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24 7YAXL Y7 IVEBE ARG R OMIREEE (2720,
fOBEEEEZ T ThaBMENT Y PO —LAHE L LA
RoB#Ezkd) [101 2]

3. Hm - R
3.1 #Eg
W5E44 77 AUFEEEAP [NIG) 77 AU AEEBP [NIG
18er - 18er -
fas | TVITVE Y domg FVIFLY Y 80mg
To\7aavE Ay VB 693mg | TATYE YAV 693mg
(720 Y¥rE L Tomg) (7Y ¥ Y e L Thmg)

TIZIVNEBEZFIN - AF 7 ) VEEAFIVIRY) v —, Bt
FE o ATTI BT RT T L FIv s, FUFERAI.
FEFY, RVFFLIFLY /) VT2 VT —F)b,
~ 7 T—=L6000, D-¥~ = b=, ATNIV, AT
ATV VEET S AT T A, AF VL O—A, =
1Lgk. Z oMl
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3.2 HADHRK

Bts | 77 A0EAESAP [NIG) | 77 AUfA$BP [NIG)

o - FE BRBOT ANV AT—T 4 v T
[EXES 8.6mm 11.1mm
J& X 4.3mm 52mm
B 245mg 490mg
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4. WHEERI%hE
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5. MBEXISHRICEHIET 2B

51 MELRIMERTOBENELN DY . KA % B MEGHEDOFE—#
WL Lz b,

52 JFHIX LT, FNVIH VY Y 40mgh 7 L0 Y ¥ »5me% fif
HLTwWaEAE, HrnizniInsr— 4l LIET > bo—
WHRT G HEC, TVIY LY /7 20T Y 40mg/5mg
ANOYNFEZ EMETH T &,

53 FHIE LT, NV IHIE 80mgh N7 L0 Y ¥ »omgk fif
HALTwaHE, dr0IEUTowTrx A LIIE=T >~ b
O — VAR TGREE1c, TVIY Ly /7203 ¥ 80mg/
Smg DY) Bz AR5 2 L.

s TV IHIV Y 80mg
s TNV IFIVY L A0mg kN7 40 Y ¥ Y E5mgd B

CFIVIHNY Y /T LB DY »40me/Smghit A §E

6. AiERUHAE
BACIZIHIELSE (FV Iy o /7aaP ¥y kL T40mg/
5mgX1Z80mg/5mg) % fEOAHKGT 5. AANTEIMEIGHEDHE—
FEEE L THW W,

7. BERUHAEICEET 2FE

74 DTFTOFVIHFLY 70y rRYNVEEORE - A
W E 2. BEEBICAFOBEIGEEET L &,
(FIVIHILEL)

SFHEL ACIZ TV IV Y vk L CT40meZ 1 H LR # 5-3
%o 727201, 1H20mg S5 % B Lk ES 5. B, 4E
B - RIS X 0 B ERSR S 22, TH R AHKS-=1380mgE T& ¢
;e)o

(T LOSE LR IVEE)

EIMERERE T, R, BAE7 0T ¥y & L C25~5mg
FIH1EREOHS 3 5. B, SERIZE CEERIHET 505, #%
AR5 A 131 HIM0meE THET5 2 LB TEX S,

72 WEREDD L EBHF I HKGTLEE, TNVITIVy v/ Tr0Y
Yk LC40mg/Smg# il 2 TG LawnwZ &, [932 2]

8. EELEARKEE

8.1 AANL, TIVIH V¥ r40mgix80mgk 7410V ¥ »omgk
OREFITHY ., TNIFLY v T ATy REOBIERA
BHTL2BENN D D720, BYIARBOMH AT 52 Lo

* 8.2 FEHFEEHICED O, T v, A5202X83H5bNLL I &8
HLHOT, BEEE., HBEOEESEGRE ) SR E e 5
BIIZEE s L2 L,

8.3 FATHI2ARERIIHZG LAV EREFE L v, Ty IF T v
I 2 HEERAR S O BE L, BREEOCTHhIcL= -7
AT ROIWERIC X B EE 2 T 28 2 R
5o

84 KHKIOWSHTHLT VIV LY v 2ELT I Ty 1%
TP G IS REOTE L ITREDLND &b/ & O
WHHDOT, FHHEEREL ERT 20 L, BIEE2 T01217) 2
Lo [1115 2]

8.5 KHIDOWSTH DT A1V LI A R PG
1L b R RN RDEZD 5N D DT, RFFRG IR IO
FEER 2 4 & &id, HEPOICHGHREICEET AR EE
EICHGTHI L,

9. BENEREHFT 5BEICHT IR
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912 EHYUYLMENEE
ERERDEBRVEHM S NAHEERE, HHITHT2
Lo @N Y)Y AMYER B S D BTNN D 5o
T, FERERE . 02 b O — VR R OBERIGEES LY 17 )
T AEDTE Y R T VEE TR, MiFs )y AHEICEET S S
Lo

9.1.3 RMEREEDNH 5 HE
BIEOREAMMAREEF SR L, HEEZBLSE2 BTN
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9.1.4 BELBEFELITOERE
AR SBESEIAL . MRET2HERMRA 1T 2. 2l
RME T 2RSS BTN S5, [1114 S
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92 BRERERE

921 EELEREE (IWEYL7F = fE3.0mg/dLU EDHE)
DH>EE
e LS LB D %o

*9.22 MRBFFORE

BHE» OG- Z0G L. WMETAGEIIRAIT) T L. 2l
BIMEE T 2RI TBZNWNH 5, [11.14, 132 ]

9.3 FieeEEEE

931 EHTOFBIABHTEVBREIXIEELITEEDH 285
B L w2k, [23, 932 ]

932 FrfgEEEEE
TN I E AATEIET RIS A 72D, TV I vy v
DINTFTYAMMET T B DD b, T2, FHEIC BV CTHEE
ERE CTARAN O JEEE A3~ 45 L5545 2 L2 ST
Wb, [72, 931, 1661 =]
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BEHRIICRET S L, [95 2]

(1) ARAFLGFIEHNIER L TWiaWnZ L 2T 5 2 Lo KAl
Gid EIRL T nZ &2l A 2 Lo G
TEIRASHIWI L 7238204, 5152k § 56 2 Lo

(2 KOFIHIZOWT, KARGFBEICEST IR T2 Lo &
7o BEPH LB LHIT 5 2 Lo
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R R K CAK 2 &L T v U F 7 v v v T2 AR A
NI T v T T vy Y EREERER & G S 7 B TR
ARE. BBV - FEIROEE, BiARoRINE, B, mh YUY
LMHE, O E J OEAGEAMEIZ X 5 & HEH S 2 T
OufiE. HEHEE OB, MOREAEEDDH L bz L ot
2 %o
T AUYE YTl BWERCHIREI G35 & iR R K
OGS IE R T 5 2 E RO LN TW S, [22, 941 &H]
9.6 ®ILE
B LW EDRET LW, TAITVY OB ER (5 v
b)) T FHFABIT T EHE ST, T2 T3
s OBER (T MHAR BEROSE R ORE O
BEREIZBE 5 3tB8) D15mg/kg/ A U o5t B o4H &
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ORI HE SN T b,
TAauT ¥ ide MEFLHRABITT L 2 LA S Tw 5,
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*% 1111 MEMETE (HEAY)

PEIE . TV, TR - WEEE, TR % EIR & $ 5 M MEFEED
H b, WRIEFAESE I X ) MU IR 2 ok L 72 f) b il S e
Who Fo0 B, ER R, ISR R A A RIE A
HobhbIthrdsb,

11.1.2 FHYU D LIME GEEZAH)

11.1.3 BHEERES (HERH)

AR EE 2 LB RE SR TwD,

1114 2 av v, k@, BHEEX (TN HEEAR)

WG MR, EHNESLD S bR AT, b IEE) R
BERITH 2k, [914, 922, 102 2]
11.1.5 BIERTR. FAHEEEE. BE (Wb HEAR)

AST. ALT. AP, LDH. y-GTP® 55 % pE ) IFtkfekz £
HEbNDLZENHDH, [84 ]
11.1.6 {KIM¥E (CHFEEAHA)

B, 22, Wi, TOmA, ST, mE ik
B SN E IS PR L, B ALEEIT) k.
FERRHERETOEZETH SbNR TV,
117 7F745%x2— (HEARH)

WP PR, IIEAR T . MREREIESEAMEIRE LTHEbN B Z LW
%;g)o
11.1.8 BEEML (HEERH)

FEE WL, DR EE, MR X SR A A R ) BT ER A5
DNAEZEDRHLDOT, ZOL) RGEIERSZHRIEL., BIF
B AR E CHIOPGEO@Y) R LG 21T 2k,
11.1.9 HENERBAE (HEEAH)

iR, B, CKES., MR ORPIF7ne s B %%
e BMRHRRRED D 5 bNDE I ENHILDT, TDLH %
WAIIEE SIS 2Pk L, SYRMEYITH 2 &, Fo, M
RUHRMAAE 12 X 2 BB EBEEOIEISEET L2 &,
1m;0#ﬁﬁﬁﬁ~Em%ﬁ¢sm¢mﬁ¢<wfh%ﬁﬁﬁ
i
11111 BEJOv Y7 (GEEAH)

iR O FVEOMMTEIRDS D S5bNDLZ DD 5,
11.2 ZOOEIER

05~5%Adi | 0.5%Ai BHEENIA
WBIE s, 35 ZIHEL LAME., FIBE, ZTBHAL

PE OCREBOE, M 4

FE AR R B O F RS T R, IREL AR, HOIFAR
£

A W U DIk, BHE, Rk, B oMk
R SUOTEDER. IR, AR
EL SRS
liIRi3 A, B R ER | IR, ARIER A, NE S
L5 O ek, KB
TEBRaE R LFETCHE, BhiE, ESMHEIR, B
EstiaiPAN Ve N i EAN VN
B, Rk, WE7 Y 7, WE
1 1E3Th, S50 &, I
VN
ekl Fg, HINZE | GERIC X D) HAEE, ZiR

AGETE R S (AR, HALAEL, LR, TR
MR AR R . | MERE, B2, Hhsge, $ilh. PR
5 AN P | R, AL TR, AR, B

&G 9%
JFF M AST. ALT. Bk
Al-P, LDH.
y -GTP I 5.4
DIFFERESLH
I 2 LTS S, WEERSIN. IREE S, DR
PR
woR - 1M 7 v7F=>rLEH, BUNL
St S RERE EA RERA
PERBE S, R IMBYE. R &
Btk FEEEEEE, SR, o bFL
B
i Eya MiET L AFO— v L5, HR
iy EIILEE, DR B
A e BOERIG. A, TR, 4.
WA, TR, A IR
B W& A1) 7 A& A ) 7 AL, K M) oA
5 IMLAE
0 W57 PRI, BB, 2., Wofs. 9%
Byl . L OV, IRERII, AR
A I
Zoft B, B | #EE. HoF T ik, 220,
CK -5 BEEE, BDRE., Sk X

WIEGE, A ¥ 7 VI HFREIR,
RS, BEME S, BRIiE. %
T, BHAG, WIERE.
.. CRPR 1%

13. BEKRE
13.1 fEIR

TIVIVNVE romERA (640mg) (&1 RIUE K OBEARDS
HHEbNIE DHEDND L.

TAUTE YT, BEORMMELEICLD, YavriiEt
FHLWIERT & IR Z RS2 2 5,
13.2 @

T IHNY JFMEES S R\, T2, TIVIH VS Vit
WENTIZ X > THRES RV,

TLAOTE L, REABEEDIE O, BT L DBRFITHER
TV, T2, TAOYY YN VIR I % 4
B L7288, 7A0JE XY OVEREOAUCIZI9%EA L. RH
QW2 CTLlE49% A L7z 2 & n . 7 A0 Y ¥y Ny VRS
WG RE OWIPHILE & L TS RE G DB TH 5 &GS
nTw5e, [922 SiE]

14, BHEDIXE

141 EFHZHFEOITE

1411 PTPHEOIHKIIPTPY — bS5 L CTIRMATA LD
R8T 528, PTPY — FOREERICE D WA EEDY & E R
AHIA L, FICIEZILE B 2 L CHEFBIR 264 0 Tk 7 & BHE % BF
BIDLIEDNDHD,

1412 A ZEHRICRH LTV s EFI2IE, BHERICIRHET A
FIOFEBEEGZAT L, BHOEGTHLTIVIH NG DY
BRI EFOBE 2, EBEERS LA, ERkG XD
LTV IVINY VOMHEEREL 252 EHMEINTBY,
BIEDHHT 2 B2 nhd b, [162]1 2H]

15. ZOMOEE
15.1 BRBRfER ICED < 155k
WREBRIEI S TRVAS, 7 A8V E YNy VRIS X 2 iR
PRI (LEWHIZ &) PALNZ L OHE
Wb %o

16. EYEHEE
16.1 MEE
16.1.1 RIE#HRS
TREEE RN 124680127 )V 2V 7 2 40mgdE s 7 40P ¥ V5mg
e, LET VIV v80mg (7 VS 40mghE x 28%)
L7 ouY V¥ ySmehEw L H1M10H R 22 g SR HF G- L7z &
EDFNVIFNG Y ROT L0V Y DM K OFEY
FIREST X —=ZIZLITDEBY THo720 TIVIF NG v OIfiE
FRUREEIE, MPCTHE L DICH NG RICERTRRE <. BFR
HF13~19THh o7 720 TN IHFIY ¥ Dtmax Sz U208
. WG L QISR G b RSt THEMLL T,
FTIVIYILY ‘/O)Cmaxﬂifﬂikt.u\ib:i%‘ Lf:o _‘75\ TLaaY
Yo ORI, WS L b ISR SR R
{y BRREII29~35Th o7z T2 TAUVE Y Dtmax L U
iﬁ%u‘ﬁ&ﬁﬁ&%uiﬂ&ﬁ%kﬁ@&ﬁ%tfﬁMLf
\/‘f:’] o

AR TN v VN =A%
5w T40mg+A5mg| T80mg+AbSmg| T40mg+Abmg| T80mg+A5Smg
1| 6% 12 12 12 12
B Cox (ng/mL)| 623 (56.1) 334 (835) 289 (226) 329 (27.1)
H AUC: (ng-hr/ml) | 460 (44.0) 1090 (72.3) 485 (225) 556 (31.0)
tiz (hr) 20.1 (430) 184 (289) 408 (14.1) 411 (20.2)
toe (hr) @ 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| B% 12 11 12 11
B Cusss (ng/mL)| 116 (51.2) 398 (95.1) 898 (26.6) 969 (35.6)
H AUC:s g he/ml) | 766 (45.1) 1370 (72.1) 168 (26.9) 190 (355)
tizss (hr) 190 (325) 188 (282) 405 (124) 407 (16.2)
e ) 0| 150 0750 600 600
(0.500-3.00) (0.500-2.00) (3.00-8.00) (3.00-8.00)

B GRMAEEIRE (%))
a) MOl (Ml -IR KA

16.1.2 FILI YA  EF7LODE L OHEEER
fEFER AN B 1260127V I H Ly »120mglE) & 720 v ¥ v
10mg™*l # G- Lz & 70 Y ¥ v 10mgw BAHS L
7ol 2L OLIHLM9H M RAE: 5% O3 B EE & IR L 724G 2.
T AT DY Y OME R L B G- & B G & T
BPLTBY. 7VITVE VHHESICL 27 20D Y OfkA
FIREANOEEIIED SN o728 FHEAT— %),
R AT L3642 TV I VY »80mgk 7T LuYE Y
10mg#D #fHFH#ES- Lz &7V IV v 80me % Hldk 5-
L7-& &2 L D1H1F9H B AR5 B O S B EE % i L 72 3.
TV IV v OB EHER L AR 5 & GG T
FUOLTBY., TA0 VY VBAKSICED2 T VI IVLEY v fk
NEIFENDFEBIIED SNk o729 FHEAT— %),

WD) AFOKZHEEIETVIHVY /T AuY ¥ vk L T40me/5mg it

80mg/5mgTdHh % o



16.1.3 £ FIRSEMHER

(75 LOEEEAP [NIG])

(1) 792 0BE8AP [NIG] & 37 2 0fA§APZ, 7O R
FeN—FIZ k) ERENLEE [FVIFLY VL L T40me. T
AU YK ARYIVERE S LT693mg (721 ¥ E L Thmg)]
FRERE RN T L2 £ L AR I 5 L C I v RS AL A 1 2 52
L. BN 38WEE/s5 x—% (AUC, Cmax) 122 T90%
fEHEIX RTEE S TREEHIRAT 2 17 o 7245 8. log (0.80) ~log (1.25)
OHFPANTDH O . WA O LY T RS DR S L7210,

cTFILIHILES
160 r
—e— 7 7 A Ufii&EE AP [NIG)

- 0w 3 1 L TIFEASE AP
A+ BEERE, 0=32

IMAEREEE (ng/mL)
&8

0 12 24 36 48 60 72
Fe5-t e (hr)

Y BHE T A — 5

Evasn AUCo72 Cmax Tmax T
(mg) |(ng-hr/mL)| (ng/mL) (hr) (hr)
7 AORAHAP| 111554 12091 200 | 2290
[NIG £44920 | +5922 | =112 | +927
- N 103244 10592 | 220 | 2585
3 P
I AURESEAP | 40 +35951 +4544 | =121 | 1976

‘ (P + (2%, n=32)
W IN=DI=P

6 .
—e—5 5 A TR AP [NIG)
0w 37 L OREASE AP

N 4 = (RS, n=32

IHEREREE (ng/mL)

0 24 48 72 96 120
5 OWEH] (hr)
HYENREXT A =5

45 | AUCoio Cmax Tmax | Tz

(mg) |(ng-hr/mL)| (ng/mL) (hr) (hr)

77 LA UE$EAP 5 141.3506 34358 6.66 39.93
[NIG +39.8673 +(.8782 +145 | 829

143.0350 34921 6.66 39.66

N Yoy nl
SALUREHEAP |5 ©363046 | +09086 | +172 | 987

(3 = iR, n=32)
M EE G N AUC, Cmax&E /8T 2 — 713, Wl o
P R OFRIUAEL - BERIE O RBRSMEIC & > TR 2 HEME
%60

(55 LOFE&EBP [NIG])

(2 77 2 ulitd8EBP [NIG] & 3/ A ufid&4EBP%2., 70X
F=N—FEIZk ) EnEnlgE [Ty L L T80mg. T
20V RV E L T693mg (720 ¥ Y e LThmg)]
FAERRE B B T LA A R 1% 5 L C e P RS A AR I % 8
L. BoN7-#YEhRE/ $5 2 —% (AUC. Cmax) 1Z2WT90%
[EHE X B CTHERHIRIT 2 47 - 7245 8. log (0.80) ~log (1.25)
OFPFANTH V) . WHI O AW R EDRERR S 17210,

cFILIHILE
1200
1000 —e— 7 Aufits$E BP [NIG]

0= 3 71 A UL A §E BP
39 + PR, n=32

IMAEEE (ng /mL)
[=2]
]

400
200
0& = -
0 12 24 36 48 60 72

PO (hr)
HYBRE T X — 5

Eracay AUCo72 Cmax Tmax | Tiz

(mg) |(ng-hr/mL)| (ng/mL) (hr) (hr)

77 A OBLA$EBP 20 292742 657.27 116 20.61
[NIG/ +1472.40 +367.37 +069 | =856

2867.83 719.74 112 2141

SALUREHEBE | 80 | lusges | x4p564 | £046 | 1171

, (P = R4, n=32)
LFLAYEY
/1 -

—eo— 7 7 Aufit&EE BP [NIG)
0 3 5 ATl BP
S + MRS, 0=32

IMSEPRIE (ng/mlL)

0 2 18 72 96 120
5t (hr)
LW ERE N T A =5

5% | AUCo Cmax Tmax | Tuz
(mg) |(ng-hr/mL)| (ng/mL) (hr) (hr)
7 7 AUl A $EBP 5 126.9088 3.0300 6.53 38.95

[NIG] +30.2255 +0.5395 +137 | £727

130.9679 3.0528 6.31 3701

3 Pae s
I ATUREHBP |5 £340026 | +07243 | =115 | =605

(P3g + FEiE (R, n=32)
MU EE I ONIZAUC, Cmax®E 085 2 — 713, BERE o
z)ﬂ‘ PR OBRILAISL - R EE O RBRA R X o TH 7 2 WD
ZQ)O

16.2 IR

16.2.1 BEORE
TR AN 13260 (K H=166)) 12, TV Iy v/ 7TaaY
¥ 2 40mg/5mg EHI KR TV Iy v /T Aa Y ¥ 2 80mg/
Smglit &H) & ARG L2k &, FIV I Ly Vi akiks
TEMER G R tnax D P IEAIEIE (A% © 4.00 % UV3.001F:
M. Z2fEIE 0 150K O'LOOKERT) L. CiaxX FAUCIZZE L2163
~T1% K O32~37%IET L 720 [14.1.2 2]
—Ji. TAOYE Y DCmaxs AUCK Ptmadld Z2E MR 5 & fTR3%
GEEE THULTBY . BFomBR=T Rro7/z1),

16.3 9
FIVIFILY DTy PR FOMIEEAREEGRIE, in vitro
K Win vivo & H1299%LL T - 7212,
TAOYE Y EIMEENEOBERIZITINTH > 7219,

16.4 55
TNVIHIVE ixEE L CUGTESE (UDP-7 v/ v b o
VAT T—F) &L vrarBiRagIc Lo TR#ENRS,
[10. ]
TAUTYEYOELLREPRBHEI e Fuy U U BORRLL
72 Y UBRIER O OBRLIEL T I R TH D,

16.5 HEitt
TNVIFNE L ELT, LTOHMENH L,
TR NS T2 7V IV % > 20, 40, 80mg % 225 i |2 i |al %
O3S (%E6f) L7zk &, REMARIZIZE A ERPICHER S
W, BT 152400 F COFEFBIRRPREEIL, wWIhoiks
=H(IBWTDH002%LL T TH - 7219,
TEFE R B F-5601214C-7 )V X )L & >~ 40mg % Z2IE I |2 H e
5 L7z e &, 551440 F TORUREED IR b OF pia gk
MR N ZNR05% L UM102% TH VY . WISz T7 v I
4 )‘/ DORE AR % A L CHPICHEM S 7210 (HE AT —
7 o



TAOYEURYVEEREE LT, T OHED D 5,
TR AGBIZ 7 210 V¥ v & L T25mgi? Xid5mg % HIA#E
PG L7286 IRPICRZUR L L TRt S A B3/ s <
WENOHEGRIZB T LSRR RZEACARHR TR 2P 5 122485 1 F
TG R DORI3%, 1445/ £ TISH8% TH o 720 F 7225mgh?
Z1H 1014 H M #ieis 5 L 7236 o R HREE 38 5-fia6 H B
TIEITEFIRFEIZE L, 6H HLBEDLH M7 1) ORZE{UED R T
PEMER136.3~74% Td - 7217,
TERERL A 2612 MC-E R 7 4 0 Y ¥ v 15mgh?) % HIAE 145 L
7ot $512H B £ TG HUREEDS9.3% 3 IR, 234%13 3k
RIS L, B G 1RT28 B F T o R U e D 9% 1 R ZE (LK
'f“;f)of:o ZOMIZIFEDBH M 2 TR B 710 (SEEA T —
y o
BB, INORHEWICIZITLAE VY Y2 Lo SEEERIZED S
NTWVZR W,

W2) KFIOKZHEIETVIFLY v /Tr0P ¥y E L T40me/5mg it

80mg/5mgTdh %o

16.6 FHENERZE I HEE

16.6.1 FFigEEEEE
TIVIHNE e LT, LTFoREND S,
ki 1260 (Child-Pugh/ A (84E) 8Bl B (%
SE) 4B 12TV IV Y 2 20me K UF120mgE F kRS- L
7o b & BRI L Craxld 4568 I 0838578 < . AUCIE258%
RO 7w 2o 7218 (FEIAT— %), [932 ZH]

TE3) HFEED D 2 BE IS 26 ORAE S #IZ1H40mgToH 5.
TAOYEURYVEEEEE LT, TSN D 5,
WABFREZE % (Childs33EHAB) 5BlC7 a0 Y ¥ v & LT25mg
ZHAP G L 228 A . BEER A L, 5720 R R oo I i
PEZIZER L, tre. AUCIERREEZ R L 727vE B4
SN h o 7219,

16.6.2 =&

TLAOVE NV IVEEEE LT, LTOHRERD 5,
BEBIMEEZOF (B26l, 4B, SFIERTITH) 127 20
V¥ kL Comgx A, KUSHRBKERS L24a. ik
GRRICEEEEES (T, FIER223%) 12 Cuax LT
AUCITAEZISEHMEEZ R L7220 tall GBI b N h o7z,
BRI BEEOMEET 7 20DV REIIEEELD L
EHR LA, 20N — JEEER UL TB Y . BEH
TZDOBFEDPHRT HIEFIIFED SN o 7220,

17. BRERFGHE

171 BIMROLL2M(ICET 555k

17.1.1 ENSE IR
7 AU Y ¥ y5mg (Abmg) HiH| TREERIRA 43 % ARE M = i
JERBESIB X R & L - e AL B E M EGEBRIC BV T,
FNIVIWE /T AV E r40meg/bmg (T40/Abmg) Bl EH]
AL ASmg#x TH1MEl, SEMERECOHS L2k %. T40/Abmglit &
Flik. ASmgHIFIHEG 512 T N T 7 B AL PR I M T R
JE K ORI T B R A 7 B R & 7R L 720 #d I3k 3k
DEBY) TH o720 22,

BRSSO b T 7 WAL T e

PEiRMIE (mmHg) IE MY (mmHg)

TR TR

smr o RO R - RSNG| R
PRI Ve | B | | Pt | B |

sp) | T g | (sp) | T )
[H9B%CI] [ B95%CI]

AGCEIERE | TH0/A5| 9595 | 956 14464 | 1304

Fpnig | 2630 | (502) | (061) <0‘L:;)~71>1 . L(1175) | (088) (ogg; )
EHRLLL ) A5 | 9564 | 445 |[3086937| 14531 | 577 | [560805]

AR | (257m) | (4.88) | (061) | T (10.36) | (088) | T

T40/A5 : 7V IH IV % > /7 210 Y ¥ »40mg/5Smghit & #]
A5 7 A1 YK U 5mghifl
SD : fEiEfF7E, SE @ fEiERRE, Cl: X H
a) AT D RN IR il
b) p<0.0001
EIVE A SE B E 412 T40/ ASmg it & 7#1C3.7% (10/26961) . ASmg
HHFIC1.9% (5/26261) Tdh -7z, T40/AbmgFtA&HITxG-HED T
ZEWEZFEIMES $101.1% (3/26961) TH - 72,

17.1.2 ERNE DHERER
TV IH VY 40mg (T40mg) HH)TREERIRA 55 20 AR RE
L B 3140 & kG & L 7o I E 2L B MG IC B w»
T, T40/Abmglt &#) 13 T40mg# 1 H 1A, SRR G- L 7>
FEFE. T40/Abmglt &H NI T40mg LA M fe e 512l XT b5 7
TS A AN 1 R B OO0 7 A P K OV T I T B 3 C oA 78 7 B SR
R L7z, MRIIKRED LB TH 7220 2,

“EEBIR -8B O T 7 REHEA MU T

PAEWILE (mmHg) IEWILIE (mmHg)

TR TR

Spep |pvnae | BESHIE] mRE T HEE |
PIRCROR T| B | Suten e | PE | Gebes

(SD) T?Si%gﬁ E) | (SD) (;221)@ (SE)
(7 195%C] [ {195%C1]

TCRERE T40/A5| 9676 | 1349 14566 | 17.86

RtpiEE | US| (530) | 063) | (S ) (218) | (086) | (LU
GHRELL L M0 | 9657 | 54T |e41063]| 14477 | 651 |[9161354]
#E o [assE) | (6.05) | (062) | (1338) | (084) |

T40/A5 : FIVIHIV ¥ /7 2187 ¥ »40mg/5Smghit &)
T40 : 7V ¥ ) % »40mgHF]
SD @ KEdEfRZE, SE @ EdERRZE, CL: B H
a) T EATIC R D RN E
b) p<0.0001
BI{EH S8 & 413 T40/ ASmelid %1 T3.8% (6/156%1) . T40mg
HHITL3% (2/158%1) Td - 720 T40/Abmghl & #HI% G- HOFE
fERE. A, WE. BRESRIE. 595, b ) o 288000, bFEg
BB TN 06% (1/15661) TH -7z,

17.1.3 ERNE MHEEER
TIVIHIV Y 80mg (T80mg) HiFH| TREERYRA 75 720 ARE:
IR EHEIT40 2 R & L7 E AL EEHRILEERRIC B W»
T, TIPS /7210 Y ¥ »80mg/5Smg (T80/ASmg) M
AFIET0megx 1 H1E, MG L 724545, T80/ASmg
BLA 1 T8Omg HL A Mk AL G- 12 Jb~<C b T 7 g A A Bk o ) 0l
TR R ORI IS T RS TR B R BIE R R L7z, R
REDEBY) THo 7220,

CHEEWRG8HO I T 7 B ALILE T R

PLERMIME (mmHg) AT (mmHg)
. TRl . e
e e | X5 HIE I GHiE - -
R T | g | PUE g | e | BUE
[1195%CT] [ 195%C1]
TSCEAE | T80/A5] 98.03 143.70
wrevee | G | 603) | 2% | o1 | (3800 | 8% | g
gLt | T80 | 9846 - [70911.18]| 14431 549 [11.82,17.94]
HE | (s6) | (6.74) : (1452) |

T8O/A5 : FIVIH)IVF »/7 210 Y ¥ »80mg/5mglit & #l
T80 : 7V I H L% > 80mgH
SD : fEiHef 7, CI @ A5 HEX R
a) LTI D N T

17.1.4 ERNE MHHER
ARREVEE M BB 2256 2 f Gt & L /- A4 L — 5 5 M b i it Bk
IZBWT, T80/AbmgllA#I X 13 T40/Abmglt &% Z1H 1M, 8
BRI S L724 R, T80/ASmgRLAHI D ™ T 7 W EEAL HLFRIA
I T e 8 R ONMBUA 300 L T P 2 12 T40/ ASmg B & 41 % 1 [o] -
770 RERIZKREOLEBY) TH o722,

CEE RSSO N T 7 BRI T R

PRI ME (mmHg) IUEME  (mmHg)
&Xa) R i i‘a)
DO 1| . C Y3 B .
” Tl | g | SIS \EE | me | ST
(SD) | spaoypy | PEFSME | (op) | gy | WETHE
[ {195%CI] (7 f195%C1]
/5L | T8V/AS| 9011 13373
o |2)| 670 | 4B | 146 [ a059) | 5B | oy
RIERRE |T40/A5| 9065 | 5, |[0223141) 13449 | . . |[036464]
WELIERY | (1126) | (7.96) - (1361) |

T40/A5: 7V IF N5 » /7 28 Y ¥ »40mg/5Smeht &7
T8O/A5: 7V 3PN ¥ /7 513 ¥ »80me/5Smehil &7
SD @ e, CI: B M
a) BT EE D RN E
b) T40/A5mght & #)#% 5- CHLRRIFIME 2580mmHg £ (2 E 5 2 Ao 728
HERRE LT

17.1.5 EINFEIHEHR (ROAKRSHR)
ARREE I 2500 L, TIVIH sy v/ 7T aud Ui
EH E BEIYES L 2o T40/ASmglt & #0608 [ $5% 5 T R &) 5
DS N EIMERE I F O F FHkRS L. BIESEAN T %
LT B 1T T80/ ASmghlil 47 & w4k G- L 720 Z DG HmiH
Y IR G X B BEEREOWEESIEFED 5Nk o 72 T40
/AbmgEl & K ONT80/ Abmgll &7 % 6 5- S - B &1k (255
B) oG TE (56:8%) oMty ba— vERiE, JERY
87.8% (224/255%1) . WLHH#I92.5% (236/25561) (23 L7z T40/
ASmgt A #] TIEFEE R A5 D 720 12 T80/ ASmghit & #1 % 1
wHEG LomiE s (486)) o G-# TROIMEIX. T80/
ASmgit A HI A~ L 7z B A e PRI T ©7.26mmHg. X
MEMIME T861mmHg (WL h Figfi) TRL7-. 7o, BlE
FI DR &R L 7GR, DA 200 722,
BIE S E A3, T40/ASmgl A #1T1.9% (4/21161) . T80/
ASmgltAH#IT4.2% (2/48B1) T - 720 T40/AbSmgh & #I#% 5
HORMWERNIARALIED F10.9% (2/21161) . IMEMKT05% (1/
21161) . #89505% (1/211%1) <. T80/AbSmght &#I#% 5-# D El
PERNIE572.1% (1/4861) . TEIF2.1% (1/4861) TH o7z,



18. EERpEEIR
18.1 1EA#F
18.1.1 FILIHILE>

TIIHIVE R FICMEFEHOT >4 7 2T (A1)
5471 (AT ZHEEICBWT, EHMAEWE THHA-T &
FERAICHETIL . 2oMEDEETER 2 3#0%3 % 2 £12 X ) BEEE
HERBT 5, 7VIVVY L OATIZAEEMELS < (Ki=
37M) . ATISZERD SBESIHEEL v TV IV F V1310
~1000nM D EREFHF T, A-TIC X 24 Y 3 FRKEIREA O 11
IR DUG IR % . BRI IS E) & 5 & TR
#i 2 40~50%H0H1 9 % o F 7AEAREE 1200 BRICBVWTCLEER
MEPFEIIH 2R L. (EHIERNCH b, /20 799 F =0
SREEETHHACE (F=F—F1) I L CIIEHEBEL R
Lié& 7;»\,\26) -29)O
18.1.2 ZLOYECANVIVERE

MBI DS ERARLGYE S V> 7 WF X ¥ 3 IVICERRIIHEA L.
BN ~NDCa2 DA Z WA B 2 LI2 X Y, ISR KRS I
OB EMERE S, VDT AEFEHORBIIBETH
D, FiCTdh b. Tz, LHIFIERIEES <. MEEREDFRD
5TV 530 32)
18.2 BEIE{EA

FIVIVNY v HANWET LTI L HMH WIS X 1
HlzonwT, UWFo#HERH %,

HEET OMEESIIE HRFAES » ~ (SHR) #HWT. 1mg/kg
FNIYINE v Umg/kg7 20V IHIEREFRS- L. 5
HRERERICIEEZMZE L2 2 A, Img/kgT VI VY UK
Ubmg/kg7 L0 T ¥ /i, ZNENHEMPEG 2 X 0 FIEIME DS
#25mmHgC T L, (ZIZREAOMEMR TIER 2R L7z, KIZ,
Img/kg7 VI ¥ V% | bmg/kg7 20 V¥ VP TIHLESH
RIS 21T, BEICIMEZME Lze TV I LY v &
T AUYE YOS X B MEICHT AL, Bk S12
A MEETHERN (925mmHgDET) 12, AE 2 MEET
EM GR50mmHgDILT) DA 5417283,

19. B S BT 2 E{EEMAR
(FIVIHIE)
— I RE - 7TV 2L 8~ (Telmisartan)

bZ4 - 4- {[4-Methyl-6- (1-methyl-1H -benzimidazol-2-yl) -2-
propyl-1H -benzimidazol-1-yl] methyl} biphenyl-2-
carboxylic acid

53 F 3 0 CssHaoN4Oz

& 514.62

W R A ~ELOEREOR R TH L. FWITHETRT
v AT 7 =VIZHEFIZC L =8 7 — )b (995) |2
OTHEITIZL L, KIZIFEAEBIT RV, #REEIEE
DHEND,

[l S

(P LAY ELAYIVEE)
—fRIAFR T A0 Y E U NV )UERYE (Amlodipine Besilate)
1b544 @ 3-Ethyl 5-methyl (4RS) -2- [(2-aminoethoxy)
methyl] -4- (2-chlorophenyl) -6-methyl-14-
dihydropyridine-3,5-dicarboxylate

monobenzenesulfonate
47513 - CaoHasCIN20s5 - CeHeO3S
45F& © 567.05
BT R198C ()
PR B~ EAEORBEOR R TH L, AF ) —VITHE
FRd <, Ty =) (995) IZRREHEITIS L, K
BTIZ e A Y 7 — VR (1-100) (et 2R &
&b\O
fetis -
H
HsC | N | 0~ NH:
CH:
H3C/O ’

. O SO:H
o 1o - [:j/
_Cl
©/ OB FANE R

20. BBV EDEE
AR L CIILT 2 2 £ H L 0T, mil - i % T
BT BT L

22. B

(77 LOEAEEAP [NIG])
1008 [108¢ (PTP) x10]
(77 LOEAEBP [NIG])
100%¢ [10%8 (PTP) x10]
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