08

% 20234 5 1tk
2022 412 H el

DT gﬁ

Ji)
AT 3 HR)

REFE{ERAZARB/ it CaltMEEEc S Al

BARESRIEES
872149

Elzlié?éﬁﬁ ARGV F Y - PLOJEIRYD VEEIGEE

whsesae FIVPEIR EEETELDrosps)
1WFPZI X ic&iE HDrospsl

BRIR | SIRORAT
FRHE (34
e =l ' TRV I E I QUE( I b Rl

BCE$ELD
23000AMX00272
20184F 6 J

fid & e HD
23000AMX00273
20184F 6 J

ERES
AR5l

ILUAMIX®Combination Tablets

23 7Y

AF L Y7V A

2. ER(ROFBHICII|ELEWNI &)
2.1 AHIOKSGF LT Favy ¥y 2 eamisn UsioE o
WD B 5 B H
2.2 M@ OTIEIR L T B WREE O & 5 Ltk [9.5 B8]
XS ORI B (7 7E L, Ml
ORIERIFEER T > TH R BIMEDT Y hu—UAiELLAR
DBHEKEL)[10.12H]

3.1 Ak

3. HR - MK

W4

ANT 37 ARt $ELD DSPB

AT I AR A $EHDIDSPB

BRI T

18P HRBA VXYL F >~
100mgk OHR7 20 Y ¥
RV IOVEENE 6.93mg(T7 A 1
Y¥ & LThmg)

15 HREA VYL S >~
100mghk OCHR 7 21T ¥
YR VIV 1387Tmg(T &
Ty ¥y e LT10mg)

Il

D-v v ==, #HhHtL
O—A, JOAHN AT —
AF MY T A KYE=Z )V
TOb I — VERST AAL),
AFTY VST AT T A,
v7axu—2x, Fu¥lL
YY) a—)v, BibFy .
HIVF o ary

D-wr=bt—, Hiditnw
O—ZA, ZOAH )N AT —
AF MY T A K=V
T b I — VERST AL,
ATFTYV VBT AT A,
v7uxug—A, Fuv¥l
YY) a— v, Bbs v .
W S O bek, = ERMb
k. AVFmosary

3.2 WHID

527N

Wire 4,

AVT 37 ABA§ELDIDSPB ]

ANT I 7 ABLA$EHDI DSPB

- FIE

Hfs~HW s H D 7 4V A
=51 VT

I T VNN D T 4V
Na—F 4 Y TEE

HYIE

K&

ANz
(IR ES

(mm) (mm) (mg)

BloE=

(mm) (mm) (mg)

81 %37 | #9175

#8.1 ¥138 | #9182

g a—K

DS517

DS527

4. EEX
=

5. RhEEX

5.1 BELMERTOBLNENDH Y, AH & mIE

R

5mg% fif
avhu
G R

ESES

IR ICEETY 238

LawnwZ ik,

AL T4,
— VAT AT,

&O

HHEDHE—

2 FHIE LT, A VRHFIL Y 2 100mgh 720 I LT
HHVITVFhr—) 2l LIInE
100m g/5mg~DY) Y # 2 %

5.3 FHIE LT, A VRXH )% »100mgh 7202 IErE LT
5mgZ A L < 12 100mg/5mgTILFE 2 ¥ s B — VAR +457%
YiE12, 100mg/10mg~DY) ) B2 2 Hat3 5 2 &,

6. AERUHAE

SEEL. AR IAIELISEA VY Ly v/ Trad ¥ E L
T 100mg/5mgX i3 100mg/10mg) % #1159 %o ARANLE I
JEIGEFHROFE—EPEE L L THW 2,

7. BERUHZICEEYT 2R
UTFOANRFNY Y ETATTE XY VBEOPE: - &

T A BEBIONRZRDLZ L,
CAINPILE D
SE AIIEA VAR F e LT50 ~ 100mg% 1 H 1

C 53 %0 B, e, RIS D EERMT 225 1HIRK
LRI 200mgE TE T 5,

(P LOYESNYIVERE

« 1 U SiE
ﬁﬁ\&AuuYAnVEythzavmmélHl@%ﬂ&
552, B, RIS CEERT 225 ERAT 5
IZIX1H 1M 10mgE TWETAHIENTEX %,

8. EELEFREE

8.1 AFEFANVRY Ly YT 2uIEyOREGHITHY, 4V
NNy T AaIE R ORWERNRBIT 52 BENsH S
7o, BUNIARHIOMH 2 MEt+ 5 2 Lo

324»«#»9/%507//ﬁ7///ﬂ A IRESBLA -

2 H 7 A Wi#%%bhttmﬁ%#%éoﬁﬁmﬁﬁ
%%MT%&&% IATH T ko [11.1.52H]

8.3 &L Wm-%0<biw\&bﬁéﬁ%%bhéckﬁ%%
OT, FPEE, BBEEOMERS G % D B RE T 5B
IERIEL L,

8.4 FAAI AR NI G LBV EBLEEF LV, TV IVF Ty

I ZEEERAE S h O BB X, KL OCThTicL=0-7
YUK F YV ROURWERIC & A EEAMER T 2RI 52
b5,

8.5 7 A1 VY MM APREEEEIN AT { B 51k RETR % B
WIARDRD 5D DT, ARHBG LRI B H & i %
& EE BB G- MBS E T 2 2 SEEICRS T 5 2 L,

9. HENEEZ2EFI2BRBICHTIER
9.1 AHHE - MEESZENH2HBH
9.1.1 MAIMEBRKEDH I BEXIRE CEHREEDSH 2
B
BWERLEEZVEHM SN2 AERE, T2 2
Lo ANRYIE LT & 2 ML RO KA R R ERIE A BT DO
&) SIS LS BENDDH 5,

ﬁll



9.1.2 AV LMEDESE
BERLEELVEH SN EE2RE, EHILHT 2 S
Lo ANVRYLE VXY EAY T AMELZBESELBEN
W5,

F 7o, BEEREREE, T2 b — VAR R OBRFSIC XY My
Uy AMERE L Y R TVRE TR MEA U Y AEICEET
ATk,

9.1.3 HMEEEDNH 3 BE
BEOREAMMTAEZTE R L, WEEELSELBZ
n2dH %,

9.1.4 BWELREEEPFOEE
—EYEOZWMARMER T 2RI TEErd b, [11.1.35H]

9.2 BipEEEEE

9.2.1 EELEBRERENH5EBE
WEORBTEIC X ) BT B E2BENM0D 5,

9.2.2 MAEBNPDEE
—EEORAHEMERT2REIITBENND S, [11.1.32H]

9.3 ITiBEREERH

9.3.1 FHBEEEE D & 2 B, FICIETHFEE RCETS -
DH3>EE
BERFICIIERICRS T2, 720V vidELE LTI
TR#END 720, FHEREDD 2 BEH TIE, MAHEE LK
WO HE £ % TN I e BE IR B A T IE R AUC) 2SR § 5 2 & a8
Hbo 7TAUYEEHEA0mM)Z B\ TEIVEH O FEBUHEEE A3
B R BARMEN D Do A NANHF I F I EI PR S
NB720, MPRENEATHEIBENNDH 5, [11.2, 16.5.
16.6.2 5]

* 0.4 HIEREEHT 2%E

9.4.1 ITIRY B AIEEM D & B &tk
HRL CTWA 2 EABIRBEINT T v IF 7 v ¥ U EMEERIE
HIET v o7 vy v DRk Bms AL, BE - Hik
WAORB(EAL, HE - il - BOREAL, FBEHDRD L
Nzl s hTna 2,

AR OB AT, RBEOH S L W L CRAKG 02
PR HEICKHET L. AR EoF RN EBREE Ll 2 &k
ENBHEICOAELGTH L, Fo BGPVLERLEICE
ROWEBHHIIAET ST &, [9.55H]
MAFLEGBGRTCHIR L TR W & 2 fERT 5 2 & AH
BHHBL, WRL TV ARV L 2 EMWICHERT LI & %
LRSI L 2 Ak, mhicS5 2 ka2 ke,
@ERDOFIHIZDO T, ARG AR ICBFITHIA T2 2 &
T, GRS BEIISLHHEAT A &,
IR ARH A L2 E TRIE -
FTIVRIBHDLZ L,
ARSI L2 3B B A 13, R A IS G R IS
HTHT L,
IR ENI 2 M Ad, HMEICHRT 2 L.

* 9.5 1T1%

TR IR L CW 2 WO H 5 LHIE RS L w2 b,

F 72, B IHRRASHI U 223613, BB IS 2 ik

52l WRPMERORICT ¥V F 7 ¥ ¥ v T 2R HH

W7 v 24T vy ERBRREA & &S Sz B TEK

WAE, BRI - BT, iR RoRIE, B, 5

Uy AME. BEIE OB SR OGBS & 5 LR SR

5 M ok, FHHEE O, MoREREzD S bk

OWEDND D, T A0V VIZEIMERTHERRIICES T 5

E AR S S iR S IE R 55 2 L SRRDH 5TV 5 9,
(2.2, 9.4.13B]

9.6 ®ILIF
BIL BV ENFET LV A VRSV TREMFERRT
MIZBWTHITFNOBIT VRO LN T W5, T2, B
(T v b AR R OV A B 0 Z A 00 O BHR o BB 12 B 9 % 3kER)
@ 50mg/kg/ H L b THE BRI 35 T 2R IR ok F B i s
BOLNTWE, TARIE Y Tldk PR A~BITTLZ L
PHRE SN T 59,

9.7 MNR%E
AR A PG & L 72 BR BRI M L T,

9.8 SpE
BAORELBIEL 2P OEEIIRSG T8, —RICHED
MR E LS R nwESRT WD, MHIESIRE 2 B2 I
Hbo THAEIYE VL, HEEHE TOMRNEYEEGER C I E DS
s IR B R R 28 R K % 2 I AT O ST v b,

[16.6.3 Z:1]

10. HEEA

72au V¥ rofEHIEI e L CEYRHREECYPIAA DY
LTWwWhEEZLNTWVS,

10.1 GFAZR@GAL &

wo )

A

B ARER - AT

B - fabriE+

TUVAFL Y73
3!

A3
(R A Uy
At 2720, M
DREITEIHHE Z AT > T
baBIED T~ F
T— UL ARR
DBFZEEEL)
[2.3&K]

A NVRY NV E TIE
FOPE BN B, BB
REBESE, ®mA Y 7 A
I AE K ORI E o )
A7 #maskE s h
TWwWh,

V=7 I T
vy v RMEREM
A3HE R X 5 ] ik
D 5

10.2 ERERBRBGEAICERT 5 2 &)

H 45 BRAHER - 5 E | BT - falRNT
B AEFFERIR ML A ) 7 A ED EFRE A VR
| B+ 252555, y DT IVEREAT

2¥Q 57 ko, a i X
M) T ATFL U YIS/ R RN =R (e
VDRVN 35 384509 % W] gk
HALA Y 7 4 DD 5o

fa B - R Rk

BB 5 BH
IR I ) — M O B A ARG | ) B B ) C A
7t IR, M) T2RITBEMN D | ZZ T T0EEE
ZaNVAFT VN5, T, AR O
£ PlZE) L= Uig
[11.1.3&H] PEAILHELTH Y.,
R A F AS B 5

ABENDD 5,
TYAFL Y73V B E, SA) 7| L=r-T oI T
Ve 2 MLHE 2 OMRILT 2562 | > ¥ v R EEH
ZTBENDEDH 5, ASHETR E B T HE

B, eGFRAY60mL/
min/1.73m? & i D &
R ED D 2 BH
NDTYAFL T
< VIR & OB
DWW, HFELR
B VN[ T
NAHE % K&l
5Tk,

MAH %o




E Silkdhn BRAAEIR - T | B - faBRA T

T I T oy R ERRREE B\ LT YT

PR B A 2 S ORI &2k | > 3 ¥ R LEEH

IFTTIN, 4| 2TBTIDDL, (DRI N D R
3T IVE MW %o

X 7oA FEH%k

SEFE(NSAIDs)
aFy7yu7 v,
PN T AL

AL NVXHYNVE VDR
JEVER 08553 5 B
ENDDH b,

MAELRIEH 2 A
THTURY T
VYUV OERME
&, £ X
VE roREEIER
(R R N -
HAdH 5,

HREREAML T L T
2 BEHE T, HICH

TURYTT Y
Y OERE X

BEREA AL 2 B 2|0, B I R AVK
NHH 5. T3 A& %EZ
5N b,
Y F L ANNY I F K| F 7 A OFWRIR
SRR T A 50 F 7 AHRHEDRIEF VYT AL
HENTWD, HT B0, 4V
DI ANEOL M
U A PRI RS
D, VFT LD
TR AR A X
HEEZ LN,
B EE 2 453 2 38| B 1 28 B 0 & | AH B VE D % 1 ol
bl bLBENED 5, TLBLENDED 5,
CYP3A4 B EH] Ty 2avA YR T LY E Y ON
T2 U | TNFTEL L OPH | A A I L
TUNVFTEL VI, TAUIE S| END RN E
FFEN, 4 T |\ OMPEENRLEA L Z6N5,
aF ) — VA LoD 5,
CYP3A4 #E#| 7AaYE YOI T AT YE DN
V77 YV REMET T A B2 @R ES NS
b5, S EZ LN,
TV —TF I NV—=\ 720V VOEETL—TTN—
Ja—R EH SR S R 5 BIZE&E TN D SN
ENDD 5, TraIEroft

#HrHEL, 7T A
o J¥ ol
BEAS 159 % W ik
WAEZ 5D,

VUNRE TV

TruIEET Y
INAF F v 80mg(H
PR FR O = i) &
OPEHICE Y, v
INAH F v DAUCH
7% 5 L 72 & o#is
Wb

BEIEAYITH %,

Fray LA

TAUYYE Y EDHH
Wk ryrayazo
MAiEEEss FA L, &
Wiy 4 7 1) b A
OFRWER» RIS 55
ENDH Do PEHIRFIC
X5 7)) A ZADILE
mELrE=y—1L,
Ty rzay A
ZAOMmERET L
L,

TArRIVEEY
ryay) n Al E
& L CTCYP3A41
O RBESND
O, fEHICE Y ¥
zua) A AR
A E & L5 RE
WDEZS5ND,

11. BEA
ROBWERD D 5N b2 e DOT, BEE 51TV,
BB SN HEZ G &Ik 5 % L) 2 LiE & 47
HZ k.

11.1 EXEEMER

11.1.1 MEZEHEA])

BRI, VS, B, WSS OMERZ IR & 3 5 MEFE?H 5 b
NLZEDNH b,

11.1.2 S Y 7 LMAEGHEA)

11.1.8 3 v 7. K@, BFHERT NS HERY)

R MR, B AL D S b A I, B IS#EY %

WiE 479 2 [9.1.4. 9.2.2, 10.25]

11.1.4 BREHEAY)

11.1.5 BIERT 2. FHHEERE. BE(\ 31D HIEAY)

AST. ALT., ALP. y-GTP® LH%% ) IHEkREY D S5 b
NLZEDHbB. [8.25H]

11.1.6 {EIIFEHEA D)

Wiy, Zefiiik, Wi, FomRz, HPIKT, K8 EakkE
EEND S ONIGE IS 2 PILT 5 2 &, BHRmEIHH S
DEHETHOLDbRL TV,

11.1.7 EUHRAARE (5 A )

AR, B CKESA. M RORBIA7ae v L%k
Be T DB HBRIEY D 5 DbNDLILNRBHLOT, TDL)
BHAIIZE ISR 2L L, @R REERIT) 2L, F 2.
MR AR I & 2 SRR E ORIEICIEE T4 2 Lo
11.1.8 EFENIRAE. AMBRED . /MRS (30 b B ARH)
11.1.9 BE 70O v 7 (HIEAH)

BIR. D FECEFEOMIIERE D O bND LD 5,
11.2 ZOMOEEAR
0.5 ~ 1%

H. /N
Yie

0.5% Al
5. T LA
JRIZ s AR A
Z AL
ASTL H. ALPL
L) 2 <V o =N
y-GTP L5
ESIRT T R4 N
b
£, RE. [
BRI

BRI
M g, MR

W BECAE

JFHidk JIF 4% i I

ALT E5-

LDH L5, #E,
MK

i W a5 K
T SR
AR L ER IR A, A
<~ b7 v MK
B NEFTE
YR A Ak
WA T R ER 3
Jn. M NRGRA
MEET., IR,
5 xR T
a7, fiEL

i - A
ES
IR

TEBar | TR [l ENERQUIETEN
R TAEIHLSF) Jofl
BIR, A2 57 P o
JE LB MY I
AR

PU N o I N
UL /S INRTSEEN
O R AT
ELES

ol ME, By
RUF, BB,
138, LA KL,
P AT 1] %5 1 .
JiE S M. B
A
BUNLH., JR
mOABE Wik
i SLE R I
k. HEIREEE
b9 5 ) AR,
IR, A B,
HEAARYHEAREIR

HALa:

A AL HUR -
HHBER, 7LV 7T
F=rv A

HFEFWV - 5D
- R
G

&, Lovh, R

T ppphRE
A R e i

H




0.5 ~ 1%l
CK &

0.5% Al SHPEEASHED
REES. W7 A ) v Ak
B B B k. BE IR | S Ik
., 2L A5 a—
Vv ES, fid s
Y N
Z DAt PHARSE, BLHIRE, | FEHL. PRESLH
BRI, CRP.LH. |58, # & W
Wk, AR T EG . (A B, JEST.
BB, WD FhH ) RE I
ERE s, S, | %, G
Bt JHIZ & 0 R
JE, PERETE R
AL 5. K
WA, K.
i)

HED ANV VA LIZT7 20V VEATHEDSNLTY
%I
2 720V CEFHZHEREL TIomgZ %S LA, B
WHIE TR SN0 »H 5, [9.3.151H]
13. BEKRE
13.1 fERK
TAUYE VL, BEOKMMELRCLY, YavriEsd
ZLWILERT & R Z RS L0 5,
13.2 LB
TAauYE YRAERICERREZRS LSS, 720 YE s
DAUCIE99% A L HiH 2 R4 Tl 49% A L7z 2 L5,
7 A0 VY VRS RO WIENEIALE & Ui RS
WTHBEREINTVWDEY, A VARYLF Y ROFTLrOAIE Y
EERAMGARESE VO, MBI L 2 BEEERTIEEV,

R

Ei

14. BRALOEE

14.1 EFIZFEFOTE
PTPEEDOIEANIPTPY — b2 LY ML TR % & 9 5
T5Z &, PTPY— FOBKIC L D, W HifG 52 EE R~
FIAL, HEICEIL% B 2 L CHERRI 9855 o B 18 7 & 0 % OF
KTAHIEDNDH D,

15. ZDMOEE
15.1 EEERERICE D 154

HAEBFRIZIH S 2 TIE WA, 720V E VI BHEBFEPICL
B ZERANEIR(OE I Z Z L) AN L DG D 5.

16. FEHENEE

16.1 Mgk

16.1.1 EMEHIRZEN
HEHR NI E 24 BN A M ARH IV F ¥ /7 218 Y ¥ 2 100mg/10m gk Bl
e SE HA B IS C 22 IR B R 1 - L 72 5 & o e 4 v X
PN Y RCIMGER T 20V OEYERIIUTORBEIED L
BOTHolze ANVRFNY VROT 20 VY YOI EEZE LA HE
EHAIGEH T LR, W& b AEMFEICFASETH - 729

3000

2500 |
0= AILRH LAY/ T LACEY 100mg/10mghe & &

- (LAY ILAL100mg R U T LADE L 10mefit

2000 H T fEAFHERFE (n=24)

I3ERA LR L E BEE (ng/mL)
s %
o o

o
8

0 s i n @
0 6 12 18 30 36 42 48

24
B5H&E5R (hr)

5| =O= AILRHYILAY /T LADEY 100mg/10megBi &8
- A LR LA 100mg R U7 LOTE D 10meff
ol FHyfls LIERE (n=24)

;&P 7 LOSE Y REE (ng/mL)
w

0 12 24 36 60 72 84 96

48
BE®REEM (hr)
AL NNRYNF v 7TARYE Y
[{MEE7S B BF MRS A BE
Crnax 21159 2,010.4 529 5.26
(ng/mL) +621.4 +524.6 +0.92 +0.72
ATUCo- 8,635.8 8,426.4 197.19 198.58
(ng - hr/mL) +27684 +2,233.0 +34.24 +38.25
Tmax 1.31 1.35 6.3 59
(hr) +0.64 +0.74 +1.1 +0.9
Tz 11.145 9437 37.72 3872
(hr) +3.810 +2413 +5.90 +7.34

P = BLEERAE, n=24
AUCo: : A MY F 130 ~ 48, 7 A1 T E V130 ~ 96 e fif

16.2 IRIR

16.2.1 BEOZE

fE e NBYE16 B A VARSIV /7 21 V¥ ¥ 100mg/10m ghit
e WP G- (IR U AR L 72, ZRIERE% 5. & R T
BRBEGDOA NN T VROT 20T E Y DOCmax L FTAUCIZ #1E
A SN2,

16.3 9%

16.3.1 EAKEE

ANRFNVY O MILEEAKGERYT7 28V ok M4
FEFHEARIICTN LR 7% TH - 72(in vitro)s

16.4 13

ANRIFNE iF, EE LTCYP2CIC & 2 Lt E 7 v 71
VBRACI VB EIND, L M3z Y - A% HWT, CYPIE
AT 24 VRPN F v OMEREIZO W THE L 7258,
CYP1A2. CYP2D6 J °CYP2EL I2&f L TIZFIE 3§, CYP2A6.
CYP2C8, CYP2CY F O°CYP3A4 2% L CHIEMERARD SN d O
D, VTR HEOFE XA > 72 919(in vitro)o

FEREEA 16 P12 7 21 V¥ ¥ 5mgk HIRRE IS L7234, 24 REf
FCICBD LN E 2 RAHBFEIE e FuoE) VYV BROBILL
¥ D UBRR O EOBILIOLT I K TH -7z,

16.5 Bttt

BEHEREAIZB W TA VRY 5 v O RZEACARIR h R 1349 0.3 ~
13%CTdh o720 T HEIRAICUCHLRA VANF IV & v & kOS5
L7236 U RE DR 200 3R ICHEE S . 9 54%13 3 1 R
ENFDEHHEANF— %), [9.3.15H]

EHERA 6 BIIZ7 20 V¥ v & LT 25mgXid5mga HHFEIIHY L
et IRICRZEA R E LCHRES 2 EIG 1A S L wiho
LRI B VT O IRPRZARPE S 13 B 515 24 R £ Tl 55
D) 3%, 144 W5 E TIZHI 8% TH » 7212,

F o0 EHERA 2B UCAERE T 20 V¥ Y 15mg % B LIH - L
723G 512 B E TG BUTRED 59.3% 28R H1IZ 23.4% 053
WCHEIES L, 5555 72 18 E TORPBURED 9% DS KREALKTH o
7oo 2O OFEDORHMB T N/ PDHEANT—F),

LGB, SRORIWICIET 2TV E YR Lo CEAGEHIZED SR
TV,

16.6 HEDHREH T IBE

16.6.1 BikpEEERE

B - PO, W EQOP)O B R ERTICA AR LY v
100mg# 1 H 11018 H B AR G- L 7= &, BHEREIEH & & ik
L CCmaxn AUCICHEZRZIZA DN D> /20 MELEN T O BH %

— 4 —




G, BB E RIS LA b BREImMIXIZEA S W
CEDPRIBENTVHENT— ),

16.6.2 FFikpEEERE

R - AR O BE 10B1S, A VARP IV T 2 300m g™ % 22 IR
TH1I7 HBRERORS L & fERA L L TCnax
AUCICHERAEIAON 572, FLERERNELAL RN
EHREE N DEHEANT— ),

WA FZE 3% (Child A, BZ 5 A)581lc7 40P E & LT25mg
BRI G L 7e B, REHER NS L€, 5 72 [ o il
HIRERE R EA L, Tiee AUCRRREME /R LAE A
B HNLH o729, [9.3.158H]

16.6.3 EfpHE

(65 ~ 807%. FIE1061, Ltk 10 ) & A 4EF(18 ~ 355k, FE
10BN A VRV & 25mgPa 1 H 1 RAERE RS L2254,
CoaslCH B R ZIALN R Do 7205 AUCIEHER L IR T50 ~
68% 1595 Z LHR SN DEHMEINT— 7)o

AR B E TR 79.7 5%, B2 6, K47 2w YK
V& LComgk WP G L7285 A. B EREHERR A CEI4E# 22.3
ey L6 BN R L CCma b FAUCIE A BT 2 7R L7245, T
WCHERZRO N ol F720 8 HR BRI LA,
BAEFOMIEH T 28 V¥ VIREITEAEHE LD bE R LN
ZONRY = VIIEEHECHEPLTBY . BEZTZOE/SHAT
AEIANEFRD SN h o729, [9.8 5]

16.7 EWHEEIER

16.7.1 EEABIAMR A EOHEEER

TERE A B 24 B2 A L A_HY L & > 300mgh 7 am YL E L
T10mgx P L CROR RS LA A VYV v &7 an
VYV ORYBBIIFHAPG B EEE R ANV Ly VT
A0V Y OMICHEYBIEICET 2 MEAEIZRED SN o729
FHENT— %),

)AL NNV T v OARBE N1 H @R HRIZ50 ~ 100mg. 1 H#iK

KAEIZ200mgTH %o

17. BRERFHE

17.1 BHURORLMICET 28k

17.1.1 ENE 1EHER
ARV T 2 100mgdD HAFR G- CIHiLE 2 > b a— VB3R +55 7%
AEEESMTEERE RIS A VRV /T2y
100mg/0mg. 100mg/5mgX ¥ 100mg/10mg?% 8 ¥ M B x5 L7z
FEEHMRILEGRBROERIIREDO L BY TH -T2,
b T 7 WAL 2 b, b 5 7 AR AL PR W il 28L& &
b 12, 100mg/5mgHk G- # 1£100mg/Omgfk G- #EIC X, F 72,
100m g/10m g% 5-# 1% 100m g /0m g% 5-% &% OV 100m g /5m g 5-H 12
ARG B A2D580 H 7z 2,

13100mg/5mg% 8 MM PF 4% 5 L 72~ E MR ILEGERBR O %5 i3 KK

DEBYTHoTz

7 B A (R MG D i 22 AL R

&7 7 W ARG I 22k i &

H 12, 100mg/5m g% G-#E1% 0mg/5m gk G-HE I LA E e =580

SNz,
EasRii Omg/5mg 100mg/5mg
IRB/AML (n=149) (n= 143)
L NR—=RF4 » 14872 = 7.86 14832 = 7.39
mﬁ}i IR KA 141.96 = 12.69 13398 = 1416
2L -6.76 = 11.16 -14.34 = 11.99
N—A T4 2 67 = 4. 76 £ 4.
R - ;7 A 94.67 4.34 94.76 4.55
E I #E ATl 88.78 = 9.36 83.61 = 10.40
i A 589 = 792 -11.15 = 9.66
140/90mmHg 32.2% 57.3%
EREE (48/149) (82/143)

PG 100mg/0mg 100mg/5mg 100mg/10mg
IRB/AML (n=121) (n=123) (n=116)
e /\*~3 7 4 v | 15333+ 984 | 15258 = 1027 | 15259 = 967
e IR | 14810 + 14.87 | 13381 + 1419 | 127.75 = 11.88
AL 523+ 1148 | -1877 1122 | -24.84 + 10.86
S N—RF 4> | 9710+ 577 9692 + 575 9744 = 644
U I AR 93.33 = 1058 8379 = 951 7930 = 857
2L 376+ 814 | -1313* 775 | -1814% 762
140/90mmHg 22.3% 60.2% 83.6%
A (27/121) (74/123) (97/116)

AL ¢ mmHgCT 3 + B 7%)
TR A NRFIE 2 100mgE 8 ~ 10 M He 5B DI 140mmH gBPA F A>3k

BRIIIE 90mmHgBL FC & - 72 AT 5 Il e
IRB: A VXYV % s, AML: 7A0I¥E

T H MO DURE o B AE O 5 B EE X, 100mg/OmgH G- B T
89%(11/123 Bll). 100mg/5mgft5-#E Tl 114%(14/123 B1). 100mg/10mg
Fe G TlE 155%(18/116 Bl TH - 720 T 7 RIVEHIGEBUIE A 2% L\ L)
1. 100mg/10mg#%5- D ALTHIIN 2.69%(3/116 BI) TdH - 72,
17.1.2 EANE I HEEER

7 AT VY Y 5mgD ML TIE I ¥ b e — VA ARREN:
BT RE W8I, A VRPNV E ¥ /T ATV Y 0mg/Smel

HAT D mmHgCPI il + B )
WH T AR YE YL LT Emgk 8 ~ 10 RS B IURINTE 140mmHg L Ao
PEARINIUE 90mmHg L b T 3 - 72 AR REVE w5 1L HiE
IRB: A VARH¥ L%, AML: 720V E ¥

T MW DL o B A 38 BB E 1. Omg/5mgdk 5B T
5.3%(8/151 Bll). 100mg/5mg#%-5-#E Tl 9.0%(13/144 BI) TH - 7z
17.1.3 ERE MHERER

A NVARF IV~ 100mg. 7 LA HEYE Y 5mgid 10mgd HAkE L T
ME T ¥ b3 — VAR5 2 R S e B & b gs, A e
P /T AT VY Y 100mg/5m gl A e X1 100m g/10m gfit &5 5
% 52 MG L7z BROR RIIREDEB Y TH o720
AR A < B RFIIRE O NG 1T 2 b 12-22.7mmHg
& R 2 fUE ASHERE S 7z 2,

IRB100mg X {Z AML5m, AML10m
il Ey T i
BHAERE H = 100mg/5mg 100mg/10mg
IR AETAMIR H 100mg/5mg | 100mg/10mg | 100mg/10mg
IRB/AML (n= 208) (n= 221) (n=61) (n= 492)
e N— X J 4 | 14868798 |156844+13.20|152.23+10.61 15348 £ 11.84
T TR 128,01 10.39|132.16 + 10.57| 135.45+9.60 [130.77 +10.67
2L -20.66 +11.46 | -26.28 +13.84 | -16.78 £ 10.61 | -22.70 + 12.92
A N— X A4 | 95.08+4.82 | 99.83+847 | 96.75+£579 | 9742+7.15
i ARG | 80.68+£8.04 | 82.30+889 | 84.84*7.68 | 81.92+847
2kt -1440+£794 | -1753+9.12 | -11.91+£565 | -1551 =847

HAL ¢ mmHgCFIOMH = B (R 22)
TR A NVRFNLF 2 100mg. 7 AE VY Y 5mgXid 10mg? 5 ~ 8 H 57 12IX
FIIME 140m mH gk E A D JER M fUE 90mmH gl b T - 72 AREME: e il e
Jisa
SAROEFHIZAMLIOmMg A 1436 THofé% 51k A3 100mg/5me D H 2 91 % & e
IRB: A VARH¥ L%, AML: 720V E ¥
IV S B 12 16.9% (84/496 1) T dd - 720 F 72 RIE AN A M i
i G, 100mg/5m g% 5- Wi A30.5%(2/432 B). 100m g/10m gf% 5- K5 3

2.6%(8/306 Bll) T - 7z

18. FapFIE

18.1 fEFF

18.1.1 A ILANHIL A

In vitrodBIC BV T FRMKERO 7 > V4 7 ¥ ¥ Y T(ATL)
I 2 FE AR Ly in vivoRBR(T v by A4 X, B
THATFFEFE SO U CTHHWER 2R L7z In vitroks & kbR
Mo, EOWMHEERIZAT ZEBICH T 2HEAWREICESS Lo
THY. FITAT ¥ A4 T 1ZHERAT I ZERERNTH 5 2 &R
BRI Nz, ZOMOZERIEBMELZ RS, 794707
ZHRRER D B L e o 7229,

18.1.2 7LOYE>

ML D TBAARLENE 7V 27 WF % FOVISEIICK A L. Ml
ANOCa DA % A S & TRIMAE R A M O T % ik <&
%M, ZOHIN YT AEEHUERNGRRICEB T 5 & &b Ikt
ALy F OB 2355 < MBI EZ RT LR LR Tw
6 28)0

18.2 F&EMEH
EIMEERERET v VAV Ly e T720dE sy 2 LT
Bh3 5 e, ZRENOHMAEES & K L CTRIEMEH OB
L7z,



19. BRI ICET 2 BEZMER
191 AP E>

— R A VXYL & (Irbesartan)

154 2-Butyl-3-{[2'-(1H-tetrazol-5-yl)biphenyl-4-yllmethyl}-1,3-

diazaspiro[4.4]non-1-en-4-one
7513 ¢ CasHasNeO
Gr T 1 42853
TR T B EORMEORKTH 2. BFRI00ICHEITR T 25/ —

WIZRREITITC L T8 2 = VOISNTHEITITL KL KITIFEA LY
BT e SRR S5,
LG 0 /N:N\
HN_ _~N
N

\—
J\_¥ = |
CHs

3

FlRT 1 182.4-1846T

SEARE D K 101(pHT A, 14 7 & 7 — v /%A )

19.2 7LV E>

RIS T AT VY YR YOV (Amlodipine Besilate)

b4 3-Ethyl 5-methyl(4RS)-2-[(2-aminoethoxy)methyl]-4-(2-
chlorophenyl)-6-methyl-14-dihydropyridine-3,5-dicarboxylate
monobenzenesulfonate

553X © CaoHasCIN20s - CoHs03S

53 ¥ 1 567.05

TEIR D B~ WA B oM BIEOR R, 25 7 —VIZETRT L, =
8 7 —=IQISNIRREITICT KL KITHEITIZ we 28 — VTR
(1= 100)iFFEEMEZ IR E %2\

ZSI

: SOgH

Q0L S SUREN

bR 198°C (55

22, @
(AIVT R
100 $

i)

2 ZEE4&$ELD[DSPB >
[104E(PTP) % 10]
500 ¢ [10 $E(PTP) % 50]
50088 [, /v7]
(A IVT 3 REEA#EHDIDSPB >
100 ¢ [108E(PTP) x 10]
500%¢ [10&(PTP)* 50]
5008 [, 2¥7]
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