FRMBRED . ~
S AAN
L. ANEZTE
VA, BBk
B I EEERIE
1IN 11 AN R )

(?HEHE 2)

BE I TO (B
B, PR E AL
EINS N
IR, #2IZMAR
E. DEM.
Hofa HASLIHE

MEET #RAR.
HAEXZEE T
oy 7, AEL

H bR

UGN BI=R/ N
T - EREL O
W2 D EERE.
fER, BB

B, B,
U BRI
H8. HIERR,
R [] £ 4 A0
ER

B et

RE® T
PR - TRESER |
JLVrF=r
5

BUN E&. K
rEABE. R
WERE. JRE
mEs . Bk R
PR

FEIER

OEV 55D

5. LU,
R RIS

SR RERo) NI
R, IR R
R, s
AER

BT

CK E&

PREE L5 R
7T R REG
BERFE. I LA
Fa—)L kR,
me s UL
B

meAY YL LE
. el

Z DAl

MitEZE, FRHER
", B2,
CRP E&. &
W, (RESEI.
BT BT,
HERE. BH
m. &%

B REEE,
., BEAR
. BB, Y.
WOEE. R
R, 2T, (&
RickD) A
JEE., HEaE R
H A ERLE.
(RERD . K.
FEEE

H 1) AURYILY VEF G T 2u YV EFITRD SN TW
SEIER.

F2) 7TLAuYEVEKIZER LT 10mg 2S5 LEAIC. B
WEEE TR 5N EORENDH 5, [9.3.1 BIE]

13. BERS

13.1 fER

TLAOVEVE, BEORHEMELRICED., YavizEaGE
LWIMEET & R EEIRER T 2 &8 H 5,
13.2 L&

T LAuVEVIRABERICEEREBRE LGS, 740 D
AUC 1E 99%AD L. IRA 2 BRI ClE 49% A Lz 2 &n b,
7 L0 YV BEREREOIGIEILE & U CIEERESSEN
THHEFESNTVNEY), A LRFLY U ROT LTI
EHBEARISBEVD, MEBEITICKBREIED TEE L,

14. ERALDZER

14.1 ERIZAEOES
PTP B D#EANL PTP > — bSO H L TIRAT 2 & 5 58
T5Z &, PTP ¥ — bOREAIC K D B SHAIEA RE RG]
AL, BIZIIZFAE B L THIRAREOEE LA HEz 3
HTENDHS,

15. ZOthDFER

15.1 BRERFERICE D < ER

FERBRIZES A TIE WA, TLAE I K BIEEFRITLE
WEPAER (DEUHEHNZEL) PHRONZEDHRENDH S,



16. EYIEHRE

16.1 MiEE

16.1.1 2RSS
R A B 24 flicA LAY ILY > /7 4a Y 100mg/10mg % iR é
SESUZBAIOAIC CEERERRORE L GaomiEh 1 LT Ly >~
ROMETR 720 OFEPBEIIEDEBD TH o720 ALY LY
VRO AUy QR B FLASE & BAIOTH THE LR, T
BELEYEICRETH > 725,

ANRYIE > 7TLOIE Y

Bl A 8E BAIGHH BoAdE BAIGHH

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
T2 11.145 9.437 37.72 38.72
(hr) +3.810 +2.413 +5.90 +7.34

TFHME HIEEERZE, n =24
AUCo+ @ A UYL Z 13 0~48 BEfEfE. 720 Y1 0~96 BifEE

16.1.2 EZHIESEAER

AT =T AEEHEHD [F'1 K]
BFRRABEICAILT I 7 ABA§E HD [ 4 b &7 4 3 7 AFA$E HD
DENTNLEE (AP > ELT 100mg, 7LouIEELT
10mg) #. MARHREREORS L ClfEhRELEBEZREL., Fon
TR/ ST A —% (AUC, Cmax) 122\ T 90%EHEX Mk THiat
T 24T - 7458, log (0.80) ~log (1.25) OHENTH Y. WMAIDE
MENRSEE SR SN (Fa 24 —N—%) 7,

1) 1IRYILIY

HENT A —% BEINT A —H
AUCo-48 Cmax Tmax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)

ANVTIVA
Ei&$E HDI 47| 782142957 | 2138+712 | 1.5+0.9 | 14.3+14.2
Y

Z{:ﬁz@ﬂ 7691 £2764 | 1866642 1.6x1.0 12.6+9.4
&8¢ HD
Mean+S.D. (n=44)
(ng/mL)
3000 4 —o— AT IZUREEHEHD T A b,
-0 FA 34 REAHHD
m 2500 4 Mean+S.D.(n=44)
B
b
) 2000 4
~N
71500 A
5
>
#1000
=4
500 |
0 i : — ; * .

0 4 8 12 16 20 24 2'8 3'2 3'6 4'0 4'4 48 (h)
5]
MAEFEEN I AUC, Cmax 0 85 X —4 1%, #ErE OBRIR, (KikD
PRENEEL - RS ORBEMFIC K> TR 2R H 5,
2 7nLOvEY

HENRT A =4 BEINT A —H
AUCo-120 Cmax Tmax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)

ANTITA
Bo&#E HD[#71313.3+£72.1| 7.64+1.58 | 6.4%=1.6 42.8+9.0
1 M

TA IV AE

&4 HD 308.7+81.3] 7.62£1.86 | 6.0£1.2 | 43.5+10.0

Mean+S.D. (n=19)

(ng/mL)

10 —o— (LT IUREEFEHD A b,
—O— 74 XY XEAEHD
Mean+S.D.(n=19)

FERE\ M\ O S N BEE

0 24 48 72 26 120 (h)
[535]

MAEFEEN N AUC, Cmax Z0/85 2 —4 13, #HEE OB, (KEO
AU - BESORBEMIC R > TER DA RESDH 5.

16.2 DRUX

16.2.1 BEDHE
TERERLA B 16 FlICA VA_RY LY > /7 Lu VY 100mg/10mg B &
ZHAREO®RS (ZERTRE) LS. ZEBES &R TARERR
BOANRF LYV ROT LAY E YD Cmax KU AUC IZEZASNE
o728,

16.3 9%

16.3.1 EBEHBEE
ANRYFILY O MEEERZEARRO 7 L0V E O MIEEAE
BRIIVI N 7% TH 729 (in vitro)

16.4 X34
A NARFILE F, EE LT CYP2CO 12 K AEERRE & 7L 7 1o v Ekia
BIZEOREENS, B MNFI 7TV —LZHWT, CYPIEHIIHNT 51
AARYIY v OEEERIC OV THEE L7-#ER, CYPLA2, CYP2D6 KU
CYP2El IZ®f L CIXPEEE . CYP2A6. CYP2C8, CYP2C9 K& U
CYP3A4 izxt LCHHEFRARD o Nz 0D, WINLHEEOEEILF
- 7210712 (in vitro)

16.5 HEttt
ERRAICB W TA VARY LY > OREER PRI RITA 0.3~ 1.3%
Tho7P, Fiz. BEBRAICHUCAZ#A NSV Y 2 EO%E Uiz
A BEREDK) 20%ILRAFICHRE S . K 54%I3#EPICHRts 219 (4
EAT—%), [9.3.1 ]
A 6 fllIc7 L0 Y & LT 2.5mg Xid Smg % HEREO#S Lz
SE. RPICREEE LTHRES N2 EI&I/NES L, WThoRE5EIC
BOTHRPREAAPMRITH G54 24 BRI CTICRSBOR 3%, 144
EEETICN 8% TH- b,
F 7oy B 2 Bl UCHEH# 7 L0 VY 15mg 2 BEREO#S L5
A 754 12 B E TICREETEED 59.3% A RAIC 23.4% A 3 HEil
aEn, B5% 72 B E CORPHETRED 0% P REETH 27z, DA
IO BOREMARD 5720 FEAT—%),
B, INSRBEMICET7LOIE L E LOSEBERHIIFED LN TV
Vi,

16.6 HEDERZRIDEE

16.6.1 BigEEEEE
®-PEE (9. & (106]) OBREREEZEICAARYILY >~
100mg # 1 H 1 [ 8 HERERO#RS L7 5E . BHEIEEE L i L ¢
Cmax. AUC ICEELZZERZA NG -7z, MBBERTTOBRELZED. B
HWHERERE RS LGSO ERERIZIZEAE RV ENTRBS
nizmn HEAT—%).

16.6.2 FHHgREEEEE
8 - hEEQFEZSEE 10 flic. LT LY > 300mgh) #2281 3
16 7 HREIRERO®RS Lz & & @R & B LT Cmax. AUCIZH
BhZEEIHONLEDP o7z, FLEBBERPIZEAEZVIEBRESN
7218 (EAT—%),
AFEZSEE (Child A,BZIX)5flic7Luy¥r&LT2.5mg %
HERORE LciGa. BERAICHE LT, %5 72 BiEg o HEEs
BERICER L. Tie. AUC IZRPEEEZRLIZVPERZIIFRD SN D
-7219,[9.3.1 2&]

16.6.3 SkhE
mE (65~80 /%, B 1041, i 1061) L#&HFE (18~35/. Bt
10 Bl) (2o VRHY )% > 25mg® % 1 H 1 MRERO®RS LZHE.
Cmax ICEBRZRIALNLE D > 12H. AUC IZEEE & HARTH 50~
70% ERT B ERENTZD HEAT—4).
ZEBMERE (FHER79.7 %, BHE2H 46 c7rsady
> & LT Smg # BERIORSG LziEa. HEBRERA (CFHER 22.3
e B 6H) ICHE LT Cmax XU AUC WERICEEZTR L2,
TR ICEBEZEIRDONL o7z, 7. 8 HERERZO®RE LIZGE.
EEZEOMBER7 L0V BEEIEEE IV LELHER LY, 208
Y —VIIEFEICELLTHY, BEETZOEEISELRT S ERILR
SN -7220, [9.8 BE]

16.7 EYMEEER

16.7.1 EESRIBEMR S EDOBEER
TERR A B 24 B2 A LTIV Y > 300mgH) RUO7LEIEYELT
10mg 20t L CROBERS L BEOA LRY Ly 7 hud ey
DEMBEIIZHAIREREZI L, ANMRTLY L ETLOIEYD
R ICEET AR EMERIERO S r o722 WEAT—5).
F) AURTILY v OERSNz 1 BEERAEIZ50~100mg. | HEAH
13 200mg TH %,



16.8 Z it

AIWFPZTREEHELD 91 K]
ANT IV AREFELD [F1 b & [EEPRL2EOERMA LY

FHRIREWERBR T A R T A >

WCEDE, ALVT IV ABREHEHD [¥ 4

b ZBEMAIE L- &, MHEHICE DS EMFNICAZE ALk H

78,
17. BRERARSE

17.1 BHUERUREMICRIT 2HER
17.1.1 BN 018558
A INARBILE > 100mg OB G TILE T > b 1 — U A+-43 7 ARG

T I ERE B 2 MR I,

ANRFIEY »/T LA T E Y 100mg/0mg.

100mg/5mg X1& 100mg/10mg = 8BRS Lz —EE M HEEER
DFRERIBREDEBY TH>7z0
b 7 R AAATIERA M E 2 L&

b T 7B AGLRIA I E A LR E B I,
100mg/5mg #%58f1E 100mg/Omg 5B IR, F72.

100mg/10mg

#5813 100mg/Omg # 58X 0" 100mg/5mg & 58I NER LN

B 5N,

58 100mg/0Omg 100mg/5mg 100mg/10mg
IRB/AML (n=121) (n=123) (n=116)
’;;f 153.3349.84 | 152.58+10.27 | 152.59+9.67
IR e
mE {ﬁ;ﬂ; 148.10+14.87 | 133.81+14.19 | 127.75+11.88
ZftE | —5.23+11.48 | —18.77+11.22| —24.84+10.86
’f_?\ 97.10+5.77 | 96.92+5.75 97.44+6.44
74
JLERHA PEpre
iiifz2 ?ﬁﬁ; 93.33+10.58 | 83.79+9.51 | 79.30+8.57
ZiL8 | —3.76+8.14 | —13.13+7.75 | —18.14+7.62
140/90mmHg 22.3% 60.2% 83.6%
EREE (27/121) (74/123) (97/116)
BAL : mmHg (PH9{E + 1EHERE)
KR A NRY LY > 100mg 2 8 ~ 10 i % 5 1% 12 I#E HE 1 £

140mmHg DL k2 D3R M E 90mmHg Bl T & - 72 A8 1 & 1 T AE

BE

IRB: A LYY >, AML: 7L0uIE>

ZEE R DO BI(E SR E

A 2%LL )
HoT,

17.1.2 EA% D485
7 L0 Yy 5mg QBRI S THE 3 > b O — LAR+53 72 AR & i
EESREZNRIC, A LRF LYY /7 L0V Y Omg/5mg L Id

BEFARS L —EEREEHBOBRIREDO LB

100mg/5mg % 8 i

DTH-o7z,

1%, 100mg/Omg # 58T 1E 8.9%
(117123 fl). 100mg/5mg 58T IE 11.4% (14/123 f). 100mg/
10mg 5B CIE 15.5% (18/116 ) ThH-7z. EHEINER (FBEE

12, 100mg/10mg #3580 ALT 11 2.6% (3/116 fil) T

b7 7 RAMIGEIMEZ(LE., ~ T 7 RAAMIRAMEE LR & 612

1025))1122%/5mg BG83 0mg/Smg REHICHRBERELZEPRBDON
7228.26)
Eitdss s Omg/5mg 100mg/5mg
IRB/AML (n = 149) (n = 143)
N=2FA 148.72+7.86 | 148.32+7.39
U HA I o2 Sl 141.96+12.69 | 133.98+14.16
Zit& —6.76+t11.16 | —14.34+11.99
N=2F4 94.67+4.34 94.76+4.55
PRARHAINLE a3 il 88.78+9.36 | 83.61+10.40
Z{t& —5.89+7.92 | —11.15+9.66
140/90mmHg 32.2% 57.3%
FEREIE (48/149) (82/143)
BAL : mmHg (P9ME - EHERZE)
Mg 7Lu Y E LT 5mg & 8~ 10 BEH S %12 INEH M E

140mmHg BL_E 72> DHLREA M E 90mmHg BL b T & - 7z ARe 1 & Ml £ iE

BE

IRB: A LRYLY >, AML: 7L0IEY

ZEEREIDEORIERFEHEEE L. Omg/Smg #58TI1E 5.3% (8/151
). 100mg/5mg 58 TIL9.0% (13/144 fl) TH -7z,

17.1.3 BN MEEER
AILARHILF 2 100mg. 7 A0 Y Y 5mg XiE 10mg OBk 5 T Il F
32 MUV e AR RS IR B & TR,
210 Yy 100mg/5Smg Bl & $E X% 100mg/10mg Bl érde % 52 @RS
LeHBDORRIIIRED EB Y TH -7z,
REME IR 7 < | B RHlRE O NE A I £ 2 (L& 13 —22. 7mmHg & B
T MEAHERF S N2,

ANRYFIEY /T

IRB100mg
} IRB100mg| AML5mg| ¥i&  |AML10mg
R AR | T8 | AMLSmg | Ao | =7
Vil
100mg/5mg 100mg/
E.Eﬁzéﬁﬁqﬁg 100mg/5mg | 100mg/5Smg 10mg
A& AT B (=114) | (n=04) | 100mg/ | 100mg/ (n=492)
(n=221) | (n=61)
N—R7 | 149.3 148.0 158.4 152.2 153.5
A4 +8.8 £6.9 +13.2 | £10.6 | £11.8
I iERA A& ET 126.4 130.0 132.2 135.5 130.8
ME iffi g +9.4 | £11.2 | £10.6 | £9.6 | £10.7
—-22.9 | —18.0 | —26.3 | —16.8 | —22.7
by
ZER | L1713 2110 | £13.8 | 10,6 | £12.9
N—RZ 94.9 95.3 99.8 96.8 97.4
A +4.8 +4.8 +8.5 +5.8 +7.2
LRI FALET 79.3 82.4 82.3 84.8 81.9
JiiIVES fifi B +7.2 £8.7 +8.9 +7.7 £8.5
-15.6 | —12.9 | —17.5 | —11.9 | —15.5
R
ZEB | 19y | x7.4 | 9.1 | 5.7 | 8.5
B mmHg (CPHfE £ EERE)

TR 1 A ATV > 100mg. 7L HIE Y 5mg Xid 10mg % 5~8 A
% 5% 1A M0 140mmHg BL_E A SHE5R A I 90mmHg Bl k¢
> AR R I R

2EDEFHTIL AMLIOmg A0 TR H S EH 100mg/5mg D B#F
2hlEET

IRB: A LARYILY >V, AML: 7LEIEY

BIEFIFEIRSEE L 16.9% (84/496 i) Tdh -7z EBIERIRHIERE
fET. 100mg/5mg #5K4° 0.5% (2/432 ). 100mg/10mg %5k A
2.6% (8/306 fl) TH-o7zo

18. EXFIE

18.1 {EFKER

18.1.1 4 ILRBILI Y
In vitroREEICB W T FRHKREIRO 7 > 4T T (AL #FF
LIX%KE’%#“—?EE’JL MHE L. invivoikBi (Sv by £ X, H)L) IZBLWTH A

FHRFEITIN UTIEIERZR Uz. In vitro #5633 D & Z0ill

%'H’Eﬁlli AT ZAERKIINT 2HEANERICESLLSDOTHY ., BICATY
171 2Bk (AT ZHME) BIRNTH B ENRBINz. ZOMOZ
BRI EMEEZRST. 70947 VU EBRBRLBEE L2, -
7228)’33)0

18.1.2 7LOYEY
AR O BAURFEE AL S T AF + 2OVIGERNICHES L. Mt~ 0
Ca* DA Z WA S CRME L KMIME OFIFH 2 5ig S5, 20
HI T LREFERIGBRICHERT 5 & S bICHfEZ R L. F2080H]
TERAT < MERIREZRT 2 ENBOLN TS,

18.2 BRE/ER
EMEERKET Y MIA MR LY v ET7Lad 2 L TRET

B &, TNENOBMEE & U CREEROEERATRD 5z,

19. BMASCRET 2EERHAR
19.1 1 ILRYILT Y

{b24 : 2-Butyl-3- {[2'- (1 H-tetrazol-5-yl) biphenyl-4-yl]
HN P N
N
TR
7FE :428.53
"R
I =) (99.5) IKBEFICK L, KIIFEAEBET RV,
—fRIETE : T LYY RYIVERE (Amlodipine Besilate)
dicarboxylate monobenzenesulfonate

methyl} -1,3-diazaspiro [4.4] non-1-en-4-one
0]
N—HO
o

AmIIHEDOHEREOHRTH %,

NGRS ST S ik
{L2#4 : 3-Ethyl 5-methyl (4RS) -2- [(2-aminoethoxy) methyl] -4-
feepis H

©/503H

—MRHILHR : ALY )Ly > (Irbesartan)
fbtEE N= N
Ca2sH2sN6O
AmIEEEEE (100) 1B FRT < AT —LIZRREFIc< <,
2DH5N5,
19.2 7LOYEY
(2-chlorophenyl) -6-methyl-1,4-dihydropyridine-3,5-
HsC ‘ N ‘ o~ NHz
Hac*%ﬁwm .



¥ 1 C20H2sCIN20s + CeHsO3S
FFE :567.05
%R ARREE~HEOBORBREON KR TH S,

REIAY =BT, T —)b (99.5) ICPRET
12 <L ZKITHEFIT W,

KD R ) —VER (1-100) EFEEEERS 20,

i R 198C (93F%)

22. @

(AIWFZIREEHELD [94 KD
100 §& [10%E (PTP) x10]

(AIWFZTREEHEHD [91 KD
100 $& [10%¢ (PTP) Xx10]
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