20244F1 A CkET (BB1LhRD)

kr

& ERRE

AR - 34

S BSRI{E FIZUARB/ S P CatE LR S
BASE A5 R )

BAERA AIRAY)LE2>-F7L0O

1)V P =D X stk D &,
1)V P =D X & icHD &5H )

ILUAMIX® Combination Tablets

BAEERLSEES
872149
DEVURYIEIE R
LD HD
AEDES | 23000AMX00258000 | 23000AMX00257000
BR5chAsE 20184F6 H

) EE-EMEOLGEICIVEMTLZ L

.23 (ROBHIZIHFES LA E)

2.1 RHNORE XY e Fa e ) O R b AWt Lils#uE o
ML O 3 5 B
2.2 WG SUTIEIR L CW D ARV ED & 5 Lotk [9. 55 R]

L3 7V AR LU AR SRS T ORRFERE (72720,
MOBEEIEREIT> CThAaBIMED a2 hr—ABE LR
BOBFEZR) [10. 18]

3. #ARK - MR
3.1 f8R%
Wi ANT 27 AfAEEE ANT T ARG EE
e LD TH54k) HD T#54k)
A JRA VAL 4 2 100mg B JRjA LA L4 2 100mg
BEESS | HOT 2000 e LTmg | KT AP & LT10ng
(18EH) (HR7 savry (HRT7rmvEy
ARy VR, 93mg) ARy )VERE 3. 8Tng)
D-~r=hr—), fifit|D-~r=Fr—), fEifht
ag—2 . RYE= LT | La—A, RARYE=LT
Ja—p e R)ZF L |a—p - R)xzFL
JVa—p-rI7ra|sYVa—L.-r7I7ka
RY ~—, BEMEKTA | R ~—, WEHEEAKT A
I e, JaAh L Aa—RA|fE, JaAB)L AT —2A
& FRITA ZRFTYLNF I TL, AFT Y
[/ SV N ol = H N S/ SV 7V N o =
Ao —RA, w/apd—|An—RX, ~w/r/nod—
v, BRibTFH o It | v, BET X . =
A=Y ek, = gk,
v Foosmy
3.7 BHIOHER
Wiz ANT I ABLEHE ANT 27 ARG EE
- LD T754K) HD 754k
HITE T4 ha—T 4 T EE
=K B~ A STV
GEN GEN GEN
~ | @@0 | @@
SR R R
AEER | ANVTIZA D BR[| ALTIZ72 D HH
EAE (mm) 8.1 8.1
J& X (mm) 3.9 3.9
B & (mg) 180 180
4. SHEER [EXh R
= ESE

5. MRERIIHRICEET HEE

5.1 BERMERTOBZENENHY . AH 2 &L EIRREOH—

BRI E L2 b,

5.2 FAIE LT, AP Z 2 10mg kX7 2P & LT
HDNTNT I —H A L
100mg/5mg~DY) Y Bz Z 1

mgZ HFH L TWBHIEA.
a v b — VR R+ REEIT,
R =
O FERIE LT, AR LZ U 100mg T AT E LT
5mg % PF I L < 13100mg/bmg TILJE = > b @ — LS R4-43 7235
100mg/10mg~DEI Y Bz Zfaat+ 52 &,

[,

Al’
[=N{EN

o

b. BERUVAE

W, ACIELELEILSE (A AR/ T had e L
C100mg/5mg X X 100mg/10mg) Z &M% 53 25, AAL & )£
IREOE—FHRIE L L TRV,

1. BERUBEICEHET 38

LFDOANNRY L T Aa P Xy uisiEo Rk - i
P EZ . BEBIHEZRDL 2L,

(AILRYILE V)

WEL A A AR Z L L T50~100mg % 1 A L[EIFE 0
b9 5, Aok, i, ERICKVEETHEBT 8, 1AKK
P 5-813200mg £ T LB,

(ZFLOSEURYLEE)

« L SE

WE., BAIKIET Pl LT2. 5~5ng&x 1 H AR 0% 5
T 5. B, RIS CE T 523, IR AeIc
IZ1B1EOmgE CTHETHZ ENTE D,

. EELEARKIEE

8.1 AFNIANLRY L Z L LT AT ELORAFITHY ., A1
RPN F LT A PR ORERNEIT 282008 H

L1720, WYNCARIOFEHEZRRTD 2 L,

8.2 ANRYNLE U EELT VIFT v N2 RIRETRAIR S
HFICEEZRITEERER D Dbz L ORENRD D, THERER
TEET D0 EBEE AT 2 &, [1L. L 5&H]

) BIEERICESSDEWN, 5602 R3H5bNAZENHD
DT, EFEE. BEEOEEREER A O B A RIET 55
WIFFEESEL 2L,

A FAETARE RIS LW EREE LY, TV AT Y
U ZBEERFE G D OBEL, FRELOTHPic L=~
T OHT Y R OMBIWERIC X BB E A AR T AR 23
BENRH D,

8.5 7 am UMb R AR < B 5k DB R
JEZD RS ZRD BV D DT, ARHFN G 1% o f 5 % 456
THEXT, ARV OICEERRICEE T 57 CEEICR ST

HZ L,

RBEOEREZETLIBREICETHIE
1 AHHE - MEESE0OHIEBE
0 AEEERREEOHIEEXIEIABTEHIREEOSH D
BE
BIRE BT 2GR 0 EHI SN A GAERE, EHIXET 2 2
Lo ANV H AT K DB E ORI OSRERE A E O
Tk 0 2RICE e B S DI RBENDH 5,
9.1.2 §AV Y LOEDEE
R BT 2GS HI SN A EAERE, EHIXET 2 2
Lo ANNRYPNLZ ALY EAY U AMELZBEIELB8ZE0
N5,
T, BEEREREE, v b — L RBORERFBEIC LV MmiE
U o AMEREL 20T WEBEE T, MIEL ) U MEICERT
HZ k,
9.1.3 RMEEFEDOHLHEE
BEOBRENSKMLEAREF X L, HiErELIE 582
nnd s,
N BELRBEREROES
—EmEOLWMEMERTZEZTRBEZNRH 5,
[y

W0 O o

w

[11.1.3%



9.2 BHmEESRE

9.2.1 EELEREETOHIEE
EEOREIZL Y BEEZ LS 2BETNRD D,

9.2.7 MRBEHPDOBE
—BEOAESMTER FEZREZTREANH D,
]

9.3 FFipeiEERE

9.3.1 FHEEEZOHSEE. HICEAEHFEERUVEAS o#
DHZHEE
HERIOIEEICR ST 2L, 7oAV s L CTE
TRIFESNDT20, FFEREREE O & 2 BFE ik, P e =k
I FE R Jo OV, A8 2 - R AR T imifE (AUC) AMEKT 5 Z &
NdHd, TreTrEAE (10mg) 2BV TEIVER DR BE
ENEL RDAREMEND D, A YL Z AT BRI HE
mEnszr=o, MHPRENERTIEZEANRS D, [11.2,
16.5. 16.6. 2% ]

9.4 £REREEET DHE

9.4.1 BEIRY SATREMED H 54
IR L CWA Z EBMERENT T v U4 T v o R L E
FIET v AT v N ZBREERFRIZER L, BIR - Bk
W~DFE (BAR4E, BHE - - BOBHRAE, SECE) B35
D HNTBINHE S TVBEY D
AR OBEHHNL S RBEOF S L ER L TARAIE GO0
T A EEICHRRF L, AR EOASENGIRIEZ B2 &b
SNDGEICOREET L L, £, BERLERGEIZE
WOFBEFHEICHET D L, [9.55]

(1) AFEEBIARNICEIR L CWARWTZ L2 ERT 22, K
BB FE IR L TWARWE & 2 EMMICHRT D Z L,
WG AEIRS I L7235 E812id, BEbicEahib+5 2
L,

(2) KOFHIZONWT, KA G BHAERICEFEICHAT 2
L, Fe, BEPLLBEISUHRATLZ L,

S AERAFICARE R LSA. R - BrERICEE L KX
FTUVRINHDH L,

AEYRDSHI L7 XX b A 5 AL, 0Ty E I
WTDHI L,

TR E RS A AL, HMEICHRT A Z &,

9.5 LEHR
T3 TR LT B ATREME D 3 B MBI T 5 L 2 &
F7o. BEHEPITIERISHA L2 SAICE, BEHICES A2 IR
Bl HETH M OEKEINCT v AT v T2 BRI
NI T v AT v BRI SE I ER A R S T B TTEK
WAE, R - FAEROE T, FiAEROKME, BAE, &h
U o AMSE, BHFEOERALL OEKBEIC LD Ll S
LR WG, BEEBE OF ., HOBKERSERD bbbl &
DWREND D, 7LV IEER CERRHICRST 5
EAEIRIAR B OV R MR R 95 2 E RO BTV 5,
(2.2, 9.4. 1B/]

9.6 B3L%

WALV EREE LW, A AP X o CIEIEIYER
(Zo R BWTHAHF~OBITRED LN TND, Fio,

iR (7 > bHAN R O HAER OFAN O BHEOREEEC

B4 253BR) D50mg/keg/ A LA ECTHiBEHIREICB W CHAER DK

I RFBO G TWD, 7T ARV ESTike MELHA~

BITT D Z LR ST By,

9.7 NR%Z%

INREE RS U BRRRBRIEEE L T e,

9.8 SEE
BEOREZBR LS SEEICEFTHZ L, —RICBED
BRIEIRGE LS RN E SNTWD, BIEEERE - 2BFhM
bbH, TARVEL, EmE TORNEIRERER C iR E A
L, MAPRERBNAES RZ2EANBEO LN TWVWD,
[16. 6. 3% 4]

10. HHE{EH
7 Aua P ORFHTIZE E L TEDABIRERECYPIMAEE L
TWAHEBEZLNTND,

[11.1.3%

10.1 RS (BFALGLIE)

FEH 4

BEPRAEIR - HEEITIR

B - fapRIA

TYUAFL T
[izeics

FYLA

(Bl PR v B (o
T 25856, L.
D REEIRE A2 1T >
THRBIMED =
Pe—ARELLAR

A NP Z T
BOIE A, B
eEE, @b UL
M9 e MR E D Y
A7 MR HE S
TW5,

L=y -T U T
VU REEER
A ER S 4 D Al BE

PEDN B %,

BOBEERL)
[2. 35 #]
10.2 BtRAEE (BFRICEET S L)
JEHI 4 S ERAEAR - HEE L | BF - fERA T
F1 U T MRFRERIR | 3E T Y U AEDS B BF A L2
7l HB+22L08b5, |VOTNVRAT O
A¥w /)77 b Vo £ v
v, NUT ATV RPN s8R |
NE MRS D A REME
VRN iyl N5,
BALA Y U A fE IR 7 B RE b
EDH DB
I PR B JE A — 8 > B 7 i | ) BRI ) TR R
7et®I R, M |KETFTZEZTEEN | 2% TVWBHEE
TaNAFTIR I BHD, TIE, RIEEDH
% PIZEY L=
[11.1.3&R] MNRTLEL TERY .,
[ 5 E 28 8 3R 9
LBENRH D,
TIVAXL YTV | BHERE. |V ) | L=v-Tr o7
A v A MAE K QYR FE | > o 5% PR 1
ERITEBEINARD | BNHBSN DA
% WRdH 5,

728, eGFRAY60mL/
min/1. 73m2Ai D &
HEREREE D b 5 B
~DOT YV AFL T
< VIR & OPFRIC
SWVWTIE, BELES
Te 570 &M S
NaEA & BT
HZ L,

TOVAT R

B e e
B R

S

LVo=-TUTUHT

BRESRRLEA o A fUE R OMRIMLE | > & o R E VR
TFTFIUN, A | BRITBZENNS | DRI D FTHE
IHXTY L %o RSB,

AT oA RYEH | ANV Z O | & IEER 2

JEZE (NSAIDs) FEAERANEIRTLIB | T57eA¥ 7T
XY ra 7 | Enibhb, VYDA R E

oAV RAEY
Ve

&y, A4
NG DREIEAEH
Z e S H 5 HE
P %,

BEHESMMET LT
LEFETE. HIH

TORRET T Y
COEREEIC X

MEAEAT 252 | 0. BhkE K
nNhdH s, Fg457-bEE2
bhd,
VT UL ANRPLF K| U F T A0 ERIR
BRI F UL | BUFUARENER I Y YA L

BT,

ST DD, A
NHYFLZ DT b
U o AHEEE A
v, VFvLaD
TR 23 S 4
HEEZBND,




A 5 BRI - SR | BT - bR 1.7 TOmOBIER
WETEAR A 247 5 3 | W FE /R A 7% 938 &S | F T4 /R FH 2 A58 0. 5~ %A%t 0. %At BB
i BBENRD S, THBENHD 5, R BB, O | MEL. MEE
CYP3A4BH A T AUk | T AT 0N WRZ, e | E
T 2w A Y| ROAFTELLD | FRFEA I E EBUE, ZIHC
VLUAFTE|BAICEY . TAn | ShpAREENE BE
Ay Y PFEL TECOMPRER | X BND. B I e B2 5 L | AST R, ALP [ LDH B 5, B
/4:%7:17L/~—/l/ ERLEZEOREN ALT L5 A ryarey |k
& b5 b5y - GTP
CYP3A475E A TruTvrroff | T7Ter YO )
! : SRVE 3 :‘j(ti; 5 B/ (S Jfe SoAe e | A N Vo
Al fﬁg;g??ék% ﬂ&f%é;;égj - EHHER B Fie . MR M. IR
P 7; o ?VJ;EV - gOWEE | T PRI
— L= aYvEOEE| 7L — JL—> N "
SH IR S0 555 | 10 £ i A f 2 s, SEHE B AMEREED,
TnndH 5, T AuPErOf MmEREE N ~ k27 Uy M
WEHEEL, 74 HooNESTrE
ooy o I, A Bk
BEA bR % AT W |l R
MERsE 2 Hs, . A
UNAR T TrAaIErE U FEIIREATH D, TG ER 20 TR #E. IETY|MERT., RIR,
INZARF - 80mg (EH (B, B | IWEXITEET
P K 3R 0D i i i) L) dedh | my s AL
LOPRICED . v ][ RVA L5
{AX&?V@MC 111D SANTING =
PIThER LR EO . Masi, sk
iﬂxmﬁ‘fﬁ)\oo : H}(?fﬁ
zr7maY LA ;ﬁ;;;;iff";ﬁjzigki Wiflae WA S | B, R,
- \ 5 - B R e RR
Z O MR LE | & L TCYP3A4IT & ;@~ﬁﬁ;;‘%%‘%%§§‘
L. BEESOS 7 | 0 REShDED, xR, LEES) HiE, RO,
BN A A . GERL. B | HE 1R
BHFBBENDD | ) 5RO KB % R
%, BEAEHCIZZ 7 | E X5 AT get A IR ik
B AROMPEE | E25NS, R SR S 4. M| BUN S SRR
AE=s— L., %E TR IR . | B, R L
&:F‘;}ET&?UUA L7 F=r b | By RE LB
2D R EWET 5 7 Ve, HERBEE
<& FRER | 0 v - 50 R, LU | b5 55 /@,
11 EIH’FFB I Eﬁﬁﬁ? . **ﬁ*‘??’fjﬂ:ﬁﬁ% iR, #RE, Ky
KOBER 55 bR = L Kb DOT, BEE T, e i SRR
S SRR B VI BT L A U 7 M)A AL 1T HER
5z, RAEE | CK L5 PREE R, R th s U v A Lk
1.1 EXLEHER 7R R | s
.11 MERHE G R BRI, =LA
M, MR, WS, SRR & T 5 MAEEES S b Fm— bR
N3 ERbD, AN
1.1.2 WAY Y LME (R X
11.1.3 °/El‘y7~ %Hs Es&iﬁ% (b‘ﬁ'ﬂ%ﬁfﬁ)ﬁxﬂﬂ) SO AR | g 2 Al
o, WEME. SRR D 6 AU B AT R, b I ot WEE. REG DG, KEAH
s WO REE, | BB, REAM
WEAITS 2 &, [9.1.4, 9.2.2, 10. 25 ] b N
.14 BRE BRI CRP L5, WA, | 2 HOlb, 205
11.1.5 BIGERTZ. FRABEERETE. B8 (b Rm) WAL R PR
AST, ALT, ALP. v -GTPO> b 5.5 % [ 5 FFHEAEREE 25 & & by B B, B\ W ST, (Gl
AL RBD, [8 28] EREE, B HICkY) HR
11.1.6 {EmE O R) LINEYS JEJE . PEBRE 32

WA, ZERER, WIF. FOEZ, EFHET, K8, Eikk
BERS OSSR EEEZF LT 5 2 L, BERFEIERE
DEETH SRR T,

1.1, 7 EBUHRRERAE (B RH)

P, B, CKES, MR ORF I AT r ey ER %2R
LT DRERRRIEN H SbND Z EBRHDHDT, 2D LD
RGBACHELICEEERIEL, WY RLEEZITIZ L,
7o, RERUTEMIEIE S X 2 AMEB R EORIEICERTDH 2 &,
11.1.8 |EHIRE. QOB m/MRED (TR b EER
B1)

11.1.9 BEJAv Y (BEERH)

Bk, DENEOYIIERN S S b Z 0B 5,

WL MBI,
PRI P2
PR

ELD AP Z CBAIET sv U UREIT

WD EIER,

H2) TauYvrrRAAEEE L CTlomgZ 5 LIZLE1C.

b T

15

WHHE TRO DN E OWENH D, [9.3. 15

11 BEHRE

13.1 K

TAu YL, WEORMMAETERICEY |

vav kel

FELWMERT & KEMHREEZ T2 223 5,




13.2 g

T Aa Y EURAEZICEERERS LG AE, TAnTE Y
DAUCIZIINIEA L. JIRFH2EFE 1% TIZA9% A L= Z & inb, 7
Lr Y RS RO RIS E & U TR R G- 030 %)
THDHEHREENTNDY, ANN_NP LY RRT LT
ITEAMBEENE WO, MEENTIC L DREIIED T A
U,

14, ERLEDZEE

14.1 FFIZMHBEOEE
PTPEIEEDIRANIPTP Y — M BB L CARAT 2 & S &+
5HZ &, PTPY — b OREAKIC K 0 | BB BB 28 B T L I~
AL, BIERAE R Z L CHEMRIR RS 0 RS 24 OHE 2 fF 5
THZERD D,

15. Z0f0EE
15.1 EREREEAIZE D <1FH

REBRIZH SN TR WA, 7TAu P IS L BIEHP I
HFEZECAENR (DEEEMZET) RHLNTZLDRED D
Do

16. ZEYEhEE
16. 1 MmARE
16. 1. 1 £YEMRISEH

TEHERR N B 24512 A _Y LB /T AP 100mg/10mg
Z B A BE SO EAIOF I TZEIER BRI 0% 5 L7254 o
A NNRYILZ B OMER T L0 P8 DR EREIT RO
LB ThoTo, AP NLEZUROT La v s OERYEhHE
ZELAHE & HAIOEE TRl L2/ SR, W & b AR
EETH 70,

F16-1 ANRXYILE /T La Il OEYBIFERT XA —H

AR LB AN =R %
fic & 6 A Bid & BE HAIOEH
Crax 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/mlL) +2,768. 4 +2,233.0 +34. 24 +38.25
Thax 1.31 1.35 6.3 5.9
(hr) +0. 64 +0.74 +1.1 +0.9
Ti/2 11. 145 9. 437 37.72 38.72
(hr) +3.810 +2.413 +5.90 +7.34

WEME SRR S, n=24

AUCo-¢: A NP L HF T 0~48IE ., 7 A P B 1 0~96HF
i
16.1. 2 EYENRISHRER

(AT 27 ABLABEND TR ))
D) g A YL & YR
ANT 27 ABEEEND T84 &7 A 27 ARLEHENDE 7 1 A
F— NI LY ZNENLEE (A VYL X 2 100mg, 7 A1
TEVE L TImgEA) HEERAS BB EERAO#ES LT
A NP E D IMBERRERREZRE L, 567Ky
FAE/ T A —& (AUC, Cpax) (Z2VNTI0%IEHE X 1L THERE
FRHT 24T > 725 5. log (0.80) ~log (1.25) D#PHNTH
D HI O A RSN EA TR ST,
162 A NP EZ L OFEYEHE T A —H

(ng/mL)
2200 1

2000 11 —@— LTIV REEGEHDI &

1800 H O~ TAI) A& §EHD
1600 Mean=+S.D., n=24

1400
¢

1200
1000
800
600

FHEL S ). SNBRE

400
200

b - - o
6 12 18 24 30 36 42 48

5% OB
B16-1  MfEd A YL & g
2) MAEF 7 s v L
ANT 27 AREEEND THH) &7 A I 7 ARLEEENDE 7 1 A
F—N—JEIC LD ERENLEE (AP X 2 100mg, 7 A1
UL E L TIOmgEA) EERAS ISR EROkE LT
T Au e OMBERREMRREZRE L., 503K pmH)
BT A —& (AUC, Cpax) (2 DUNTI0%IEHE X IS TR EHR
W 24T > 72458, log (0.80) ~log (1.25) DOHPHANTH Y .
T O A ) RO RV e S FeRR S 7=,
#16-3 T AL OEYENEE T A —F

[e
0

HENRT A—H BBENRTA—H

AUCo-4s Crax Thax ti/2

(ng * hr/nL) (ng/mL) (hr) (hr)

ANT I A 5840. 06 1587. 42 1.12 12.34
BlAsEnd 44k | £2760.66 | £671.78 | =+0.74 +8.27
TAIIA 6223. 30 1488. 77 1.58 12. 68

B &5 $EHD +2191.80 | +662.13 | +0.96 | +6.32

(Mean==S. D., n=24)

HENRT A—H BBERT A —H
AUCO*IZO Cmax Tmax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
ANTIT A 215. 83 5.01 6. 29 39. 14
FLABED T4 4K +56. 29 +1.07 +1.04 +7.84
TAIT R 225.72 5.27 6.21 38. 10
ficl & $EHD +63. 82 +1.40 +1.10 +7.22
(Mean=S.D.,n=24)
(ng/mL)
7 -
6 —@— (LTI REEEHDI FH
o —O-— TAZIYRE & fEHD
4 51 qgl Mean=+SD., n=24
EF‘ 4
7
FN
[=)
£
=
=
=
04 ‘ ‘ ‘ ‘ ‘
0 24 48 72 96 120
5 1% DR (hr)

M16-2 M7 sm v

MHET PRSI ONTAUC, CuadBED /8T A — & |3, #RERE DR,
IR OB E - B ORBR G K-> TR 2 WEEER H
%o

16. 2 IRUR

16.2.1 BREOFE

fREEERR N BE16FIZ A L_Y L& /T Aa P 100mg/10mg
BlAbE & a0 s (ZEMERESUIRE) LEGEe. ZEEmE
B LERTEBBREDA NI NLE LV FOT L1 P DCpax
K OAUCIZZE T A D2 o 7129,

16.3 &

16.3.1 EE#HEAE

AN_Y L Z e MEEAMEELRT LevErOE b
MR AR RIINTR LR TH 722 (in vitro),



16. 4 a5
AN Z 1T, FEE L TCYP209IT L AR b & 7 v o
uUBlaAIcLvR#EEnsg, e MFI 7Y —AEHWT,
CYPIEMEIZ KT T DA NA_Y L& v OEERIC OV THRETL 72
GO CYP1A2. CYP2D6 K ONCYP2ELIZ %I L CIIFRLE R,
CYP2A6. CYP2C8. CYP2C9RK% TXCYP3A4IZ 5t L TRHENEM D &
nNicb oo, WIFR L EORE XN - 7210 ~12)
vitro),

16.5 HEft
TEFE AN T A LR Z o DRI IR PR 135
0.3~1.3%TH o7 W Fiz | BN CHEGRA L~
B ERAEE LGS, BEREEOR20%3 R I dkt S,
FI5ABTFEPICHR S 2 BREAT — %), [9.3. 1B]]
EFERR NGB 7 La P B > & LC2. bmg X i 5mg % B [m]#% M
HLEBA, RPICKREEE LTHEt S 28I/ /&<,
WTNOFEEEIZE W T bR FRE(LARYEE 138 55 24 R
FCICE S BEOKI3%, 144F5E £ CITRIS% T - 7219,
F . BEEERRABNCUC-IERE T A v P 15mg & AR O # 5
L7356, #5%120 F Clof G BUREED 9. 3%03 )R H1IZ23. 4%
MNEAIHEM S v, B G720 F TOIRFHSRE DN KL
B CTH o Tz, TOMICIFEDNRFH AR b1 ShEA

(in

T—H),
BB, INORFMIZTT om0 & Lo SERIERITE D
LTV,

16.6 WEDEREETHBE
16.6. 1 BigEEERE

- PR OfD) . S (1061]) OBEREREBRE A LT
L2 100mgZ 1 H1EISH M ERE N # 5 L hf . BHREIER
& U CChaxy AUCICE BRI A BRI o 7o, MiEFENT
TOBRELZED, BRREREEBRE TR LA b SR mN
TFEEAERNT LRSS GLEAT—4),
16.6. 2 FFiaefEEEE

%« P O BE 10611, A VYLK 300mg™) % 28
JERFLE 17 AR ER ARG Lz & & fBERER A & el L <
Cnaxs AUCIZH B RZZ A BN RN o T, FERBIAMTE A
ERWZ LR EnzY GHEAT—%),

MARFEZE B (Child A, BZ T R) ST L& L
T2.5mg&x B[R NG LA, BERAICHE L T, &5
T2RERA DML IEEREEIC LA L. Tie. AUCITROREE % 5=
L7z BT bR -7220, [9.3. 1%]
16. 6.3 S&E

kAT (65~80%k., FHHEL0f], ZtE10f) &LAEFHE (18~35
. BELOBI) 1TA AR L Z 2 26mg) %1 BRI AER DS
L72BA . CralCHBEREIIA LN T2, AUCIEEFER &
FEARTHRISO~T0% EF-4 5 Z LA a2 GHEATFT—4),
HESMERE CEERTI. Tk, BrEapl, ZMaf]) 127 L
B E L Thngk AR ARG LG E ., EFEEFERA

(EXAEER22. 35%. BHE6H1) 1T L Tlnax &2 CAUCITAEIC
2R U722, Tl BBEITRD bghoT-, £7-, 8H
MREROEE LA, BFEEOMEFT Av U8 RE
EEHELD bEHEB LR, 20O F = 3EREICHLL
TEY, EEETZTOEBRMEKT H2HEMITRD N>
7222 [9. 8]
16. 7 EMEEER
16.7. 1 BREFIEHHSEOBEER

RN B PE24612 A LS L2 2300mg®) ROVT AU
ELTlomgZ A L TROBEIE L LIGA DA Pz
LT Au U OEMBENRRIIKBEAIR 5% L EITR AR
Yok T ra U ORIZIEDENEICET 2 AEERIER
W HNIRPS T2 (FHEAT—H),
16.8 Dt

(AT 27 AEAEELD TH54K))

ANT X7 ABAHELD [k 12, TEENRZR LB 0 EER
B D LWL RIS AT A R T A > CER244E2 H 29 B A 38
BEAFRKO0229510%5) IZHKEIE, AT I 7 AELAHEHD T4
R ZRERERIA] & Uiz & & RIEENE L. AFICE
LRI ENED,

1) A NV E OGRS 721 H s A& IE50~100mg, 1H

I R E1T200mg TH 5,

17. BERERRHE

1.1 FNERURLMEICET 558

17.1.1 EN%E I8
A NNV L 100mg D BB 5-CIflJE =2 > b v — L3R4y 7k
HEME RN EIE B & RIS, A AL F /T A U E 2 100mg/
Omg, 100mg/5mg X 1%100mg/10me % 83l M HF % 5 L 7= — B B Mk
RO RITREDO L BY TH-oT2,
b T 7AW 25 bR, b T 7 R AN PR i E A
L B2, 100mg/5mgPe 5-HE1E100mg/Omg Pt G-REIZ L, F7-. 100mg/
10mg# 5-F£1 3 100mg/Omg e 57 K N 00mg/bmg ik 5 RE LB B 7072

D ’57“7‘:24) R 25)0

F17T-1 MEZE(E
58 100mg/Omg 100mg/5mg 100mg/10mg
TRB/AML (n=121) (n=123) (n=116)
N—2F (| 153.33+9.84 | 152. 58 +10. 27 | 152. 59+9. 67
”ﬁlﬁf T AL | 148. 10+ 14,87 | 133.81+14.19 | 127. 75+11. 88
ZEAv & | —5.23%11.48 | —18.77+11.22 | —24.84£10. 86
R=2F (| 97.10+5. 77 | 96.92+5.75 | 97.44+6.44
yﬁ? B HETALR | 93. 33410, 58 | 83.79+9.51 | 79.30+8.57
Z2{vE: | —3.76£8.14| —13.13£7.75| —18. 14%+7.62
140/90mmHg 22. 3% 60. 2% 83. 6%
BERREG (27/121) (74/123) (97/116)

AL mmHg (G2 A HE(R 72)
KEG2 A L~ L& 2 100mg Ze 8~ 103 R 45545 | UK A9 L JE 1 40mmHg
LU YRR R E90mmHg LA T dh - 7o ASRENE ) e R
IRB: A L_Y LB ML T L
EERMLIEORIEARERAEE X, 100mg/Omgk 5-#F TIX8. 9%
(11/123f%1) . 100mg/5mgf%5-HETIL11. 4% (14/123%1) . 100mg/10mg
B HETIR5. 5% (18/116M1) Th o7z, T/RFEIWEN GEHMHE N
2%2L ) 1. 100mg/10mgi% 5-BEDALTHEN2. 6% (3/116f1) T -
7=
17.1.7 ERNE I 1858
T LD bngDESEE E-CILE =1 > b v — LSR5y A AENE
FIERERE 2RI, A NPV H /T sa P B Omg/dmg X%
100mg/5mg % SHEFHEEE 5 L7 R SRRSO RIT Rk ED &
BYTHoT,
kT 7RG A2 b &, N T 7 R R B A bR

& BT, 100mg/dmgf G-I X0mg/bmg e GHAIZ LLAA R EDFRD &
ﬂf:%% 26)O
F17-2  MEZ(LE
B GRE Omg/5mg 100mg/5mg
IRB/AML (n=149) (n=143)
AT 148.72+7. 86 148.32+7. 39
uﬁ? B A& ETAT 141.96+12. 69 133.98+14. 16
k& —6.76*11.16 —14.34+11.99
N—ZFA 94. 67+4. 34 94.76+4. 55
yﬁf B A& FTAT AR 88.78+9. 36 83.6110. 40
(Ao —5.89+7.92 —11.15+9. 66
140/90mmHg 32. 2% 57. 3%
FEREIG (48/149) (82/143)

AL mmHg (G2 AR HE(R 72)
WG T Au P b L Cong % 8~ 10 84 5-1 | AR 1 i
140mmHg A2 >3FE8RHA M F90mmHg LA _FC & - 7o ABEM: s 1 £
SR
IRB: A LWL B ML T AP
CHEMRMLEORIERFEHAEE L, Omg/omgit 5-BETIX5. 3% (8/
151451) . 100mg/5mg#% 5-HETIE9. 0% (13/144451) ThH-7=,
17.1.3 ERFEIEHER
A APV E L 100mg, T A E Y E L bng X 10mg D B B C i
22 b VISR A A BRI B TS RS A X BRI, A
JVE /T v P E 2 100me/ 5melit A 8E X 13100me/ 10mghic A 5 E A 5238
MG LB OFERITRED LB Tho T,
TR 7 < | BoFHmRE OIS £ 28 b & —22. TmnHg
& BAFARIMEAERF S 7220 ),



#£17-3  MEELE

IRB100mg 3 [T AML5mg AML10mg

H 5y Fipm |
R AT 100mg/5mg 100mg/10mg
AT & | 100mg/5mg™ | 100mg/10mg | 100mg/10mg
IRB/AML (h=208) | (n=221) (n=61) (n=492)
| AAFAv| 148.7 |158.4%13.2|152.2410.6 | 153.5%11.8
%ﬁ? RHGHERS | 128.0 | 132.2+10.6| 135.5+9.6 |130.8£10.67
ZEfbE | —20.7 | —26.3£13.8| —16.8+10.6| —22.7£12.9
A=274v | 95.1 99.8+8.5 | 96.8+5.8 |97.4+7.2
%ﬁ? RikGHR | 80.7 82.3+8.9 | 84.8%7.7 |81.9£8.5
bR | —14.4 | —17.5%9.1| —11.9%5.7| —15.5£8.5

BN mmHg  CEB)E SRR ZE, % 0 SEXH)
KR A NP )L Z 2 100mg, T ST 5mg X% 10mg % 5~8il [t
B 5% (I T 140mHg PA_E 735 3B i FE90mmHg L L ¢
& o T A RENE R i AR
AROEFHIIIAML1Omg AR5 T s 5-£:03100mg/5mg D
B &G T
IRB: A L)L Z o AML:T AP E
BIVEFSEBIAEIE 1316, 9% (84/496f1) T -o7=, TAREWEM IR
PEVRIE T, 100mg/5mg 517230, 5% (2/43441) . 100mg/10mg 5 G-
2.6% (8/306f3) TH-o7-,

18. xR
18. 1 fEFAHEFF
1. 1.1 41 ILRHLA Y
In vitro MEBRIZE W T FRHKEIRO 7 > oA 7 1
(ATD) FHFEULHE A e R L, in vivoilR (T v b, A
ﬂ\ﬁW)K%wT%AH%%ﬁE&EKﬁLTWﬂWH%E
L7z, In vitrofEERBN D, ZOMHINEMITAL ZRMEIC
THHBAWEEHICE S D TH Y, BICADZ A 1% ﬁ%
MH IR BN T D Z LAVRIB SNz, TOMOZEIR
TIEBRMMEEZ RSP, 7o V04T oV U EHMEESE L HE L
75),) 7-29)~34) R
18.1.2 7LOPEY
MR D BALARIFIE A NV D DT v FVRIRISHES L.
@WA@%W®MA%ﬁ9éﬁfﬁﬂ”%f%ﬂ”@#@%%
iR X530, DAy AEFHERITERICEBT S & &
%K%ﬁﬁ%rb\itmﬂ%ﬁmﬁ%<mﬁgmﬁ%TT_
EDNFROH BTN S, 30
18.2 BBE/EA
EIMEBRBIET ¥ MIANRPNLZ T Au P v o0t
LC#EET DL, ZNZhoFMEE & i U CRRIEEROH
AR HT3D,

19. HIE 5 1B T 2 B{EFEMAR
19.1 1 ILRY)LE Y
—W4 . A VP H 2 (Irbesartan)
b4 : 2-Butyl-3—{[2" —(1H ~tetrazol-5-yl)biphenyl-4-yl]
methyl} -1, 3-diazaspiro[4. 4]non-1-en—4-one
433 1 CosHogNeO
& 428. 53
Mk BRORBEOMERTH S,
BEfE (100) 20T <, A/ — /LRI
<L, =& =1 (99.5) IWEIFIT< <, KiZiFE A
EET R,
BRI RRO LB,
s S, o] N=N
N

\
HN_ __N
Ol

1.2 ZLAPEURYILEEE
—i4 T Aa TR LR (Amlodipine Besilate)
=4 : 3-Ethyl 5-methyl (4RS)—2-[ (2-aminoethoxy)methyl]-
4-(2-chlorophenyl) —6-methyl-1, 4-dihydropyridine—
3, b—dicarboxylate monobenzenesulfonate

432 CooHasC1N205 « CeHg03S

/& 1 567. 05

MR A~ ARORSEEOm KR TH B,
AH ) —ZERTRT L, =&/ —/b (99.5) 120XR
W< <L AKIZEFIZL vy,
X&/~w%ﬁ(kﬂm) ThHESEMEE R S 720,
%$L~.f3198(:(

fHetat - /\/NHz
©/ RURGRIEE
2. %

(AT =Y REEEHELD THHD
100%E [108E (PTP) X 10]
1408% [148E (PTP) X 10]
5008¢ [108E (PTP) X50]
(AT =) REEEHHD F&#HKDD
100E [108E (PTP) X 10]
1408E [148E (PTP) X 10]
5008¢ [108E (PTP) X50]
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7 Fa—Ur U AT o AEASHALNE R -

4w7i7xmﬁﬁwféﬁjﬁmféﬁjmé%i%ﬁ
SRR BT B B

8) AHIC ié%%@mmm?m(74 7 AFRAHE © 201249
A28 H KR FHEEMEE2. 7.6. 1)

9) [ﬁlﬂﬁflﬁ/&l&@ﬁuﬁ\gfﬁ (in vitro) (74 X7 AfEEE :
201249 H 28 H/KFR, HIGEERMSEE2. 7. 2. 1)

10) & MiFXZ v Y —2 &2 WA VYL Z o OLIREIZE
I BCYP2CODRE (£ L_E B/ T N7 ke : 2008454 A
16 H7KFR, HFHEEHMBEZE2. 6. 5. 10)
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12) B MFI 70y =A% AW A YL Z 2 DOCYPRLE DR
B O(ANREES T RT O E 200844 H 16 HKER,

BEEMIESE2. 6. 5. 12)

13) A NP H L OREEERR AN TOKER 55 (50mg) (AL
NRE RS T RT OB 20084E4 ] 16 H AR, HIEE &R
2.7.6.3)

M)4wN#w&/@@%ﬁAT®&@&5%%(mwg(4»
NRHE GRS TNT O BE  20084E4 16 H KGR, HI S B
2.7.6.3)

15) A IA_PNH L DNRAFT XA TEY) T R (ALK
BE/ T NT 0 BE 200844 16 H /KRR, A5 A BB
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VEE/ TN EEE  20084E4 H 16 A AKER . HEEE B
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A NP E DA FFEFRE LIS T 24FH (e~ %F

VEE/ T NT afE 2008484 1 16 H KRR, R RE R B

2.6.2.2)

AN Z DA ZFBITRHT DR OB (v

RE GRS TN B EE 2008454 H 16 A KGR, I AE EEMBEEE

2.6.2.2)

A NP H DA ZHEY T X A ST 5IRE (1

NG BES T NT I EE  20084F4 7 16 A AR, HIEEE BHY

2. 6.2.2)

A NP L DEFEZ TR OA A v igsRia 3 5 EH
(ANRE U EE/TNT OBE - 20084E4 1 16 H KGR, HFEHE

EHEEE2. 6. 2. 3)

A NP DRTERERIG T DMEM (A _Z 88/ T

N7 EBE 2008454 16 HZKFR. HEEERMEEE2. 6. 2. 3)

TP oA - HEEFREE, 1991 ; 97 : 167-178

BN E A AR R T E, BEIEE, 2021 ; C306-C311

EILE BRRAE T v bOMJEICKTAER (74 27 ARA

BE : 20124F9 A 28 HIKGR, HWIFEEEMEEZE2. 6. 2. 2)
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