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2.2 EIRDUIEIR L T 2 TR0 & % PE[9. 55 ]

2.3 IO A D TEROEF IEE LR FEEOH 5 84
[9.3.1ZH]

2.4 7)AFL YT VIRIE 2 BTGP ORERESE (72720, b
DIFEER T > THRBIMED T Y P —UHE L AR
DB % I <) [10. 121

3. fHEE - MR

3.1 #m%

W 56 % I A O EHEAP 3 7 A 04 $EBP
1§ 1§
FNVIHNVE Y 40mg |FNVIVLY L 80mg

BRI | TAaVE v RUVEE [T A0 Yy R OVERE
6.93mg(7 2B YL ELI6.93mg(7 oYL ELT
Thmg) 5mg)
D-wY= b=, ATZNVIY, K)FFTTFL Y
[160] K FF> 7L [30] 7)) a—), &g

%1M§U$74@\bﬁ%m:??VfV\EFU$>TUE

Vterva—A, AF7Y) VRS AT A, BT
A0 —A, 270 IT—)L6000. BILF¥ >, ¥V,
= bk

3.2 BEIOMIR

B 4] IHLUmAHEAP | 34 AUfA$HBP

# IR D 7 4 )V T — b EE

» D0 =oO=

[N £ %8 . 5mm #11mm

= S 14 .0mm %4 .9mm

o & 1#90.25g #0.49g

Apla—F & Al £ A3

4. EERIIFHR
= EE

5. WEEXIIHRICBIET 2EE

510 MELRIMEKTOBZNEDSD Y . K% ESIEHROE—
BPHEE Lz &,

52 FHIE LT, VI NVT L 40mgh V7 22 Y ¥ 5mgk
PR LCWAHA, HArWnIEnTih—F 24 LTI~
O = VAR TS aEAC. FVIF LY /T AuTE
40mg/5mg~DOY ) B2 a5 2 &,

53 FHIE LT, VIV VT »80mgh N7 L8V ¥ »o5mgk
BEHLTWAEE, HAHWVIEUTOWEN % i LT 2
YA = VAR SREEI. TVITLVY Y/ Taa T s
80mg/Smg~ DY) N Bz A a5 2 Lo

s TV IS 80mg
TNV IS A0mg KON T A1 Y ¥ Y 5mgD B
CFNVIHNY Y /T A0 Y Y 40mg/5melit A e

6. AERUVHE
WANXIALIEE(F Vv I vy /7Y E S E LT
40mg/5mg X 1¥80mg/5mg) % FR I 53 5o ARANL I G
DB L L THG R,

7. BERUVHAZICEET 3=
74 LTOFVIV VY 70l o RUVEBEO Y - H
BriE 2, BEBICAHOBESEEET L L,
(FILIHILE)
HEL RACIE TV IV Y vk L T40me % L H LI O 5-3
% 07272 L 1 H20mg S¥%5-% Bila Lk w3 % 7 B F G-
SERIZ X ) BEBET 5%, 1H RATHRS-#1380mgE TE ¥ 5%,
(7 LAY ELNYIVERE)
BIERERRE T, @E, RAZIE7287 808 L T2.5~
Smgx 1A LEREHE G- %0 2B, RIS Ud i 5 75,
RT3 YA I IZIHIFN0mgE CTHE3TAZ LDV TE b,
2 FEEDD LBEHICHSTLEE, TIVIF Ly L /T a0
YUV LT40me/SmgE A TG LR nwZ &, [9.3.2801]

. EEREXRNEER

A KHNE, TV IV v 40mgid80mgs 7 A1 P Y v5mgk
DIREFKITHY ., FIVIFILY T ATy FORIWER
BT D2BEND D D720, HYNIRFOMHEZRE 52 &,
2 BEFEERICEDS A, DF v, A0 obbb L
WHDHOT, EAERE. BHEHE OIS G2 ) ez B0k
FTAHBIIFEES LT &,

3 FAEI2AR I G L W EAEE L, Ty U TF oY
v IS HEEEEIAEIR G PO BE L REELOFaPIicLr = o-
TrIrT Yy ROMEIERIC L A EERMER T 2R3
WREMEDS D B o

A KROBSTHLTFIVIF VY v EahT o701
ZERRFERP G R IT REOEERITFEESH 5 b0
WG s B DT, FHREREZ T 5 7% & BIEE o147
)k, [11.1.551]
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R D RRIR R R R AR S DL DT, ARFIFRGH RIS
MOBER = HH3 2 & &i1X, HELNIHSMBICEET 2
nEHEEIERGTAIL,
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9. HENEREZFIHBEICHTEE
9.1 AfHHE - BIEEZNH 5 8F

A1 EREBERREOH 3 BEXISFETEHRKEDSH 5
BE
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&o HIMFEDRD R AIME S WEOET 12 X 0 212 B
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9.

9.

9.

9.
9.

*9.

1.2 @8hYV7 LMEDEE
HREERGERZVEH SN E kRS, HHITETS
Lo WA AMEZMESELBLNDD S

T7o, EREEEEE . 2 MO VR R ORI L0 i )
7 LEDE L B ) R WEFE TS A ) T AEIER T A2 .
1.3 BMEEEDH 58F
BEOREEAMMAANEZF SR L, WELE(LSEL5L
NHH %o

1.4 BESRBEEFOBRE

MHEP &G ZHIAL, WETA2HEIIRA 1T 28 &
BeMERTEZEITBZNDH 5. [11.1.45H]

2 BREEERE

21 EEAEBREMMEY L7 F= 1E3.0mg/dLE LDI5HE)
DHBEE

Bk LS BENDD 5,

2.2 MEREFPOBE

MHEDP &G ZHAL, WET LR I1T) 2L &
BeMERTEZEITBZhADH 5, [11.1.4, 13.25H]

3 FTReEREERE
3.1 BAOSBIEO TEVREXIERELFEEDS 5 8%

B LT ks [2.3, 9.3.2% ]

3.2 [TREeREEE

TN IV Ny AT EICEITFICPRES NS 720, TVI vy
YOI )T I UAPKT T LI EN DL, Tz, FHEICBWT
b B CARK O MR EAFI3~4 .55 LA-3 5 2 &2
ENTWw5b, [7.2, 9.3.1, 16.6.1=R7]

A EIEREERT HE
A IR BEEEMD & B K

HIRL TWb I EBNEBRINT 7 v Vd 7 > ¥ VAR I E
KET v IF 7 v v Da kA2 EH L. kB - #ik
OB (EA L, HEE - - BOREAL, BEHF) HRD
SNBIAHE E T2,
KRHENOPGAe B RBIEOFESE S ERE L CARAIERS OV
B A EE ISR L. R EOBRMED G E BNl S &I
ENDGEIIORFEST S Lo T2, HEPRELRLEIZIX
WOREBEFHICEET 52 L, [9.58H]

() ARAHE GBIERNIER L T & 2T 5 2 Lo KA

BHHL HIRL TWiaWnZ &2 IR 5 2 Lo &5
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IH VY OB ER(S v Mg BAEBOSE K ORI
WORERE T % 3E8) @ 15mg/kg/ H L Eo# 58T HiA B D
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T7AaYEyORBFIITEE L CEYREFEEZCYPIA4LES

LTwaEEZLNT VD,
10.1 FRARS (HRAL&EVWCI L)
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13.1 fER
FIIH N 2 OERIRM (640mg) 12 & ) . ARIE & OHERAS
HobNIzEDWMEDNRDH D,
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HFE LWL & IR T2 L0 50
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P P G- R O W L & U TR G AR TH 5
LG SN TW2Y, [9.2.220/]

14. BRLEOEE

14.1 EHZAEOXE

14.1.1 PTPHEEDFEHKIZIPTPY — b2 S HUY L CTHIRHI§ 5 X
If§ES LT Lo PTPY — FOFREKIC L D . B AT E
BT A L, I3l E B L CHtbR K50 RE 246
SEXPRETHIENDH D,

14.1.2 AFEEHRIRALTWB B2, BHAEGRICRHS
HEVDEEEZG 2L L KROWRGTHLT VIV VY D
WY BRI AFOLEL 2. BEES LB a 1. Ak
GEIDHT7NVIVNy OMAREEREL 75 2 EPHE s
THY ., BIEHDPEBT 28210 H 5. [16.2.12H]

15. ZOMOEE

15.1 ERERfEA ICE D 155k

RIEEARIEA S TR WA, 748V E Y XY VERIEIZ X Bk
PRI O ZE AR COE I T 5 T0) AR STz & DR
HEDH Do

16. EMERE

16.1 MARE

16.1.1 BEEHRE
RBERABFIIF M IH N5 2 /7 20V 2 40me/Smghe 57 K 07
WAV /T A1 Y E 2 80mg/5Smght A ) & 22 IR HL RIS 1 5 L
REEDOFNINLY Y ROT ATYE Y OEMBE/ ST A — 5 I1TD
TOEBYThHote HAIDEXEFRBEIZ, TV IHFIVSY ¥ DOCuuld A
HEEM RIS A LD,

NP TIVITNE Y TLAOVE Y
S B &) HADEH A&7 HAFH
s (hE)? 1.50 1.75 6.00 6.00
(0.500-4.00) | (0.250-4.00) | (4.00-12.0) | (6.00-12.0)
80mg/5mg
% 126 126 29 29
Cinax(ng/mL) 471(88.1) | 484(81.8) | 3.00(21.3) | 2.94(20.2)
AUCow(ng - hr/mL)| 1970(67.9) | 1950(67.0) | 127(27.7) | 122(29.4)
AUCo-(ng - hr/mL)| 2410(60.4)¢ | 2300(62.4)Y | 137(29.8) 132(32.3)
tuz(hr) 23.3(52.5) | 21.3(45.1)* | 40.0(13.8) | 39.0(13.9)
e () 0.750 0.750 6.00 8.00
(0.500-4.00) | (0.250-4.00) | (6.00-10.0) | (3.00-12.0)

TIVINNY v VN =R

BT RATE B R E % ])

a)n=29

b) el (e /Mt~ K it

c)n=110

d)n=112

16.1.2 R{E”RS
TERER NS 72460127 Vv 3 )V & v 40mghi & 7 40 Y ¥ ¥ omghE. X
EF VIV Y 2 80mg(F IV Iy v 4A0mghi x258) L T Au ¥~
SmegfE & 1H 110 H B =S ER%G L L o7 VI vy v
ROT7 28D E Y OIMAE R IEEEERS i OB BEE /ST 2 — 5 IZLLF O
LB ThHols FIVIVIY o oMMEEE L, WL b ICH
A G %I ERTRRmEm L BEAHIEL.3~1.9CTh o7z /20 7
WIHINY Y Dtea S O, FIFEG-HE & DI S - & AT
Sl THEUL Tz, HAIO L & LS, TV I IV Y 2 OCnald
LD EIC ER L2, —F, 7TA0P Y v oMM iEEiEfiE, m
PR L DI GRS TE ., BERKIE2.9~3.5TH - 72,
F7o. TAUDE Y Dt K ORI, WG L QIR ARG H L
RAEH5-1% & THEBLL Tw20,

%5 40mg/5mg | 80mg/5mg | 40mg/5mg | 80mg/5mg

FL Al e Al Fe & A Fic 5 41

Bk 30 126 30 29

Cunax(ng/mL) 87.0(77.3) | 471(88.1) |3.39(19.7) | 3.00(21.3)
AUCr-(ng - hr/mL)| 808(62.8) |2410(60.4)”| 156(27.8) | 137(29.8)
t2(hr) 20.1(35.9) [23.3(52.5)” | 38.4(18.9) | 40.0(13.8)
(b} 1.50 0.750 6.00 6.00

(0.500-4.00) | (0.500-4.00) | (4.00-12.0) | (6.00-10.0)

AT GRATEBIRE%])

a) Hfi (/M- K AE)

b)n=110
BHFERAB T 2% e Lz VI vy v/7 48P ¥ r40mg/5mghic
BFH & HBFIBEH OMFIANA 7 XA 580 5 1 3R, BTV 34
WV 2/T 58T E »80mg/SmgRL A & HA B O N A F TN A
T T A RER I OA W 2 [ S 3 BR 1 B T AR B O LA BE
RERHEEROHS L EOF VIV Y ROT 2V ESD
IAFE H R 3R (BT 738 + AR 22) T OSSR Bh /X 5 2 — & IZ DL
DEBY Thoize KROIMBEHIREEHERS K OSWENHE/XT 2 — 7 1%,
HAIGEARE S TBY . AW RSO Sl % i 73 85 T b
5 EDHERENTWDED Y,

200

—®— T40/A5EEEH (n=30)
—o= BHIGHA (n=30)

—®— T40/A5EE&#I (n=30)
o7 BAIGHA (n=30)

3
g

a
3

MmFRT LOT E > RE (ng/mL)

o - N @ & a o

MR 5 IV 3 402 R (ng/mL)
3
3

o

0 24 48 72 9% 120 144
B (hr)

1000

—®— T80/A5ACAHI (n=126)
—o— B (=126)

—®— T80/ASEEEHI (n=29)
—o— BFIHHA (n=29)

~
a
g

N
X
g

MEFFRT IV I YIS 2 RE (ng/mL)
@
8
MmiFh7 L0 E 2 #RE (ng/mL)
o - N w & 0 o

°

0 6 12 18 24 0 24 48 72 96 120 144
5 (hr) B (hr)

T40/ASIEAEH] © 7V IH VY /7 5100 ¥ 2 40mg/Smelfit &7
T8O/ASEAH © 7NV I % /7 210 ¥ r80mg/5meft &7

TIVINNY v VPN =R

WS [mew | wamon | Rem | WAGON
40mg/5mg
Bk 30 30 30 30
Cinax(ng/mL) 87.0(77.3) | 85.4(52.3) | 3.39(19.7) | 3.21(23.6)
AUCou(ng-hr/mL)”| 752(56.0) 791(57.4) 145(26.7) 138(26.7)
AUCo(ng - hr/mL)| 808(62.8) | 837(60.1) 156(27.8) 150(27.3)
tz(hr) 20.1(35.9) | 20.8(39.8) | 38.4(18.9) | 38.6(18.5)

RAE% FVIFIVE v FTAOYE Y
5= T40mg+A5Smg | T80mg+A5mg | T40mg+Abmg | T80mg+A5mg
1 (Bl 12 12 12 12
B Caix(ng/mL) 62.3(56.1) 334(83.5) 2.89(22.6) 3.29(27.1)
AUC:(ng-hr/mL)| 460(44.0) 1090(72.3) 48.5(22.5) 55.6(31.0)
tuz(hr) 20.1(43.0) 18.4(28.9) 40.8(14.1) 41.1(20.2)
s ()" 1.50 0.875 4.00 5.00
(0.750-3.00) | (0.500-1.00) (3.00-8.00) (3.00-8.00)
10 | Bl%% 12 11 12 11
g Cuaxss(ng/mL) 116(51.2) 398(95.1) 8.93(26.6) 9.69(35.6)
AUC:s(ng-hr/mL)|  766(45.1) 1370(72.1) 168(26.9) 190(35.5)
tizss(hr) 19.0(32.5) 18.8(28.2) 40.5(12.4) 40.7(16.2)
(i) 1.50 0.750 6.00 6.00
(0.500-3.00) | (0.500-2.00) (3.00-8.00) (3.00-8.00)

FAF Ml GRAMEBI R 5% ])

a) HUE (SR M- T K AE)

16.1.3 FIVI BN A ET7LOTECOHEEER
TR AR F126112 7V I Ly »120mg® & 7 41 2 ¥ 10mg™ %
BEH#G- Le & &7 a0 Y ¥y 0mgh kS Lz s X 0lH1A
OH M ARG B OEYBIRE 2 i L 7-4ER. 72au P ¥y ol
TEEENERS (XML G & BER LG RE L CTHEMLCBY ., T LIV LY
YOGS BT A0 Y ¥ OBRNERENOREIIED SN o
W HEAT— %)
fEHER NS 364127 )V 39V % »80mge 7 41 Y ¥ »10mg® & ff
G L7z & T VIV v80mgkr Bl Lz & L ol1H 1A
H M BUAEF G- OB BHRE Z Il L 7246, 7V I vy v ol
RS X B G & BE RS THEMLTBY, TauYE Y
PERFEGIC L BTV IV Y v OERNBIEANOEEILRO SNk b o
72 HEANT— %)
F)AKOAKBHRIZT VI VY /720 Y E L T40mg/5mg

X1380mg/5mgTdHh % o

16.2 B4R

16.2.1 EEOHE
TR N5 3260 (&% A E1660) 1. TV I LY /7 audE s
40mg/5Smefit &K e N7V Iy /7 A a Y ¥ 2 80meg/Smelit &7 &
WEEOHG Lk &, T Iy VI3 EREG TEEBE S 12
tma DT YLAEASTRAE (£27% © 4,008 V3. 00BF [, ZEIERF 1 1.50 /% U'1.00KE])
L Coax X PAUCIEZ N2 I63~71% K US32~37 %A% T L 72, [14.1.25 ]
—Ji. TAOYE Y DCraxe AUCK Wt 3 22H % 5- & AP 585 &
THULTBY ., AFOBEIZ T b o729,

16.3 9%
TNIHINE DTy D FOMEEARE G, i vitro Din vivo
EDIZ99% LU T - 7210710,
7AauYErEke MISEER L OREERIZ7.1%0n vitro, FETEN
H)ThHo7z,

16.4 X5
TNIPNE L iEEE L TCUGTEEHZ(UDP-Z v 7 a0/ V)V kT v A
TrI—E)lkB v u eI Lo TR# S D, [10. 3]



TAAVE Y OELLFERFRHEEITE Fu) Vv BombL ¥
)Y VRO OB T I R TH B,

16.5 Bttt
TUIFNE e LT, LFO#HEDH S,
TEFERR AT 27V 35V 20, 40, 80mg 7% ZEfE IR |2 B [l 1% 5-
(BTE6H)) L7z & &, REMFIZIEE A CRPICHEE S g, 3% 51424
R F COFPHRMBIBFHEERIZ, WThoES5EIZBWTH0.02%
UFTHho717,
TERER A 15612 1C-7 )V I H v & »40mg % ZeHE I 2 HlEE T3S L
7ok &, 25141440 B F TORGTREO R R O SRR IE e
NA0.5% K O°102% TH 1) . MIXS 727 )V I F )V & > OKREAHE
&L CER IS 2 (HE AT — %) o
TAOTE XY VBEE LT, UTOHEYRH 5.
T AGHIC 7 A1 P ¥ ¥ & LT2.5mg® Xixbmgk H IR 1355 L
T, RPICRZEA L L TR SN2 E &3NS, wihofk
HaIZBWTH RAPRZECAHRI S I 5 52400 £ Tl S5m0
3%. 144 £ TI2HI8% Tdh - 720 £ 7:2.5mg™ #1H 1114 H R # #E
%5 L7 % 6 O R HEIER I3 581066 H B CIRIZE HIREIEL, 6
HBLFEOLTH 472 ) ORZEAERD RPN 36.3~7.4% Td > 720
TEHE R A6 12 MC-ERE 7 4 0 ¥ €V 15me™ & BRI 1% G- L 72354
5120 H T2 S T RED59.3% IR A, 23.4% (3 2 HEE =
., FGAT2R F TORPBETEEDI % I RZALETH 572, Z D1
WD R ATRD 7z (BHEANT— )6
BB INORHIET 20V L& Lo CEIEMIEO STV RV,
H)ARKORBHEIZTNVIFNY /7 20 Y E Ly L T40mg/5mg

N 1x80mg/5mgTH %o

16.6 HENEREH T IEE

16.6.1 FFipeEERE
FNVIVNVE L E LT, UTOWELRH 5.
JiF I 5 £ 12651 (Child-Pugh 7 JHA (B89E) - 861, B(H&E) © 4180) 127
VAV F 2 20mg K ON120mg™ F RIS Lz b & BRI IR
L Conaxt &4 515 J2 US3M5 185 < o AUCIZ2. 505 ] U2 755 70 7219 (WRELA
F—%). [9.3.22H]
) B EO B 2 BB G T 256 ORAE G ®IZ1H40mg T % .
TAOTE NV VEBEE LT, UTOHERH 5.
B P ZE B (Child 3 4EA  B)SBIIC 7 20 Y ¥ v & L C2.5mg% Hild]
G LA, BRI L, 3257200 t2 o0 I P EE S A B b
L. tree AUCIERREMEZ R LG EEITRO SN LD o7,

16.6.2 EHhE
TAOTVE NV VEBEE LT, UTOHERH 5.
AT EZCH (B26], Ledfl, SFHERTI. TR)ICT 20 & L
T5mg# Bl K OSH BRI S L 7284 B G0 2 A AR f e ()
601, TIGER22.3m) 12, Coat CAUCIEA BB E % R L 7295,
ol HEETRO SN Ao 7z, KR GG EFEEOMF 7 20
DU VREEIIEET L) DB CHER L2AS, 2088 — VITEEHICHE
PLTEY ., BEFTZOEEMART 2BMEZD SNLn o7,

17. BRERARIR

17.1 AHIMRUCRESMICET 555

17.1.1 BN IEEER
7 A1 Y ¥ Y5mg(Abmg) Hi ) TR R A 145 7 ARG LT
S3LBAE TR & L7z A L EE R BV, T IS
/7 510 Y ¥ 2 40mg/5mg (T40/Abmg) Bl 44 X iZASmgx 1H1IAl, 8
B RO G L 78 T40/ASmgRc &1L, ASmgHiFIfkid 5- 12k
AT T 7 WA LRI IR T R T OVIUHR I I T B 8 C o 7 7
AR ER L7z fRIZKREDOLBY) TH 727,

CEEWIRSGSED N 5 7 WA I T R

AR (mnHg) R (mmHg)
TRE FRIE
e | B | BED (B L | EHE
R EIE P| B | g | et | B | e
o) |FOM gy | s [THHE) gy
(SE) (SE)
[i#i{195% CI] [ {195% CI]
AL TS| T40/A5| 95.95 | 9.56 144.64 | 13.04
Rt | 6390 | 6.9 |0ed|  SLL | aLm) 0sy)| (T
BEEHE | A5 95.64 | 4.45 3 98623] 145.31 | 5.77 5 60895]
L7 | (25760) | (4.88) | (0.61)| (10.36) [(0.88)|

CEERMIRG8ED T 7 WAL T R

PRI (mmHg) Y I (mmHg)
TR TR
=k per e |BOGHIMA] L | BERED \BEGHUM . | RERE
AR qﬁ% WPl | T ﬂﬁ‘ﬁ T
(SD) @L (SE) (SD) <si«:>L (SE)
[ 1195% CI] [T 195% CI]
T40CHER) | T40/A5| 96.76 | 13.49 9 145.66 | 17.86 1
A | 053 | 630 |063| S| 1218 |08)] (N
@%’Eﬁ% T40 96.57 | 5.47 6 4i963] 144.77 | 6.51 [9 16 13.54]
ELEE | (15860) | (6.05) |(0.62) | (13.38) [ (0.84) | 7

T40/A5 1 TV IH )V E v /7 20T ¥ »40mg/Smefit & 7]

T40 : 7V I )V % »40mgH.H|

SD : iR, SE @ fRdEinse, CL: BHEXH

a) LTI D I/ A fE

b) p<0.0001
FE A 56 BLE A 12 T40/ ASmglit & #) ©3.8%(6/15661) . T40mgHi#l <
1.3%(2/158%1) Td - 720 T40/Abmghit &#I¥ G- #EORIMEA L. £,
W EL EREERE. S4B, MR )y ARSI, IFEREREE I T VW
0.6%(1/15661) Td > 720

17.1.3 BN THEER
TV IV E 2 80mg(T80mg) HiFll T Ff % AR 143 7 A RE 1k 785 1L 1
BBV Z 0t G & L7 e b —EE BRI BT, 73
V& /7 50 Y r80mg/5mg (T80/Abmg) Ft &%) XA T80mg % 1H 1
[A], SRR G- L 7245 4. T80/ ASmgHt & #1d T8OmgHiFl ke 4% 5
AT b T 7 W FE AP FRIIAUE T R B ONGH 9 e T B C A 3
LREERREE IR L7z MRIIKREDOEBY TH- 722,

CEHEMIE GO N T 7 BRI ML T R

PEAEI T (mmHg) I I (mmHg)
TR TR
S n e | TEGHTE = HEMEY il e TR
AE BT P | B | meevion | v | P | e

op) [PHE e | op) |PHE )
SE) | riaigno 1) SE) | om0 1]

TSOTHEHA) | T80/A5| 98.03 | 12.28 014 U370 | 18.37 | oo
FAT7 | 876) | (6.03) |(0.73) (103" (13.80) | (1.10) (L5ap
BHEEME | T8O | 98.46 | 3.14 (7.00.11.18] | 14431 | 349 11y 557 o4

ELTER | (86p1) | (6.74) |(0.74) (14.52) | (1.10)

T80/A5 : 7V IH Iy /7 A0 Y ¥ »80mg/Smelit &7

T80 : 7V )L % »80mgHiH]

SD : ##fR7, SE @ fRdERnsE, CI: BHEX

a) AT I D /N IR

b)p<0.0001
B E F 38 BLE) 4 12 T80/ Abmglit & #1 C1.1%(1/8761) . T80mgHi #l T
1.1%(1/8761) T& - 72 T80/AbmgRl&HIFE G- ORIEMIE. » -GTP
FH1.1%(1/8781) T - 72,

17.1.4 EANE THEER
RHENE I 22501 2 3 R & L 72 e AL I S UL s B Ic B v
T, T80/Abmgfit & # X T40/ASmghit &7 % 1 H1al, SRR II#% 5L
7oAEF, T80/ASmgHLAHID T 7 WA HE R I FAEE K ONIUAE I 1Mt
JE FREEEIET40/ ASmglt 571 % Ll o720 fERIZRFEDOEBY TH 727,

CEEHIG-8EO b T 7 AL ME T R

P (mmHg) YE# I (mmHg)
TR T
g | g [BESANE L | BEED | R | BEME
AR AR AR
D) ey | ©B) | 6D | )
[i195% CI] [i1195% CI]
T80/A5¢ | T80/A5| 90.11 | 4.93 133.73 | 5.55

L46 | qo50) |(0.00)| 21

T40/A50k| (11281) | (6.71) |(0.61) 0'85) o

FERIRE I | T40/A5| 90.65 | 3.47 | 133.49 | 3.41 |
wLrage | (112m) | (7.9 | 060 | 231 q3) | o.gn) | 03464

T40/A5 1 TV IV F v /7 A0 Y ¥ 40mg/Smeft &7

A5 728V V5mgHH]

SD : R 25, SE @ fEd#EiRzE, CL: (SHEXH

a) A HAHTC D < /NP fil

b) p<0.0001
FlE 56 BLE 4 13 T40/ ABmglit & %1 7C3.7%(10/26961) . ABmgHifl T
1.9%(5/26211) Td > 720 T40/ASmght & FIF5-1E 0 2 5IVE R 1378
P F101.1%(3/269%1) T > 720

17.1.2 EINE MHEEER
TV IHIV Y 2 4A0mg (T40me) HACREE RN RANA55 70 A e e 1L FE
B4R & L7 AL B MG ER IS BT, T40/ASmglil &
# A3 T40mg% 1H 1A, 8B H#E 5 L 7245 K. T40/ASmghic & 7l 1%
T40mgHHIHkFETZ G- 12 T N 5 7 B A7 3R IFE T e % OV
ME TR CHBERBEEMREEZ R L RITKkEOLBY THo72%,

T40/A5 1 TV IH V% v /7 20 Y ¥ v 40mg/Smglit &7

T80/A5 : 7NV IH )V /7 2P ¥ »80mg/5Smghit & #

SD : H#fR7E, SE @ fRdEfsE, CI: BHEXH

a) AT D /b IR E

b) p<0.0001

) T40/ ASmglit & ¥ 5- THLRII LT 2580mmHg A i 12 5 & 72 40 o 72 R
HaergL Lz
BRI 3838413 T80/ ASmgRt 441 T0.9% (1/11261) . T40/ASmgfit &
H1T1.8%(2/11361) Td - 720 T80/ Abmgle & #4451 D BV 1 LK1
J£0.9% (1/11260) T, T40/ASmglt & #I1¥% 5 O BIEN L F B F v
0.9%(1/113f%1) . B%8Kk0.9% (1/11361) Td - 7=,

17.1.5 ERFE IHERR (RBRER®R)
AREEVES T B E2596 1k L, VI sy v/7 2au Y ¥ rEAH
% F 45 L7z T40/ASmghc & % 0638 4% 5- T REE R R A3 5 1
e MEEE L2 0 F F ke G L. BERRA T 7 % @i B 12
X T80/ ASmgll &%) % Bk 5. L 720 2 O RmH & b ICENHE G2
X BB FE O WETIEFED S Nk o 7o AKI(T40/ASmgle 47 &
ONT80/ASmglit & #)) % $% 5- & 7z Bt 41k (25561) o5 5-# 1 K5 (56

_5_



W) OME T > ba—)VEiE, JLRMIST 8% (224/25561) . IUE#
92.5% (236/255M61) (23 L 720 T40/ASmglt & #] Tl B A+ 45
D 72812 T80/ ASmglic & 7| & 1 4% 5- L 7z & i 3 (48M1) o ¥ 5-#%
TROIME L, T80/ASmghL & #l~H & L 72 1S e A~BEER I ME ©
7.26mmHg PUHE MU 8. 61mmHg (W41 b SF39MHE) TR L 720 T 72,
KA DL G % Mt L7/ R, BB 2o 722,
BIVEFFEHEI A, T40/ASmglfie &#1C1.9%(4/21161) . T80/ASmghit
EHIT4.2%(2/4861) Td - 720 T40/Abmgle 7145 5- B O BIVE R I3 14
ArED F20.9%(2/21161) . MUET0.5% (1/21141) . #8950.5% (1/211
1) ¢, T80/ASmglt & # 4% 5-HE O BIE L9572 . 1% (1/48%1) . BH G
2.1%(1/48%1) TdH - 72,

18. HahkiE

18.1 1k

18.1.1 FILIHILE>
FNVITNY YR ECMEFEHOT VAT T (A-T) 54T
TAT) ZHERICB T ERWAENE CTH 5 A-T &SR L.
ZOMENFETEM 20+ 2 2 LI X WBEFEHZ 83T 5, 7V 3
P E rOATIEHRBRIE R < (Ki=3.7aM) . AT HE AL 55
WIRHEEL 22\ 7OV 2L 2 1310~1000nM O EE B T, A-T012
X B A 7 TR EBIRIE A o 1 NG BUS R %, BRI )T
RSB & B & IR 2 40~50% 301§ 5o F 7 EEAPE 1205
BIZBWTOHE R MEFDGEIH 2R L, RN THh 5. F72.
TV R VREHETHHACE(F = F — B 1) I8 LTI EE
ERIZS BB

18.1.2 LAY ECNVIVERE
HURLIE D LR AR LE A VS AT % ¥ R IVICHRBEICHE S L. Mk
NANDCaZ DA Z WA /5 2 L2 XY A R R M O 7
FHIRE S Do VT ARHUEHORBIGEETH O FRNTH %,
F 7o, IHIERNZES L RIS H TR 223,

18.2 FEE/ER
FNIFNY v HHVIET AU TE L Hd B WIEHEHIC L AEHIC
DV, LTFTORENDH 5.
BEEF o MEPE R T B 2k385E T v b (SHR) # IV T, Img/kgT )V 3
FNF VR Umg/kgT7 A0V Y Y 2 THEELHES L, 5H HEERY
WCIEZ % L7zE 2 AL Img/kgT )V I )V 7 > K UBmg/kg7 &
oY ¥ E, FNENHEMIES L0 SEIYIME A 25mmHg T L.
FIFFABEOMFEERTIER %2R L 720 KIZ, lmg/kgT VI H L E >,
Smg/kg7 A0V E Y TIHLIMSH BRI G- 17 BRI
HFEEBE L. I Y v ET 2T E rOfRESIC X AT
W AR B S1C X A MR 1 (925mmHg D ) 12
W A E R MEAR T EH (50mmHg DR T) A3 5725,

19. AWESICEY 2 E{EFMAME

— ki &R
FIV ¥V %~ (JAN) (Telmisartan) (JAN, INN)

1%
4'- {[4-Methyl-6- (1-methyl-1/-benzimidazol-2-yl) -2-propyl-1/7-
benzimidazol-1-yl]methyll biphenyl-2-carboxylic acid

5 F
Cs3H30N4O2

oy fE
514.62

IR
P~ O REOH R TH L, FRIZETCTL, 25/ —IVIZE
2K 28 7 =0 (99.5) 12D THEIFIS L KISIZE A BT v,
FEMZTEARED HD,

bR

N/CHs
N=—

N O CO2H
HaC N O
CHs
269
SrBCAREL

logP=3.2(n-* % % / —)V/pH 7.4") » BE#%MEH)

il R

— Ay AR
7 A0 Y YRy OVEEKE (Amlodipine Besilate)
b4
3-Ethyl 5-methyl(4RS)-2-[ (2-aminoethoxy)methyl]-4-(2-chlorophenyl)-
6-methyl-1,4-dihydropyridine-3,5-dicarboxylate monobenzenesulfonate
s
C20Hz5CIN20s + CeHeOsS

T
567.05

[EXIN
O~ EABOREMEOR R TH L, A5 /= VICEITRT L,
5 7 =L (99.5) 12 REITIC L Ly KIZIHETIZ Ve X5 — VBT
(1=100) I FEetk & 7R & 22,

AL

o/\/NHz

vCH3

: _S03H

ROy A BRI

il i
#198C (53 %)

20. BURV EDERE
FURETE L TRILST 22 W5 50T, il - Zilk e # TR
Tr2L,

% k22, @

(X H LOEEEEAP)
100$E[108E (PTP) x 10]
5008 108 (PTP) x 50]

(2 H LOFEEEBP)
100$£[108E (PTP) x 10]
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