* 202446 H thET (582hR)
202452 A CLET

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 RMEEEDH 2 EE
BEOKRESNMFEALEZFIEEI L, WEZE(LSELBZN
W3

9.1.4 BERXIEEEPOEE
—BEEOEMEMERT2EITBENTDH 5, [11.1.3 2E]

9.2 BigsEEEEE

9.2.1 EELEHREEEDHIEE
BEOREICL D BHEZELSEEBZNNH 5,

9.2.2 MFBHPDESE
—EEORMEMERT2ECTBENSH 5, [11.1.3 BE]

9.3 FHgeEEEEE

9.3.1 FFEREEEDH S BE. 15T HEFEZE R U S 2iF0
HBEE
HERICIFERICRET AL, 74UV VIREELTHET
RESNB7-0., FAHEEERED D 5 BE I, MAEEERHO
LEEROMAPEE-FEREETNEE (AUC) PHEKTLZZEDNH
%, TLuYE EHE (10mg) 1BV CRIEH ORREED
EL AN H D, A NRF LY L IFFICHETHRICER SN
B0, MTEEN ERTLZBENDD 5, [11.2. 16.5. 16.6.2
28]

9.4 EJEREEE T BE

9.4.1 iKY ZOIEEEDH DL

FRLTWAZENIBBESNT 7V V4 T 0 o VAR EA]
XWE7 o IF T IRBRERAZERA L. BRE - FiERA
OEE (BA%, HE - il - BOERAL, HEE) PRDHLHN
BRI ERE SN TWAHDD,
RO EICENLSE, REEOEBSLEE L CAFIRESONE
HrEEICRE L. AR LoGRESEREL ER5 SRR
BBEICDOARZEETH &, £z BEDPDELRIEAIIZROE
BHIEICHET S &, (9.5 3]

(1) RHEEBHARNICERL CWRWI E2HEERT 52 &, KA
S, HIRLTWRWT EEERNICHERT 52 &, BEFIC
HRASHIBA L 72358101, EEICRE2HIET 52 &,

(2) MOFBIEICOWT, KA SHEEICEBEICHHET I &, &
Toy TSRO RBEISUHBAT A &,

IRIRAICARF EEE L2ge. RIE - ARG KITT
ATWHBH L,

- THIRASHIEE L7 3 EEb N B 5E1E. B2 ICHYEICHRKT
HZT E,

R A ENE T A5 EYEEICHZET A L,

9.5 1F®
ERXIIER L C WA AR DD B HICIZRE LWl &, £
Jou BEHIHESHA L BEICE. BESiIciRE5EFIET 5
Lo HIRFREROKRBICT > O 7> o v I ZAEMERAI T
VIFT VY U EBMBERIBERE RS S BE TEAKRDIE,
BRIE - $EROTE. FIEROELE. B2, &HhY 7 LIMIE,
HE OB AL R UEABEDEIC & 5 EHEEl S 5 DU O HHE.
EEEE O, MOBEREDNH b EORETFH S, T
Lu VI EYER CIHIRREICR ST 5 & IR N 0%
BEAEET A EARDOENTWVSY , [2.2, 9.4.1 E]

9.6 1ZZLIR
BALZWIENEE LW AULRTILY VTIEEBYER (S5v
) WKBWTHHTRAOBITARDENT VS, T/, BWER
(T v b HARTR CHA% OFAEIS N RHMEADOIKEEICE T % 3B
® 50mg/kg/ BB _ETIHEHARIC B T HAE R OB BRI A3
ROHLENTWB, 7LUIEYTldke NBFAFABITT S &N
WESNTVBY,

9.7 INR
INREERE U BREBRIEER L Than,

9.8 SipE
BEOREZBE LAV SEEICRET A L, —BIGBEDRE
FRIFELLBVWEENTWVS, MEEEDEEL2BZNDTDH
%, TLAUuVEVIL BRETCOFRNEERE TMTFREENIEL .,
MAABEELFEHSEL R2EAPRO SN TS, [16.6.3 &
fA]

10. 18E{FRA
TLUYEORBICIEEE L TEYRBEESR CYP3A4 PE5S
LTWBEEZLGNT S,

10.1 HHAZER HALBWLI L)

HEIZE PRI - #EBAHE | BF - ERET
FTIVAFLYIINANRFILY VI ILZV-T o IFT >
%3] PR 2R R B EE| > o RIBEAEF A3 1

AP FEE B U LIME BRSNS BE»H
(BEREEEICHERT | ACRILEDY A7 |5,

BigE, 12720 o
EEREZIT-oTH
LTBMEODIY MO
—LHBPELLARD
BEEKRL)
[2.3 2]

ErHEsnTn
éo

10.2 HAES (HRAISEETRIL)

HHZE R - B AHE | B - BERT
HU T LAFEFERMMESY T LEDY EEF ALY LY
PRA RITBHENHD. | OTILVRATA V5

2¥a /)57 ko, WHIENC & DAY Y
NUTLTL V5 LEFEER PR
711) 7 LREREA BHATEEED D %o
HEHY L a1 B EEREE
Db HEE
PR b 2 A —iE M O & | R R I LR CIRE %
JOut IR M ETZEITBEZN|RITTWHEETIE.
OLXFT7IRE | BH5B, BEHEEOBDICED

[11.1.3 ZH]

L= U EENTUE L
TBY . BEEADE
BRI DBEINDDH 5.

TUAFL YT
ji2e

BRERE. &Y
Ly MRE K OME I %
BEIITBZINDND 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,
BEER%* BT 2 |BREEAPERSNHEICEHZHE®RT
Bl HBENNH S, BBENDND B,
CYP3A4 FHEHI TY2AuvA YR T7TLa Y YORH
ITVAACA VU O ILFTELED | FBEEANICHESN
VLFTELY MNERICKD. TLO Y| BEEENEZ SN
FEN A bTaF | romPBEEDS L 5,
=L RLILEOWMENH
5o




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. ZEHEhEE
16.1 MOGEE
16.1.1 EYIFHIEIZEE
TR A B 24 FlICA VLRY LY > /7 2a Y Y 100mg/
10mg % BL&r e I BAI O 12 C 2B AR %5 L2584 0
MAEFA NGV Y O ROMERT L0 I OEYEREIEERD
EBOTHoTce AMRTILY U ROTLUOIE Y DOEYERE S
BoAr8E & A THER L72#ER. WD & EMZENICEZE T
35 i) f:é)o

ANRYILE VNN
easE | BAGA | KAt | BAIGHE
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
T 11.145 9.437 37.72 38.72
(hr) +3.810 | £2.413 | £5.90 | +7.34

FifE+FERFE. n =24
AUCo-t : A UNHILE 13 0~ 48 IEfEE. 740 Y1 0~96
T

16.1.2 &R HIESFMER

(AIWFPZTREEEFEHD [9'4 R
BREABEICALT IV ARAHEHD [ 4 M ET7 43I0 R
&t HD 0ZNZ2N 188 (L LA_F L& & LT 100mg. 7
LAuYEYELT 10mg) %, MERHEEREORS U CiErE
ZLABEZAEL., Bon-EWEE/N5 2 —% (AUC,
Cmax) 122\ T 0% (S HEX IS THEEHRMNT 217 - 1245 R, log
(0.80) ~log (1.25) OHENTH V. WA OENZENESFNHE
PHERES Nz (7O AF—)N—) 7,

1 AILRYILIY

HEINFA =% BENRTA—F

AUCo-48 Cmax | Tmax T2
(ng+hr/mL)| (ng/mL) | (hr) (hr)

ANT I AFLEHE 7821 2138 1.5 14.3
HD [¥4 ] +20957 +712 +0.9 | £14.2
TA I ARG 7691 1866 1.6 12.6
HD +2764 +642 +1.0 | £9.4

Mean+S.D. (n=44)

(ng/mL)
3000 -

—— LTIV REETEHD Y A b,
-0— 74 2YAEAERHD
m 2500 4 Mean=S.D.(n=44)
#7
b
2000 -
v
~
71500 A
5
v
#1000 4
E
500 |
;
0 ‘i . T — : 7 : —e
0 4 8 12 16 20 24 28 32 36 40 44 48
Kf (hr)

MAEFEEN NI AUC, Cmax £0/55 X —7 1%, WHEE DR
R AR OFREUEE - BRSO REBSEIC K > TR B D
H5,

(2) 7LOYEY

HEIRFGA =% BENRTA—F

AUCo-120 Cmax | Tmax T2
(ng+hr/mL)| (ng/mL) | (hr) (hr)

ANT I AFLEHE 313.3 7.64 6.4 42.8

HD [41 ] +72.1 +1.58 | 1.6 | £9.0
TA I ARG 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 —— (LT IUREEFHD T A b,
—O— FA XY XEATEHD
Mean+S.D.(n=19)

FREE\ O SN BEE

0 2'4 4'8 7'2 9'6 1é0
BERS (hr)

MEEFEEN T AUC. Cmax ED/85 X — %1%, #EE OE
R ARROFREUEE - BESORBREEIC X > TEL AN
H5o

16.2 DRUX

16.2.1 REOEE
RERABE 16 flIcA LRYILY /7 LT E Y 100mg/
10mg & st % O OHR S (ZERIEER) LiEe. ZEE
5 EHERTEBBEDA NARY LY VROT7LEIE YD
Cmax KU AUC IZEIZ AN 728,

16.3 91

16.3.1 ERHEEE
ANRYILY O MBEEAKEERT T L0 O Mi
HEABARIZVWI NGB 97%TH - 7122 (in vitro) -

16.4 {35
ANRYILY id, £ELTCYP2CO IC L BE(LRIMRFH & 7L
sarvBEEEIcEOREENS, B NFIZOY—LZHNT,
CYP iEHEICHIT B A LR ILE > OEEERICO W TR L
fEE,. CYP1A2. CYP2D6 KO CYP2EL IZxt L CIZFHE R,
CYP2A6. CYP2C8. CYP2C9 K UF CYP3A4 125t L CRHEEH
BROENIZHDOD, WITNLHEOEEIIFHL» - 7/210712 (in
VItro)

16.5 HEittt
BERAICBVTA LR ILY > ORE(LAERPHRERIZH 0.3
~1.3%ThH -7z, £z, BEBRAIICAZH A LT ILY
EREORE L7256 BETEEOR 20% 3R RS h, £ 54%
EEFRICHRt s Y BHEAT %), [9.3.1 28]
BERA6HIC7 LYY & LT 2.5mg Xid 5mg % Bi[EF
O 5 L7-5a RAPICREMAE L TRt s 2 E[& 1T/ E <L,
WITNOEEEIZHE W THIRPREAPERIIE 5% 24 BERY
FTICHREEDOR 3%, 144 BRI E TICH 8% TH - 7219,
F/o BB 2 FlICHUCHZH T L0 V¥ 15mg 2 BER L%
B LUEE, %55 12 HE CICRERETRED 59.3% D RAIC
23. 4% EFICHRt S A, 5% 72 B £ TORFPRSTEED
QN REANETH >z FDOMIC O BOREM AR 57210
(HEAT—%),
BB, CNSREMICIZT LI R LOSERERIIRD S
NV,

16.6 ENERZHI 2EE

16.6.1 BiEEESEE
. hEE OF). BE (104]) OBHEREREICAILY
&> 100mg % 1 H 1[0 8 HEIRERO®RS L-5a. Bk
EEEHEEHE LT Cmax. AUCICEERLRZIIASN o7,
MEBMROBEEL2ED., BRERSEZICRELERICLE
BEAIZIZEAERW EPRBEINED BEAT—%),

16.6.2 FFigEEEEEE
% PEEOFEZERE 106, ALY IL Y > 300mg %22
BERE 1 H 1 [\ 7 HERERO®RS Lz & &, BFERASHE LT
Cmax AUC ILBEBLZEZZA NG P o Tz, T-BERBMERIITE
AETNWZ ELRBEINE HEAT—%),
BAFEZEZE (Child A,BZ7FR) 5flicreayr¥reLT
2.5mg #BERFOKS LzGe. BEMAICHE LT, %572
ERgOMmMAEENERICER L. T AUC BRPEEZRL
IPEREIEDONZP-7219, [9.3.1 ]

16.6.3 =i
BE (65~80m%. Bk 1041, =ik 10 4]) L&HEE (18~35
R B L0 1ITA LARYILE > 25mg) 2 1 B 1 [ERERD
BE5L-BA, Cmax ICEBREZALGNZD 727, AUC I
BEE AT 50~70% L7 T 5 2 EARESn0 (SHEAT
_‘y)o
EEEBMESRE (FHER 79.7%. BE2060. 24 6) 127



LTV E LT 5mg # BEREO®REG L 5HE. BEBERA
(P 4ERS 22.3 % B 6 Fl) 1ICHE LT Cmax & AUC X
EERIGEZRLEDY.,. TIRITERZEIRON o7z, £
7o 8 HEREROKEG L HE. BFEEOMEF T L0 Y
BEIIEFEIVLEHR LY., 20Oy -V IEBEEEICHE
PLTED, BEFETZOEBIEART 2ERIIRD SN L
5720, [9.8 BHA]
16.7 EYEEIER
16.7.1 BESHIBMR 2 EDEEIER
R A B 24 Flic A LA_Y L > 300mg®) U7 La P
»ELT 10mg 2 L CROBERS LIBEO A LY
T ETLUIE Y OEYERIIEBAIRSH EEIET L AL
RPNy T LadyORICEYEIREICET AHEEIER IR
OoNLL»-122 HHEAT—%).
#) AR ILY OERR SNz 1 HEFERAEIE 50~100mg.
1 BEAFARIZ 200mg T 5.
16.8 ZDfth
AIWTFZTRAEEHE LD [94 K]
ANT IV AEAESELD [F4 b & [EEPEL 2EOERS
BloEZNRSEERHRBE T A RSV ] ITEDE, A LT IV A
BofsE HD [0 b #fEE8HE L& &, BHEFHICE DX
EMZRICEZEE B SN,

17. ERPRRHE

17.1 BERURLEICRET 5H5R

17.1.1 EINSE T 485458
A NRFILE > 100mg OEMHRETIMET > S a— LA A+5
BARBHEEMEERE 2RI, A VRY LY /TLradE s
100mg/0Omg. 100mg/5mg X ik 100mg/10mg % 8 &R
G LULZEEREBHEBOBRIIREDOEBY TH -7,
b 7 RAAIGEIIMEZ (LR, N T 7 BRI RN AL &
B, 100mg/Smg #5813 100mg/Omg HE5EEICHA, £
7z v 100mg/10mg #% 5 # & 100mg/Omg # 5 & & O
100mg/5mg 5 EICLNERRENRD 5172205,

Eids i Omg/5mg 100mg/5mg
IRB/AML (n = 149) (n = 143)
N—=RAFA4 > |148.72+7.86|148.32+7.39
L R o WA&EHiRE  [141.96£12.69|133.98+14.16
e 6.76x11.16 |14.34+11.99
N—=ZAF4 > | 94.67+4.34 | 94.76%£4.55
R IR g il 88.78+9.36 [83.61%£10.40
Z{ i —5.89%7.92| || |cig ¢
140/90mmHg 32.2% 57.3%
EEE (48/149) (82/143)

Bf7 : mmHg (CFHE+EERZ)

R 7L0IE L E LT 5mg % 8~ 10 B S I IUHEA M
JE£ 140mmHg DL kA2 D iRR# £ 90mmHg Ll ET & - 7 ARk
MM EERE

IRB: A ARYILY >, AML: 70Ty

“_EHEMBLBORMERFEBEEE X, Omg/Smg &5 Tl
5.3% (8/151 ffil) 100mg/5mg %58 TIE 9.0% (13/144 fi)
THo7o

17.1.3 EASMEHER

A IUARPILE > 100mg. 7L H V¥ S5mg ik 10mg OB
BCMED Y b a— LR+ e RS EERE 2 6 RIC,
SN LY /7 LYY 100mg/5mg B &$EY i 100mg/
10mg Fo 8% 52 RS Lo RBOBRIIRED L BD TH
-7,

BDAEMICHER L, REFMEOMGFEHLEZ(LEIL -
22.7mmHg & RiF 2 MEDPHER S 727,

R 100mg/Omg | 100mg/5mg | 100mg/10mg
IRB/AML (n=121) (n=123) (n=116)
/_\‘%‘7\ 153.33+£9.84|152.58+10.27|152.59%£9.67
T4
IGHEH | FA&ET
+ + +
M | (e 148.10£14.87|133.81£14.19(127.75+11.88
ZiLR 5.23%£11.48 |18.77%£11.22|24.84+10.86
/_\\_\7\ 97.10£5.77 | 96.92+5.75 | 97.44+£6.44
F4 >
YEARH | EmeA&ET
+ + +
ME | e 93.33+10.58| 83.79+9.51 | 79.30+8.57
wie | — B B
ZfLR| —3.76%8.14 13.13£7.75 | 18.14+7.62
140/90mmHg 22.3% 60.2% 83.6%
ERE A (27/121) (74/123) (97/116)

B : mmHg (CFHE+REERZ)

TR T A VRY LY > 100mg % 8~ 10 JE %55 IR I
140mmHg Pl _EA DR M £ 90mmHg DL_ETd - 7z ARk
e L FERE B

IRB: A LRYILY >, AML: 70Ty

“EEMRALEORERAREREE L. 100mg/Omg HE5E TId
8.9% (11/123 #i). 100mg/5mg H 58 TIE 11.4% (14/123
). 100mg/10mg #5RETIE 15.5% (18/116 ) TH-7=0
FEIER (FBBEEH 2% L) 13, 100mg/10mg #5580
ALT #i102.6% (3/116 ) TH -7z,
17.1.2 EIREE T AHEER

T LUYE Y Smg OBEMEETIET Y b — LR+ 7R
RESMIEEEZEZNRIC, A VRS LY Y/ TLudE Y
Omg/5mg X1 100mg/5mg % 8 EMNFHIE L —HEEMHT
EERBORBRIIREOEBD TH - 7z,

N 7 EEAMIGEIIMEZLE, T 7 BRI ME A L&
L1z, 100mg/5Smg # 58 1E Omg/5mg HE5EICHNER L=
DERD HNFz29.20),

IRB100mg
: IRB100mg| AML5mg|  XI&  |AML10mg
b Tl | K+l | AMLomg | A+ap | =T
A5l
100mg/
100mg/5m
PAIGREFE |1 sme | 100me/me 7% 1omg
RASFPIIS S |~ 0" oy | 100mg/ |100meg/ | (n=492)
IRB/AML 10mg | 10mg
(n=221)| (n=61)
NR—2 | 149.3 | 148.0 | 158.4 | 152.2 | 153.5
1y | £8.8 | £6.9 | £13.2| +10.6| £11.8
ILHER | Bf<EE | 126.4 | 130.0 | 132.2 | 135.5 | 130.8
MmAE | ffil | £9.4 | £11.2 | £10.6 | £9.6 | £10.7
mfpm | ~229|—18.0]-26.3] ~16.8| ~22.7
SR 4113 #1101 | £13.8| £10.6 | £12.9
NR—Z | 949 | 95.3 | 99.8 | 96.8 | 97.4
4y | +4.8 | £4.8 | 8.5 | £5.8 | +7.2
JRRHE | BRSEE | 79.3 | 82.4 | 82.3 | 84.8 | 81.9
I iR | £7.2 | £8.7 | £8.9 | £7.7 | 8.5
s | 156] 12,9/ -17.5/ ~11.9| ~15.5
= +8.2 | £7.4 | £9.1 | £5.7 | £8.5

AL mmHg CPfE +15HERZE)

KR DA NARY LY 2 100mg. 740 5mg Xid 10mg %
5~ 8 EM 5% I IHEHA ME 140mmHg DLk 2> DYk R
90mmHg bl =T d > - RS MEEEE

208 ICIE AMLIOmg A+l cREKRE5E D
100mg/5mg DEE 2 flx &t

IRB: A LARHFILY >, AML: 7Ly

BIERFIRAEE X 16.9% (84/496 ffl) TdH -7 EHEIERIZ
RIEHIZE T, 100mg/5mg #r58:4° 0.5% (2/432 f) . 100mg/
10mg #5825 2.6% (8/306 ffl) THh -7z

18. TR
18.1 1Rt
18.1.1 A IRBILI Y

In vitroREEICB WY FHHEKEIROT > o470 VT (A
) FRIGEEZBREOICHEI L, invivoiREE (T b, A X, W



V) IZBWTH ATFRFERGICH L THIRERZR U7z, In
vitro #E AR D & . Z OMEER L AT BRI T 25a0E
HICEILLLDOTHY, HICALYA T 1 ZHE (AT )
BN TH A EWRBENT, FOMOZEMICITHENEZTR
ST, TUILT UV UERBRLBEE L o280,

18.1.2 7LOYEY
MREOBMNKEE LT L F v FOVIGEIRIICHES L. flfa
AAD Ca2* DA % ED &8 CRIME R IME O SFIE /) % it
BSERHN, ZONNT T LEFERIGBRICEHRT 2L 81
Bt rn Uy £720IHER 25 < MEEREE2RT 2 EHR
HHENTNDBH,

18.2 BEE(ER
BMEERFET Y MICALRT LY v 70l 2L
’Ch%@“é& FNEhORMEE & B U CREMER OE@A

FBHHNP,

19. BRESCRET BIBEFHAR
19.1 €1ILRYILI Y
—fREIEFE © ALY & > (Irbesartan)
{b%4 : 2-Butyl-3- {[2'- (1 H-tetrazol-5-yl) biphenyl-4-yl]
methyl} -1,3-diazaspiro [4.4] non-1-en-4-one
bzt 0 N=N

/AN
HN_ N
N
NH
CH3 O

373 1 CasHasNeO

5F&E 1 428.53

% R HEOKEEEOHRTH S,
EefE (100) ISR T <, AT J —LIZRREIFICL
<V IH =L (99.5) ICHEIFIZ L, KICIBEA LW
7z,
TEmBIENRD SN,

19.2 7 LOYEY

— IR 740 VU ARYILERE (Amlodipine Besilate)

{b24 . 3-Ethyl 5-methyl (4RS) -2- [(2-aminoethoxy)
methyl] -4~ (2-chlorophenyl) -6-methyl-1,4-
dihydropyridine-3,5-dicarboxylate

monobenzenesulfonate
At H
fpmisst o Ao
Hsc/owieﬁc“cH3 : ©/803H
0O 'HO
cl
RUEGEME

372 1 C20H25CIN205 + CeHeO3S
IF& : 567.05

% R AE~EEACOBREOM KR TH S,
XY )= VIZHETRT L, T =)L (99.5) TR0
Tz <L AKIZBFIZL W,
X5 ) —)VIEH (1—-100) 13FEtHE2mRE ki,
Bl 0 59 198°C (f#)

22. 8%

(AWF7ZIREELELD [9'1 k)
100 #2 [10#¢ (PTP) x10]
(AIWFPZIREEFEHD [94 )
100 $ [10%E (PTP) x10]
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