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3. fARK - MK
3.1 #8RK
W74 FTIVIHIVEY 8| TIVITILY V8| TIVIYILY g
st 20mg 'b—7] |40mg b—7] | 80mg [F—"7]
15 o HRE IV (HE TIVH)V (HE 7V YL
BHEIRGS  |B 2 eeeeeeees QMG| &7 > eereeeenees AOMG| 47 > veevernnnees 80mg
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6. AERUHE
WHE., RAETIVITINY > &L T40mgw 1 H1ER D% 5
%, 7272L. 1020mgi: 535 % Btk L ik .
BB, ER - ERICK D EEERT 225, 1HEARSEI380mg
FTET D,

7. RERUVRARICEEY 5FE
FEEDH 2 BHEICRET 256, AR FRIZIALIE40mgE T
%. [9.3.22M]

8. EELEANEE

8.1 BEMEHICED LM, TV, AbDENHbobNDd T &N
HBHDOT, @IEE., HEHEOBERSGERZ M EIRZRIET 2
BICIIEBESI®E S &,

8.2 FIHI2ARFRNEHZ G LB W I ENEE LW, T oA T >
O ZBAREYIHER G T O BFEE B OTHpicL=o-7 >
F7 2 R OMEMERIC X 5 & ERIMEMT 2 29 maettn
H>,

8.3 ARz T > PAT 2 NSAREENHIEREGTITFA%ED
BERFEENSG LN EOMENH DD T, HHiEREZSE
W5 E, BEE /TS 2 &, [11. 1. 58 H]

9. BEDEREZETHEEICHT I EE

9.1 AHHE - BEREDHDEE

9.1.1 MAIMEESIREEDHZEENIABTBHIRREDH 5EE
BEEDRPDZERBRVWEHI NS EAZRE, T2 2 &,
B I35 B DR R BRI A B DR Iz & D A I BHhE 2 B L &
BE5BENNDH 5.

9.1.2 @AVYYAMEDNDESE
BREPDEERBRWEHINDGEZ2RE, FHIEHITS Z &,
EAY T AMEZIEEIESBEZNNDH 5,

F/=. BHRERE, O POV ARBROHRFEFICLOMENU
MMEDE L BORTWEETIE, MiEHY T AEIHEETS I &,

9.1.3 BMMEEEDHZEE

Eﬁ@%ﬁﬁ%mﬁxﬁéﬂ€E:L‘ﬁ%é%kéﬁéﬁ%mﬁ
5,

9.1. 4 BELREEREROESE
KHENSHRGZHGBL. BETHEIRBRLITO 2 &, 2k
MERKF2EITBENDD D, [11. 1. 450]

9.2 BEEESE

9.2.1 EELEBRE (IFEI/LT7F=(ES. Ong/dLLLEDIEE) D
HBEE
BHEEELI B BETNND 5,

9.2.2 MABHFDES
BHAENSGHKGZHIBL. BMETIHEEIRAITOIZE, 2H
RIFERTZEZTBENNH D, [11.1. 4, 13. 25H]

9.3 FHisEflEESE

9.3.1 BHOMIBO TENEENIEELHEZDOH 5EE
BELRNZ E, [2.3. 9.3. 28]



9.3.2 FTHeEREEHE
AFENEFICEHPICHER I ND 2D, FILITINLYC O IT 5
DABMETT B ENH B, £ SAEICBVLWTHEEREETA
F O M RENKIS~4. 5% LR T2 ENMEINTND, [7..
9.3.1, 16.6.2%M]

9.4 KJEREEH T 5E

9.4.1 {FIRT BATHEM D & B it
FRELTWAZEMEBEINT Y > OF T2 3 DA MR F L EH|
XE7 >ooF T U ZEERERAEFERL, RIS - FaEA
DHE (BAe, HE - i - BOERAE., BEE) NEDLH
EHIDHE SN TnaD.2,

AFOEEHIZHNE, REROFELEDLEE L TAFIKGONE

PEZEEICHRHF L. BELOERENBREE EE S EHE N

LPBICDOHRERETHIE, £ BEPMBRERBEAIITROE

BEHIEETSZ &, [9.58H]
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SRS L= 58103 BEBIcRE5E2TIET 5 &,

(2) ROFIHIZDWT, AFIEGHIBRICEZFICHHAT S Z &,
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IRIRRCARIE M LGS, RIS - BiERICEEE KT
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RALIBWZ ENEEL W, FWER (v b)) TAHAHRABIT
THIEMRESINTNWD, i BWER (5 blidar H©
EROFEER ORI OBAEICET 2358 D15me/kg/HEL LD
BB THAELROIAEAFROMEK T, 50mg/ke/ A 51T AL
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AFNZ, EELUTUGTEEE (UDP-Z)Vr/a /I kS AT 25—
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4% BRRAEAR - $ETB 15 WP - fEpRE T
s £ Mo dF 3 > B | EFERH
NERLEEDHE
NH B,
TV ARERERIR | M U A PEEEAY | ) v LR A
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ENDH B,
11.1.2 SAVUDALANE GEEARH)
11.1.3 BHEEEREE (HEAH)

afEEEEZELAFINREIN TN S,
11.1.4 Pavy EEAH). K@ BiELx 0.1

WR MR, EINRSN D S bNEA T, B ICEYREZ
752 &, [9.1.4. 9.2.2, 10. 28]
11.1.5 FHEEEREE. &E (BEERH)

AST. ALT. 7-GTPLAZDFHERENHSDOND I ENH S,

(8. 3]
11.1.6 {EM#E GEEARHR)

iR, ZERERE. Wi FOEZ. HEPHET. R EHEESN
bobhigEIcEFksE2hEL, EYRLEZTY 2. BRER
BWHOBRETHSDLNRT,
MLT 7F745F2— GEERY)

IR R, ) EAC T, MBEERESEMERE L TH S DND T ENH
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11.1.8 FIEMMR GEERH)

FEEL WMk, IR, BOEXER IR A S IR 2N S b
LIENHBOT. ZOLIRGEHIIHEGEHRIEL. BIBRERV
EAIOBEGEOBEY NEETD T &,



11.1.9 HEARRARIE (BHEEAHD)

A, I, CKES., mMikURFIAT7/OE > LR 2REE

T ORRBRMIEN D 5OND I ENHLHDT,
EBIHEGEPILL, #EURUEETD 2 &
11.2 Z0fDEIEA

ZDXIRIBEEITIE

F7z. HEANKOINE AN OIEER A K TEHFICHB N T, 40mglh =
(I TENVHD L IBHER) OFRGETHEILI LOBRED LN
HE5N., Coax CEDHEMMIFEEZE TH D Z EMNEHRSINTNS, FD
BeFE & U Ty /NEET OHILE RE D BN B OV ige~ D 737 D B Fi D
5MEZ5N5,9Y
16. 1.2 R{E®RS

A gt @ I ERERF I T IV I IV Y > 40mg. 80mg (1 7 IVAD
Z1H1E4HMERICKER DS (40mgHt : 1041 (Hik6. 22k
4). 80mg#hf - 1061 (BT, L2E3)) L& &, EHEIRETH D14
HEIZBT 2 migh RAEMAREE L, B 5%2~ AN TR 2R
L. UBHRAIIE T Uz, £72. AUC @-2an DL HEHIL 7= %M
Fi3, 40mg M U80mg#t 5 TENZFN1. 91+0. 53 % 11, 61+0. 62
CEHfE+S.D.) TH>7=.?

o b ” Cmax tmax AUC (0-24n)
#GR | B5H (ng/mL) (h) (ng - h/mD)
40mg 1HH 85. 78 +45. 25 4.0+1.6 1030. 164+598. 93
(n=10) 14HH 166. 51 +88. 49 3.4+1.0 1930. 61 £1155. 91
80mg 1HH 259.50+137. 14 2.9+1.2 2288. 28+956. 39
(n=10) 14HH 436. 62+219. 36 2.3+0.9 3203. 57+1710. 92
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13. BEKRS

13.1 fEK
AF|OEERA (640mg) 1TX D, KiMFEKR RS S D7z
LOWEND B,

13.2 &
AFNS MRS S N7, . AANZMEEITIC L > ThRES
s, [9.2. 221
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14.1 FERIRMFEOEE

1@;1PW@%@%%MHP>~bﬂ%ﬁ@&bf%%?é&ﬁ%ﬁ
5z &,

PTP> — R DRI LD, FNSIATSTBIEREEARIA L, B2

LB L CHERAASOBEEREGHEZHRT D ENH 5,

14.1.2 AFZBBIRAL THWSEHIL. BARBIRAT LS

HREHZADZE, AROEYBEIIRFORELZIT, 2ZIERHE
HLUESHAT, BBEESIOBMPEENE< LD ZENREIN
THO, BHEANKERT2BZNNDH 5, [16. 25:17]

16. EHBHEE

16.1 MR

16.1.1 BEERES
ARtk & i EEREICT IV IYILY > 20mg. 40mg. 80mg (1 7t
VED ZBBICHRERE DS Q0mgRE « 3141 (Bik22. «1t9).
40mgHE 1 2961 (B4E22, Zehh7). 8OmgRE : 3045 (BE1E18. it
12)) L2 ZOEMBREIINT A—FIIUFDOEBVTHo /2D

CEHE+S.D.)
14H H OCunax X AUC (-24n) & BLZHNTH T 725G, & FHEHEOH
M5 B otk O i3 40mg % 55 T1. 185 T00. 97, 80mg#% 5- T
L77TKRUL69TH D, BHEID B THWEBNED 51z,

16.1.3 RE2 L =377 —<aAFRT 1 U REH
HAANKRUOABANOHET—F THDHREaL— 3> T77y—<1a
FRT 4 7 AENORERNS., 707 T > A3tk 0 B T39% 5
<. WHEOBRBENBELD BEWI EARB I NGO

16. 1. 4 {EF=
HAANKOSE N OBEKRRBRICB T 2Ry BEE2 BT LR,
Cmax s CAUCIZ A 21380 541, 80mglA LD 5 EIZBVWTZD
EENEETH > 72,9 0.9

16. 1.5 EYFMRSHEHER

(FIVEHILE ged0mg Th—71)
FIVIHIY > 840mg [h—T7 ] EIHIVT 1 A$E40mg%, 7O
AF—=N—iEIZk v ZENnZTNE (FIVIYIVY &L T40mg) f#
BERR A 5B 12 e B[R 1 5 U Cafn 3% v R AL AR % e L.
BoN-HYENEE)NT A—4 (AUC. Cmar) 12DV TIO%(E HE X R
W CHEEHRT 217 > 7245 5. log (0. 80) ~log (1. 25) D#EIFNTH 1.
7] D AW R R Z PE AR S 47z, 1D

(ng/mL)
225 1
200 1t —o— I FI)VIPIVY 2 EEddmg [h—7 )
—— 2T 1 ZHEA0mg
175 FH{E+S.D., n=24
IfiL
L3
N
b=}
B
5% O (h)
HEINT A—F BEINT A—F
AUC (o-72n) Cinax tmax ti/2
(ng + h/mL) (ng/mL) (h) (h)
FIVIHILE b
40mg h—1) 1207674 132.5+£80.5 | 1.88+£0.94 | 21.47£7.13
2 NIVT 1 ZEE40mg 1283+740 149.2+89.5 1.57+0.95 | 20.13+£5. 62

R Crnax tmax AUC (0-24n) ti/2
8 (ng/mL) () (ng + h/mL) ()
(ﬁ():“;%) 33.84+17.37 | 6.9+6.2 | 424.65+232.25 | 24.0%11.0
(i(’:“%gg) 78.52+432.72 | 4.6+1.7 | 807.41+334.76 | 20.3+12.1
JSome | 36581425308 | 3.6+12 | 230454152285 | 20.9+10.6

(EfE+S. D.)

(CFHfE+S. D., n=24)
M HEHRRENE NCAUC, Cnax ¥ DN T A =213, #rE OFR, RO RIMEIEK -
IRE[E15% DR G IT & o THRIR D AIREMEA B B



(FIVEY LG e80mg T b—"7 1)

FTIVIHIE > 880mg [h—"7) &I AT 1+ X§E80mg%. 7 O
AF—=N—iRickvENTNIE (GIIVIYINEY > E L T80mg) fi
BERA B IR EERE D% U Tl sEh R ZE(LREE 2 HIE L.
BoNEKYFEEINS A—4 (AUC, Cmay) 12DV TI0%(EHE X %
W THEEHRIT 217 o 7245 5%, Tog (0. 80) ~log (1. 25) OHEIFANTH 0.
1D A E R ZE D TR S N e, 12

(ng/mL)
1800

—o— TV IYILE 2 §E80mg Th—17 )
—— 2T 1 Z§E80mg
FHE+S.D., n=47
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17. ERPRAEE

17.1 ARV ZLMECET S8

17.1.1 EBRNERRFRRER
FIVIHIY > HTRIIZDNWT, BlEEREZ NS E L TEE
U7zl — EERIEGRBORER. TV I TIVY > OF FAMENGE
W 517,20
/2, FIVIPILY hTRIIIZDNWT, —EHERELKRRZ SO
EINTENE L 2R IC BN T, AT DR S & 75> 724494
L EGRI N AL - AR OEHNICB DEERR SRR (41961
WBUTDEBD THo =2

0 T T > : Q-
0 12 24 36 48 60 72
B 5% O (h)
HENTA—S BENTA—F
AUC (o-72n) Cinax tmax ti/z
(ng - h/mL) (ng/mL) (h) (h)

TIVIYILE i 435045161 1021+724 1.16+0.96 |22.69+11.24
80mg h—17]

VT 4 A$E80mg | 46805797 11084889 0.97£0.52 | 22.56+£7.76

CE¥HE£S. D., n=47)

M A CNCAUC, Coax B D8 T A—F 1d, HiBE ORI, (KD R -

RS DA BR R 1T & > THAS 2 TTREMED B B

16. 2 WRIR

RN BT20612, FILVIYILY >40mg (B TRIVED 2 BiEkE
A5 Uiz & &, ZEERHESICHENBE%IE S Tl EE (Z2IEF
1.8+0. B[], £ 1 5.3+£1 4B L. Cuax57%. AUCHI32%(E
TULZ® [14. 1. 28]

16.3 9
v MOt b oIiEEA#EER. in vitro K Win vivo & H1299%
UETHo 9

16. 4 {3

R A BFSBNCUC-T IV I HIL Y 2 4A0mg Z 8 IRNE S L /- & &,
I 3 RS RE D8R LA EMSRA LA TH 0. EDITF IV O i
HGHRTHo72 GHEAT—%).19 [10. 2]

16.5 #Ett

TR ABTICTIVIYILEY 220, 40, 80mg 7% ZEiE s 12 BilalkE 4%
5 (BE6H) LiziE, REMAKIFEAERPICHHINT, #
%245 £ TOEHRABR PP RIT, WThoR5EICBNT
H0. 02%LL FTH o 72,10

fEBER A B 561 1UC-T )L X H)L & > 40mg 2 225 1T B [R5 11 4%
HLIEE, H55%1445 M £ TORURRED R K O b fa kit i
ZFNTNHO0. 55K N2 TH D, KNI NZTIVIHILY > DKRER
SrmsHE & U CE IRt S e, 1D

16.6 HEDEREFTHEE

16.6. 1 BikpelE=EEE

BXREREREE 2 0 O S R RF 1262, TIVI IV > 40mg (7
TIVHED) ZIALETHBRKERO#RS Lz & &, BHREP S T
661 (B4, LctE2), MmiEr L7 F = fEl 5~2. 9mg/dL) L&
B TR 661 (Bikd, Zcik2). miEr L7 F= 3. 0~4. Omg/
dL) & DORNTEMBEEENINT A—F DEIFBD SN ho7z. £
Too TEHBHEARE O i M EE R & H#E U T Crmax X CAUCIZ 13 B0
SN 72,10

16. 6.2 FTiLEEREERE

JFRs s B R #1205 (Child-Pugh2y$HA (84E) © 861, B(h4HE) : 4
i) 1TTFILIHILEY > 20mg e N120mgld) 2R O 5 U7- &=, il
BRI el U Cnaxld 4. 515 K U35 = <. AUCIE2. 515 R U2, 7158
Mol GHEAF—%).19 [9.3. 25:H]

) IFEEOH 5 BEICHET 2 HAORASRIZ1IH40mgTH 5.

16.8 Z0Dfth

(FIVEH LG gE20mg Th—71)

FIVIHIY 8E20mg [h—"7] 1, TIVIHILY > #40mg
[h—17 ZEAERAE LS, BHETNRSE MBI, &
PR RS E AT I Nz, 19

G (FREOBIE)
/384
PHIEARRE 280 PHIEARRE 2kR<

R R 1 ML 76. 8% (284/370) 82. 1% (284/346)

b 2 R S 65. 0% (13/20) 65. 0% (13/20)

HHIE (& 1L EAE 79. 3% (23/29) 85.2% (23/27)

&at 76. 4% (320/419) 81. 4% (320/393)
18. EESHEIE
18.1 et

FINIPINY EFEICMEER/GOT > oA 7> >0 (A-1) 4
171 (AT) ZRERICBNWT, AHNFEME TH HA-T EHEK
WZHEPIL. 2o INHRER 2T 5 2 LITk D BEMER %= R
92, TINIVIVY >OATIZEEREMEIZE < (Ki=3.70M).
ATIZBEAENSBHITHEEL 72, TIVIHILE 2 1310~1000nM D
PEEHE T, A-TICX DM S FRBIIRFEA O i 1 B Hhfz
%, BEEKENCE T ICBREIE E 2 &R K IUE 240 ~50%H1H] 3
%o EIEAKEEFI200BICBNTHEERMEEMH 2 =L, E
AR TH 2, £/, TIVF O NMBEETHHACE (F=
F—F ) ML TIEEEEE KT IR, 2.2
18.2 BEEER

FIIHINY B MESES TS v b AD1Img/kg D4 H R HHE#E
O#51CE D, HATOmmHgDMREMEMZ/RL. @iLE HARIE
v hAD0.3, 1. 3mg/kgD4HMEGEROKGICLD, ThEhn
B®KT23, 22, 38mmHgOMEFEEHEZRT, LT XV 2y
275w hA®O0.5, 1. 2mg/kg®21 HM#iEHZ 0K E5ICL D, FhE
NERART33, 57, 72mmHgDBEEEHAZRT, F£ETIVITBNT,
BERTHROUNT > RERIIZD S0, BlE k&S E S »
r A D1mg/kgD B [ERE %513, 218 EITh 72 0 A Bk E IR
MAERT, Lo - ToOF T2 RE2TNEIREZFT NI TLR
=7 AP LTH0. 3mg/kgD % #2570 5 H & 7B E/E A
ZR U, 1mg/kgD#E O 512 K 0 BEIEERTRERIFERET 2. 7B,
IEH IMEENIC R T DR IEERE TV, FIRBIR SIS o LT
HEDPEHAICEID T INVIHINY>OBREMEMAITERI N

2. 22), 24) ~31)

19. AR5 ICET SE{EZHIME

MEE
N—CHs

CH3

—% - TIVIHILY > (Telmisartan)

{b%:4 : 4 - {[4-Methyl-6- (1-methyl-1H -benzimidazol-2-yl)
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