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2.7.1 £RAZ R OB 34T ROBE

2.7.1.1 FREUHSE

ATE T BRI FIB . invitro B R inviveo TORF S, A4 AT XA F YT 1 (BA).,
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BRBLTH KV, R, BBAXPIC, AEPLAREREE~BRTE LI CEREL
TR, EFHNY 722020 TEBLZE,

2713 2RBREE L TOBROLE & AfHT
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BARBRICHOWTORECES{ERNEZ, FABRMOBEROEBEWIEBA L GRIZE, =

OB T, BLTFTOZLEEBRBLT, —BNICEXRVUE (E27.147E HEE2S8) 2H

WTRREZENTHZ L,

o HURINGOCBRUEROERN, in vitro DB EUBA, £ LT BEIZET AFEMmICRIZT
BB OWTDT—F, HHRBRELR O OEDRS B F 30 8) 280ERSIC
DWW THEETRALE OER 21T 2 568, ERAIROEEM % 3 3 KipEhkk
(PK) BERZTWV, FEORBRE LTPKFEREL LN L2RERTHZ L, 25
L723BRIE, LI ui BE BEE L N3 b 00, —RRAIZIIEAIN S OB RS DK
HEFEMT 2 2 LI EAZHTTWRY, LaL, 20X 5 ARRITFHETHET S
T &, Fie, PK RERAZT CREAIMOBRUMELER T 5ITIBT Lo Thnz E
CHEETAZL, £ OBAI. A% (PD) RBRUIBKRRBRSSLEL 20 R
LoTi, EBICREMT—F b MEERAIERHD L LAY, ZThb0OREBRMN
EiEshi-Gae., CORBRTHBEROBYRBINCHEMTEHZ &,

o REOEHENEIRFOFAIVFITONT, BA&UBE%%Lﬂ#%ﬁ%@%@@@
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® HEAZHEDORANToWT BE HIZEE STl BA,
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FeF BHERICONTIR, B 2734 HITRTZ &,
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REFRBICEHNTEZ L, PD A Av—b—FAVERE (L) LERARIMET
A L72VY) ERARICARECERNLTLY, £z, MY LAETHOERZEY, 2hb
DOEFAOCT—Z2EHLTHL X,

2.7.2.4 %R RR

AT BEOCEROEERICEET MBI REROT - ¥ £ 55 dIicEil LR
BErTI L, ARFHERARRUGHORRT, F—F 3 PK. PD. &M, AT —4
LBMRT B TR D H B b DI, EOBRIRIFAL AT CEN TS L, PK, PD,
Ret, AR LTROSNAERENIIEZ DhAEEII VWL, AEBLRESZR
L7 bR E ORI RT Z &, BB EEN 2R LORBENRD bR
BIZ OV T, RIS T 2R VI8 274 10 HROEZSHOBE] TR L,
2B, AEOBMEEFLE SR 5.3.54 H 12 0MOBKRRBRMEE) W4T 52 LM
T& D, ‘

#11: SR

¥ RS RIS IS8R b ie # o3y BRI Z DA BRI oW T, S R B
D7 —FEARETENT AL, BEORERIGEFRT HILHOU 7 F Lot iRiic
DWTHE, REFRET 72750t (8 273 1) IKR#3 2 L, AWVWi=ofsE
BRICRAL, ZOMME (B B, SR, EEE. BES) CET2E8R2ENT
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T, FRERHTORMREROTNHBEREZMIZHTIZ L,

RN H AT (B ELISA ¥ic & 3 1gG. k) ofEEwic, HiksmE, flk
i, FLARRRGE, SEIMCET 7T -2 2ENTL 2 L, BERA. AR, £#5E.
BEHRE, 55, BACTAEL L OBRERNLEN TS Z &, REMIZFR LT
BEENDEEMCONTL, IBREOHE ARSI RIZTREBIZET 27— 2 247 L
EWNTHZE,

BEERATE A 5D 2 h LIVRVGREERM: & MBI A4 L, BT 5 2 L i3BIcEET
H5 (B HEOBFUIREDHEOREDFEL . PK OE{L, PD OE{L, FiED
B, AERRT 0T 4 — VORI, REFROERD COREHRBETLLEX ML

BHETSZ L), REFHCHNSNITRECH ¥ BB : HHK) RURSSh
T ERRCHT 2 REIC & DRI EISENREREOREIT X 0 A& U BERIci ik
BEEH# ST L,

#l 2 : BRI FE

PEAEXITIN U A VAEIZOW T TEERARS b ERFHT 2720 O invitro BERIL,
BERAADMEICET 2 RABRIELSEOF CEERMSE 5D 5, AUEREO—BL LT
DRSO MIZET 2 FiERE 2 20 BRRE ERERIT, $F 2.7.3 T TEEKMN
HEMEOME] RT &, LL, HASHENSESRTEHKRD in vitro RESZMHEDH
—VEETET SRR (TR DERIZ2FMERR & 3RO BKREV ORER) AHEI
AT &,

2725 1%

CERBHRT R HOTHNIE, PR EBETXEFICHAT S Z &, RERRIE,
FEOBRKI THE LTRAT 2228 TE 5,

F 2721 X PK IZoWTOEDHEEERARRICET 2FRPEELRET - D0H
BROFICdh %, PK/PD RER, AR —ISRER, © MEFRBHCRT 2 BT 5 RER,
AE 2L —3 g PKRABRICOWTS, AROREFERTE 2, ZORIXF 7 1V—FT
i REESBEREERRE E LD B ER T X EROBEF IR LEbOT
HB, THHORBRNLELNEHROERER, K, XZE, REAVTELLSMD LTS
FERTVBERREOVWTHEHERT2 2 2, flxiE, BEAXERVCRTRSFRENTVS
BAE, RERBRO—E&RTEOPFICAV LIRS Z LItk 5,

%®%®ﬁﬁ®%ﬁﬁﬂﬁﬁk%wfi%ﬁﬁTé%Ahm.uT®hﬁ%abé’k
AEBTLIIL, TALIEBERBIFIRTHY. FOBBRETTLERDANITEESNE
ET5I¢,

o b RAGKREE A fBERER AU ARRE B I oy — A, FHIRR) 7
n—7ERER, RBEER, COMROFERLFEERN T A —F (Bl Vmax, Km)

o b MEGEREE RV in viro DEYHEEERRR : FERRFEETIMOERS
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ETAHEEMDCETIRABRIONTI., Thb0FRICNL, BESKIELLE
CREMEEHDI L,

® KE=l—varyPKRER: RS- HER, JREBREOKRRUFEE,. Kty
A—FOEL, T GEEFE) PK T A —F ORKHEEE

2.7.3 BRERMEMEOEE ,

F2I3TETHESEZ LlcB T b, 5L, BEESBECEET 388130 L2
OERICEEDHTHL, KEBREHROEZ v a v L dIB46, 273 Bk, 273 RER
RESLERRTBI L,

2.7.3.1 HERRE TS

AT TIE, {84 O REEREICET 5 A% 540 Uiz B BB R UV OO RE
DEBEEZERT D2 L, ZhbORRITIIT B EEMITMORRIT, %274@Fﬁ
KAEZHEOHBE] THERTI L,

AL, BEMELZ BT 5 7o DICERE SN iR BRRO T A 2 BEl+s L n
LIfHDH I L, B LRIRBRICT, AERLRR, HBIMRR, RUEHMERER, &
A2 BEEEICBIT 28 DERBRRE EN B, BEALFIE, SRILFIE, REROR
W, HBHEEOBR, 7 0 AF—R—EReT v ABRBRPIETFA Y EOF A L,
run-in HIF OFRE, ZOMO= Y v F A2 b E Gk, ALY FRA B, B
- BREIFE. FENCHE LIRS ESOEELRRT YA VOB oW TEET B D L,
AIIBRRFMIEEREB N bOTH B0, WH, FEERT — & PHREERET — ¥
LB, AZMEICEEE T 2BREEARREBENICERN L TH LW, 272, KHEIZ
B ORBOFEMERR LRV E,

2732 A& OFRBEROERN
FREREMOFNEE R L (LIRS E2ENE L) 2ToRRE, BF. —Ex
—C%T L (3527368 %2 R) ., BEELRRIC OV CIIEAN 2R TN 52 &,
AL, RXPEDO LI IR bR L L, TSV LOBMRUVEERBROL LT
TR, RBRTFVA UBHUTHWAbDIRFELDTIERLTEL LVPH, Z05BE, BEM
EDRRDOE DB B Lo IRH L., RREOERICEERZARONITTR T2 &,
£, REMFM EEERFHRIZOVTIL, Y ORERRE SERE I BIEICIRE S
Nich, BEHEF—F & L0 X I ICRE L >V THET 5 2 &, b O,
BEREEOHWE (/7Y R) (ICHE3) MHHERLTHIW, £, KEHORBEE
MEE~BRTELILIHITEBLTEL, EFHY 2728003t T &,

HORECHERRT —F BPHFHIRICARBTEZNE I P EEMT A2 -DICER L
RRE, BRATY FRA  MERAWETY v PV 7R (ICHES 28 8) B+ 550
it AHCEDDZ & HBETHIE, 207V v PV FRBOERICOVT, SHNERR
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OB L RS IETS 5 2 CEH & b3 EOmO’E (] : PK RO PD 5
) EEITBRET BT L, BIHC L DA RIS 27332 1 [AHSMRBOR
FEOWEWE OBEFICR L, RETEROSIIE sHIZHMNT2 2 L,

2733 2XRBR2E L CORBEDLE: LT
FE2733E POV TS a3 TR, XE, B, REFTIZAW (8273618 {1&H%
W), YUREERROFIEEZ2BE ST 22TOTF—¥2ENTH2 L, ZOENICIE

- RRREREZRMNT TV ERE S BChrb ) < 2TO7T— ¥ DETBRPE LN

TWARTHIERZ T, o T, BETARBREIEWVIC FOBREEREZHITAS> 2 TR
PEIPOBET LI &, FPHRICETE7 —FMICERRARESRHIITE L. B
REEETIEREHELNC T &,

A BV A MECET DRAFERITETE ZBELH Y . — o Hx ORBFERO ik
ThHY., b3 OREERBRILO7T - 2D TH D, AR TX 2V
PRRETRE RIRREE S B8 S35 HITiRMAT AT L,

C EhIT, RAXERORE - HECHEZEMIT A% 272 HILEGEN57T—FS0H

BRMFRREZ R T Z e /AR ERDZT—F L LT HERT 2 ARKCIREHER. 16«
DBRBTBITLSHERE, BH2BEEMAICBT 2AREROLEE (MR, mileE. T
BE. IBEEOH S5BEF) | BE— RIS XISRE — KISER (PK/PD) TR EEN 5,

2.7.3.3.1 BB REM

ﬁﬁﬁ%ﬁﬁbtéf@ﬁﬁhkﬁéﬁﬁ%@kDﬁ%%%&@%@%ﬁﬁwﬁﬁé
T 5. B XNERIUTOLEY,

WREICBY BHEBOME (0 : R, BRI & amK. RIR B L,
R L3RR 7 A — FEIC 1 5 R SEF 0 LB DR,

Efe BHPIEOTALAR L 72 o T RERRRER & HIRE B N FRS N5 BHFLE
AL 0ER,

o BB LB L BEOK, TR GARMIE DS 5\ EHHIM R OREB B - K
BeRS) | 5o BRIz oV T O,

KR L VAR SEREHE L TR T2 EIXFRE Bbha,

2.7.3.3.2 2AFERBROER O LBGRH

HABEDOHERKT —F EFHMRITIMETE I E I LERNT A DIER L
RARE, BERAO= FRA U FERAWEZTY v 73R8k (ICHES 22R) 284 32EWN
W, ARIRCFEEHT 2 Z &, HERICR T 2 59T — # OJREWEIZ W TRE LR,
OEHTHIRIC 3BT 2 EMET — F OAEETTRICT A IFRLATICCERT 3, 260
BROEOARBIZY 727328 LTHIN,
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BRATIETRVRBRDEENLRA LS D, SO ME EH L L2 TORRO
RREZBEHLES T, = FBA v b, SHREE. RN, Sty Ak, WRE
M, REBETCEELRRT VSV LOZRRNLNTHATT S - L,

HBFOLEIL, 7T A4 <V —=2 RS v & LTEFICHRE LEERICE SRS b
FTITIZ &, L, 7A=Y —x> FHA M BRBIECEETRVIESPRIES
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BERATHS S, BENREENEER L Bbh 30 Thiid, #REICHIT 3R
FEEPRLTH LW, :
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AT7A P DOERIZBWT T 7 ERELIEREL OBCENRDONIBRE. 75 HR
BUTERABRE (AVE8) 280484 OBERTOR—R T 1 LVE L IBEIEDK
& &%, EANICERERT, bVELECHPRALEBRTRT D L, EEAESY
FI 3B D B AR, FISMEIISEBIE DR IC b 258, RREOEO S SHEER
CLHRITTRT I b, BRI, EANCER LS IS ORI LV EEL, FOR
EDOHRVEIL L RBROSTBEZ R LRILE R4 (ICHEI0 228]),

RRFVA VBETVBICbhhb b T RBERCEAIERED bh e, 7
DENERBUEETE D L, Fio, HERICERLE & Bbh s EE 2 RRE T LT
o,

AEFTFVAREMENTWBGE, TORTHRT e baljzE 3% X0y 0,
RRBICER I LONEARICT 2 2 &, RBRF VA DR BREROE N,
oDV IARETFHECENEFDR LT, RACEROBIMR VR YOS T 5
K3 THZL (ICHE9 22R), AZ7F Y v ADHECRRIC T 52680 308 1.
WE, FOBRESFE LTRETSZE E5HES353H),

2.7.3.3.3 ML 3RO LE

AE T, HEOBHFETICBIT 2FMEICET 24 ORROBERLIILEREEL
TOHWBERO T EZERNTHZ &, HOEMICTHERT 3 BT, dHRE 32 TOWMy
£, FiZ, BSShd2HRBRRHB0EAT, TETIHREDIEN—BLTED
MTWINEIPETRTILEDD, HBZT5 2L T, BRTCERPELIBLELTS
ﬁﬁﬁ@ﬂ??#%%&#ﬁ?%:kﬁ%ﬁéﬁéintﬁb‘:Bbtﬁﬁmmﬁﬁ%
HHTEERRLTRB<ZE (ICHEY), %7, 203 Likid, BEOHEE - IR DRI
EDHLDEELMT DD L O TIERL | BEORREMBT E L AV T THMEDOR
WMEMHRTEEODOEDTHRNIEREETD L,

A% ORBRICB T ZEFAEB TS TROBE, EEORBRY E L O THIETV. F3
PEICRET 2 EE e ADFEFFASE RN, MR, AR, FaicEDEIMET 3
NEH AEEER (F  BEEE, siiafk. S0HE. BHA%E, B, WE, £E) o
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THBT 522, 6K, —ROCBSINIER (F : BisE) CUREEROREE
RrbZEZ N5 ER. XERBOVHERRIC CTELEINLZERSELIETI L, B
FHEINEN BRSO RE R VBLIBE. DMNRCBT 2E8DEESIN LR TE L, §
fﬁifnt%’fﬁ?b:%ﬁﬁéhtb%A}i ZOHEELZH SAICHMA L, BERZ ZOHEICTHLTK
l,\

au

2.7.3.4 #IRRAY - AEICET 3 EERGFROBIT

AE T, FokiciT 3 AR RS PEE - REEGR (FE-nhiREEGRs
Fir), FLTHREEDBREUVREMBORBIRO - DITHEDNI-2TOEEOME L 4>
FRREZEHTI 2 L. ERERRDSOBETST— & 25 L. EYBERR, FKEK
REAR, B ERAR, A ERREEN L T AR KIS0 PRE - RISBEHE
AT DL, F2722 TETENY LEKDBIERER L BAOERBRIC W TR, 20ENE
By LERdEEd, 2RLANAEEZ AT HAEDREGLH 5,

THBOF— & ROMCHERS B - BREEMT TV SIS0 T ORI TR
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BZHONY S MRHETS b, BAER. REERELFMT 3 L 5 SHE S h = RBICiH$
'HHETDHZ L,

MEEIZ BT 27— % TBENEDEOHE] OFE 2735 ICENTAZ &,

2.74.5.8 HBIEEE R CEIRRIECHT 5 B e SR oS

Tk, BERES). 2 OMOREICES < BIEECEIRIREROE T, b oRs
LT RRAET —F R ERT B I L, TRICEESE =S ) S TRE SR BEY
BAEES (Bl IR RUHBDECEE-CERBMEENICRISTHE, HihilakE
TRHBRRBRBEEND,

2.7.4.6 TR%®ET —%

UHRERGHBBRIZBFER SN TV ERE, HFERAFETELIETOTRET —F (L2
EHHEEZURREUIRBREED 2F 0T L, EPLLMFERITE S HLEDT
bIv, BESKE LI SH 5 BFEE, BRE, BER, BERE, RS, BRE
MEHURSE I AR LR T2 o L, TLTC, BEREHEET I DIV FEsEHT
AT &, ADBHZENREOFMA HIE, THERTIE,

TR, BESNLLERRAEERERLLTELYH 2L, b L, EEREDHEFERD
AR TR TS b ORLNEE DD Z L,

HiRHE. fEx DWMAERA THRLNEWVIARIMRALERTIZ &,

2747 H&
ZEWTHRO 7= DO TORBIT OV T, BELERL, K. HHXEONEREMNT
BRRERMRICE L DB L,
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XENHRART L RDDTHNE, HRPREZBDCXFPEFBATEZ &, KRERRIE,
AEORBIZMHEE LTRATHZ LR TE B,

Wﬁ%%mTEP<o#W%T5ﬁ\ﬁ%ﬁ%vm,%h%ﬂm@%%\E%ﬁ%ﬁ&w
BEIGEE IS CTeEROERIAS, BH., SEE 22 RFTh5,

FB2TATHIZE D AROBE - PRI OVTIR AN A RS54 0082742118, % 2.74.22.3
HERUE 2143 HLBETAEZ L,

# 2.74.1 FH 1 BREBE R SHMHIRE

% 2742 WESHERBRIC B 5 HBRE O A [ REHE08E

K 2743 HELE7 TR RUCEEANBEERRICBIT 2 EFRBHER

% 2744 BRUEBEORRICHDT A EFLRAS

R 2.74.5 REFIOPILG] : 8o FRRER

% 2746 BEfl—8

215 BEIW | _

BRI CEI A LB X EFIRT2 2 L, EEIRIT. 2T —LE 5% 54
BT T5Z &, WY A MMk, 2R OFELZRLTRI L, ¥, at—%
AT LRV, ERcESERitczak3icLTBL DL,

2.7.6 Hx OBRBOE LD

ICHE3 HA FZA 2 (MRBROBBMEEZOMAE L AR Tk, BRRIEREEITITY

JTVAR BBE) 2EDHILEREL, £, FOBRLLIRENATNS,

AR, BERRBR—RER LA« ORBROMEL. B S HORRBEEORMIERF & B CIAE
FeR#Taz e,

VTR, RBIEIT—2ERL, 2 TofugchlERTA L, £, AERT
HSE (£¥2—5) OBRKRBRBREEDO—WRE LTHERTAZLICR>TD, BEiX
BHE 3 _—UUTTHIN, N SEELRROBAIESTH LY ] 10 22—,
BMEOEEOI-DHETHNIE, RPPHEMADZ L,
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#2711 RNAFTRASEYVTF 4 BRBROER

®EFE HEE REBER
B » (R # | (B/%) /3T A= 8 OFHEESD) & B R
& B2 HEBOH® RBOTHA W BRER ([ REF O I+ &% 7
) iR :
m vy kb |E® Cmax | Tmax | AUC' Cmin” | T12 | €01
w2 . g |0 |0 | melsh | @y | 0o
2 |200mg % & | R JEFERI. | 200mghE 20 (10/10) | =1 |1 | 217220 31
(B 1o0omg 3t B 3E |7 B A A — 2 | &p[7762] | REERE
W I R K | 200mg EE 27 (20-35)
B L T | XTER
BARER 200mg 5z 80£32 | 0.5 | 22319 2.9
7% 1 [19426]
195 R L ER | FFERVEES 200mgHE 30 (15/15) 83421 | 1 217420
(B%) o xx D BA |16 7B AA— |gn(19426] | EHEEESE
wistEse | BFEERS 32 (26-50)
HR
120430 | 2 350440
AUC": AUCpy X X AUCy

Cmin' : EEHERBROBE
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# 2712 InVire BHEBOER

EIARE : K, 37C

B
ol B ID/ & A & 5 A=y EHEEFE  (min) H & &
H B | NyFEE k3% B (%) f+ % B
1821 979-03 25mg B 7 EN | EH ; EE2CREERF) 2 10 20 30
' [E1#55X : 50rpm 42(32~49) 71(58~85) 99(96~100)
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# 2.7.2.1 EHEERB O

MEERE | MR ID/IY | RBoH | RBoy | HREE | HVPTI(E | 5 HRERORMBIBREN T A —5, FHUCY) Ry 2 RS
HEEE | »TES 3] WA BEBIT | BER, £ (f2HEERm) I
(=D THOERD | depaipa) B
BB HEERZE Cmax Tmax AUC T1/2 CL/kg Cmax | AUC
001 19B BH Xl | EBESL | Bk | HV EAX FIeH 45(18) | 20(30) 456 (24) | 425 0.05 1.16 1.16
CkE) SAyF0034 [T AT | s RAF| (B | (342040 | 100mg pg/mL hr pe*hrml | (30) (20} 1.01- | 1.03-
AT r Y | —s—2] 1H2ME - hr mL/min/ | 1.30 1.34
»DER L 7 8 kg .
EH X ToA 7 o7 152020 |21065 {swoen |4 0.04
100mg U ¥ l10mg | pg/ml hr pg*h/mL | (35) {22)
128 184H . hr mL/min/
7B 78 kg
001 19B vAZy |EERL | Beika | HV g A7 7 | FFER 12 25) L5(30) {60(37) 40 0.04 1.08 1.07
CRE) RAyF0034 | D viext | saxd | (Bukd | 84,204D) |V > 10mg pg/mL hr pg*he/ml | (33) (30) 0.92- | 0.92-
THEHK | — 1 — 184E fr mL/min/ | 1.24 1.18
DR %® A:1 ke
g A7 7 | EHX 13(20) |145(27) [64 (39 42 0.39
7 > 10mg | 100mg pg/ml | hr pe*hr/mL | (37) (34)
18 4@ 1B 2EH hr mL/min/
7 H TEM kg
002 19B2 FR X | rm A | Bk | BV Al X TSR 49(18) | 271(30) [470 (24) | 44 0.05 122 1.36
GEE) SNyF0035 | M4 B v | —»—F | (B 48 | (30,1945 | 60mg pg/mL hr pg*hr/ml | (30) 20 1.03- | 1.11-
AFTr | kERE 1H2E hr mL/min/ | 1.40 1.53
DR 5 5 A kg
HAX VAFI 60 (10) 22(30) |640(24) | 52 0.03
50mg 200mg - pg/mL hr pg*hr/ml | (30) (20)
1B 2H 182 hr mL/min/
5 B 5 AR kg

'Hv=12EEEE. P=AF
REERELGA LERREOE/ 77 R L A L RBEOMH
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#z 2731 BERMAFEDERUCZSERBR OB

BRED

7R

BB AR M HERM AR FHAL HEE, h# RBoBRN BEME =T RE A Bk A FhbT R
BE BHEW B pof:ok; o] HHRE 1§5 Bo FERo PR BN HA v b
B f . B5&K I (#5H)
nEGES BEFHE AR &N , _
R A ‘
PG-2476 1. 1994 4E 8 B MR Z AL HEK:Wmg | ADMLES 2724 4 38 27/23 BEERIE |4B%icsd
—EER &n % LR HINEH R
U.Antarctica 19984 8 A FITRE 1828 38(20-64) 90-100 Wik R #1 f
=T, 50/50 77 R IR 5 51 E o L— R
150-170 SALvinh
DELE
T 23721
PG-2666 4 9845 A &AL HERR BRI a5 34/30 4R, B 66/60 BESLE |4BERTI2
kER 100mg i [ & Eet TREMES 55(24-68) I A Bigc B
g om Y 200145 A FATEE tH2E ¥ 150-170 LM E
® I E L BIEETH FIEREWL AR TF 55 98 30
o 126/400 - 50-100 ED— x
mith & Jones -
CRO SA vk
i . oELE
R S0mg 30/28
#n
1820
BB : 25mg 34/32
&N
182H
28726
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# 2.7.3.2 ERHERBROHR
. 1[5 5 30 B Rk AR L JE o0 BT FHELS B :
HEBRES TEIRE BB ELR S ¥ ) B ES BRIz FHRA » F| O
TTER A—xz [ 208 408 |WBARCBTETTERE PiE - E#{L$* (FAS) A v b
) FA Y EZLelWwWikiREnEDOEL
PG-2678 | RRIRZE : 100mg & 11 3430 162/96 | 140/85 | 138/34 3 88
102
RELIS : S0mg #E D 30128 165/97 | 146/87 | 146187 4 78
12ME
R : 25mg #ED 34132 167/96 | 148/88 | 148/88 2 50
1626
BBRE : 1mgi&0 26120 16295 | 15393 | 15303 4 20
1828
77eR 2826 | 16607 | 1602 | 1591 30
CEREFHRETHIE,

3%




#£ 2.74.1

FHy1 BREGERECERGHFIRE

FHEAMA N= F—FFEE Y
&5 4 1 B #E S5 BEmg)

0<| 5B = <P EE= S0mg<$ 5 & A8 %

@ CToRER)

(E) 0<BER<Smg | S<HER=10mg | 1W0<HEERS
20mg 30mg 50mg

<=1

<PE =2

2 =4

A<M =12

12<#ifE =24

24<$ i) = 48

48<H ] = 96

96< Hif

&8
(ETOHED
%

BEEOTRE, HEEECEBEL VT, EMOREFERTAZ LN TE S, AT, FlE. . RENERE. SHE. #AE. thonEROLH LW ARREbYEID

ESWERLOHAY TN —F L i BUAREERTH B TE S,
AR mghg, mpm’ & LT, HAVEF— BB oANITRRPRECHALTERTIZLNTHRTHS,
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& 2.74.2

bhae AR IC B 1T S HBE O A 0 FR

F—H2fEEY A

&5

RERE

PAVA AN

L Sl

i (%)
T¥51E+SD
i B
Bt
<18
18~39
40~ 64
65~75
>75

5015
20-85

N%
N%
N%
N%
N%

N%
N%
N%
N%
N%

N%
N%
N%
N%
N%

4 31

=
Bl

N%
N%

N%
N%

N%
N%

PN

TIT A
BA
HA
Z Dfth

N%
N%
N%
N%

N%
N%
N%
N%

‘N%
N%
N%
N%

il O B X
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& 2.7.4.3
e L7 R RUEESBUEBRARICBITIIEEEREEAR

HRBRIE il b ExRIE 1 SEXTRREE 2
B/ EESR eREE 10mg 20mg 20mg 50mg 100mg
n=1685 n=968 n=717 n=425 n=653 n=334 n=546

— x2S ER

HEW 19(1%) 7(1%) 12(2%) 6(1%) 23(4%) 1(<1%) 3(1%)
D R

& SR 15(1%) 10(1%) 5(1%) 2(<1%) 7(1%) 6(2%) 12(2%)
HbERR

{EF
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# 2.7.4.4 :
BN LT:%EOD%&EC:B A EFERFERSE

BB DR\ R
R 95-0463 2B 96-0011 2% 97-0007 RER
0o sty - 98"01028
EREER e T T e SSTTIN EETvTe e _—
BRI X HEREE X 75 R FEREE X 75 R REREX | RBREY HERIEX .
60mg 30mg 60mg 60mg 100mg 60mg
1B2H 1 A2H 1H2H 1B2HE | 1B1MH 1 B2E
. N-104 N=102 N=100 N=500 N=495 N=200 N=200 N=800
— A 2B R
BFE N(%) N(%) N(%) N(%) N(%) N(%) N(%) N(%)
| N%) N(%) N(%) N(%) N(%) N(%) N(%) N(%)
DMER
SR E
e[
{BH
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& 2.74.5
HRERBIO P IEFS . B EMER
F—SFEHH A
R B ik BER DA F LR hubk & OF T
) — & BRI EIE

mp
)

BHR | B> AR BE | BB | €Ol
# 65 (DT ERT) | EH
HER | RREX N@%) [NCANER) | N) | NONGNG) | N%) | N%) | N%) N(%)

75 'R
HE | RBREX
AAA

B R IEA

B | RBEEX

BBB
EY Sl E 3

e | REBEX

ccc :
et BRBEC

£ R B
BE - AHTH»IEEDhSR, PLEF—Z5%BERBINZHHSAELTD I,

S IEFI LT, BBRINEBRBREZET LR R ETHS (BEEZPLELEHBEE, DOEVIEIRPTCHEFEE L %A,
EOIILEHEN TE Rho mRREXS D), _
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& 2746

Erhl—E&

ThE . BB -
F— X EEEID B

THER 1H HR

£y ¥ 3 1

BEID

Fiv (%)

il

RER (mg)

®EHF (8)

FEE

A%

fio D E FE PR G

SRR P

E

~F

RARBICBWTRAE LI, FAETREREDO KD 2 2RO ERIEN L1

THIETRTAEARICER TSI L, ETEFETHR, YSFRICETIRAXRMBOTESI OV 7 2552 &,

WEKH\Emiﬁﬁﬁt%ﬁﬁwﬁinfwémwﬁﬁ‘%iﬁ‘%ﬁ&ﬁ%ﬁ¢m%ibté1®%t,%5wm%ﬂﬁ5%¢
LT 530 B0BEMEANCRAELELSTOIETE, TCIZ30 B OBL2UMBILIBIZIET LA, EAREYEP, it30 HOoBE

HEPICERE L LAEFRCERT O CERERT L L, ZhOUADETHOBRELRFRICHY 55,

T ERECHBELZRESNIEBECHLTHLRBORERTT DI &,
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BSsH (2=Va2—58)
— BERBRHEE —
FX
NMEROBIEREEOBHREAFTICET I A RS54 (B3) IBRARINTHER,
ZOESE T ERBARBPFOHOEBEILELEER (CTD) I 5 RITHREE,
T DMERERT — & RUSEOBFICET 2882770 THE, Zhb CIDE
ﬂmmﬂu\ﬂ%$%§ﬁ@¢&&ﬁ%%ﬂlé¥ﬁ%@%ﬁ?é%@ﬁ%éy

ZDHA FZ7A T, BRABREESEOCERIZRTLOTHY , ARBRBOEDHIZY
DX S ERBRPERENDOPERTHO TR,
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B SE (EV=—N5) TR SERRRRBEE

51 Bk
52 BRAERBR—ER
53 R EEROBEERR
5.3.1 A ERBMEE
53.L1 RAFTRATEVT 4 (BA) RBHEE
53.1.2 bk BA SRR R OEMZEMRLSY (BE) RBRHREE
5.3.1.3 In Vitro-In Vivo O BHEERFT L - RBRREE
5.3.1.4 EMFER R OB FEN ST ERFREE
532 & MAEKBERE AV S BB ORI
53.2.1 MIFFAKLESRBRBLEE
53.2.2 U ECEDHEEERARRBRSE
53.23 o b FAEFEREE W RBREEE
5.3.3 ERAREEMEIRR (PK) HBRBEE _
5.3.3.1 BEEHREICEITS PK RUPHBESHRBRRLE
5332 BEITHIT D PK RUTESERBRREE
5333 FMERERZRN L PK RRHES
53.3.4 AEMER % #KET U PK RBRREE
5335 = lb—v 3 PKRBREEE
53.4 BRIRFE%¥E (PD) RBRREE
5.3.4.1 BEEHREICRIT S PD RAREU PK/PD HRBRHEE
5342 BEICTRIT S PD RER O PK/PD REAREGE
53.5 BOMERUESHRRBEE ,
53.5.1 BB 3EISAEIC T 5 iR ARG E
53.52 EXTRRRABRIREE
5.3.53 BEORBRAEME ST LIclgE
53.54 ZOMOBRKRRBRBEE
5.3.6 HR% O ARRICET 5 REE
53.7 BEF—F —EREERRR
5.4 ZEITHR
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EBSH (22— 5) RRITAEERBRBEE RUEHEEROEM 2 ES)

EAAL FTA ik, AREHEFAOMR L ZOFERDBTOB LY, 2B
ERERLOIT LD, BRRRRBREERCEEFRO—EORFIEHERT L LOT
HB, WEBOEFIE, TEIRBEMCI-THRHZZ L, FREBIT—DODOEDOHR
T L. B ENOSRAR. RMIERESPEOESBRT S 2 &, FitT2HmEE
XEERAZVEE I, (RN Ut TR EEE) SeEiiTa o,

51 Bk
HBRREEOCRREFER T L,

52 BERABR—KEE

ETORARBRE UBEEFRO—BERE2ERT 52 L R T L ORHART. B,
BIHARTA DRSS CTRTERBZEND Z LR B, TOMOFERIZ. FFEEN
HRLHET 3 602D TRV, HFE, TS S3RORINCHES &, B2k
FlEHERT 588, ~BEOEXICEOSEHETA L,

53 MBS ERUBEEE

53.1 EYRAFRBRLESE - A

BA RERIX. EERMOEPRONRHENSEE L RESHET 2 b0 THS, Lk
: BA BB X0 BE RBRIX, PK, PD. EBREERIXIZ in vitro DHBEHMS O FEAL b
2RV, BREXIRERS TERENS, RBROE-SHIIPK OFEMTHAA, B
FFIZ BA FREZGCLOTHIVE, TORRIE 531 HIZRMAL, § 5311 3E, §
5312 ETIRESIIESBRTI &,

53.L1 S ATRAZEY T4 (BA) BRBR#LEH
AED BARBRICIIUTORBRNE EN D,

® ENEERAN O DFHRLS ORBR UL EARAES, FIRFES I3 DA
2 XS EE AR AR & bl U7 A8

HRORRLBAIBITR T 5 AR
BEOFEICET R
53.1.2 k& BA BBRECGAEHEZEMRSEME (BE) RRBEE

AR 2R8RIT, AR HBHOEE L REZRE U RARE (5 : f25 5
F, SERIE AN THEBLTWE LD ETA, i BA XIZBERRIZEEND L
DELTRUTORBRHITENS,
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Aot BT 5B TRV b BA & T ERA & O ek
° E%%%Eﬁﬁéﬁﬁfﬁantﬁﬂ&ﬁﬁﬁﬁ%ﬁﬁwBHtﬁﬁkww@
A

o RLEHDER DA O HERER

5.3.1.3 In Vitro-In Vivo OREEZ R L-RBRHEE

In vivo & DEBEEZRET LT in vitro BREEZE., BAIZBTA2BEERBELAT in vito IBH
HRBRBHIIE, OB 5313 ERHRNT 22 L, Ay FORESR, Ny FOHEFNE
HIEF DT I AV e inviro BBHBEBRREEIL, CIDOEBIE (EV2—1-3) [REIZ
B4 230E) WRft+aZ &, '

53.14 AR CELERSFERNRESE

BB FEREBR UL in vitro BHRBR THWEEMERNOTTE, BFoirE.
BE. Bx ORBRPEEICHEHT AL, HH-2OFENEERBCTHVW O ES
i, FEBERUOFEOAR)F—a VBT 2HEEEE 53.14 BICEM L. @h@ﬁﬁ
BEBIBNTRENEZSATA2ZL,

532 b MEGRE AW EEYBREEORBRSLE

b hAEEEE ST, BRSO PR FiE 2 FHET 5 72 DI in vitro <2 ex vivo THWS
hick MCHET2EEE. Ak, B RUBERSEZBTRABTH S, flE LT,
AR R CRESEROFRMO DAV LA EE Y MEBERCnIEE B
ERFOTEDIZAVENDE " TATIERD D, HICEELR L O, FKipEEKg
ZEFL. AHERCERT 2B —EPREFER 2 BT 2 D0, ifI /o
V- AEOE MEFRECHE B, TOMmoRE (B BEEREAE) PRETSED
WCAERREHE VTR LR, BRRBRREEOMICEMNET, ERRRBRERE
EOWICHATH2 L (48 (FV2—-14)),

5.3.2.1 MR BESHRBRHBESE

Exvivo E B ERBROBEEL, AHERZBMAT L L, PKBI LB LNERAK
BT 7 —FiL, FIECHFHGTDHZ &,

53.2.2 FFMRBRCEDHEEERRBRBEE
iz A=t R O EERRBROREEIT. FRIEMNTAZ &,

5323 ok MEFREE AV ERBRBES
F OO A FFEEE AWERBOMEEIL, AHIZBHTHZ L,
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533 BARVBR (PK) RBEREH

REERRAY . BEICBY 5 PK HEOFEIL, REFERCHRBEORTS, Hi
RN L B WBOPH, BESNEAEOERDZEREMRT 5 LCEETH S, PK
RS, BCAMECREY (CRERER S 588 B, RN TED L 2EE
ERTOEEROICRNT 5 b0 TH Y, RBOFRE (BARER), AUC (R
BE), VTR T LTEMEABBINS bOTHE,

FS331HERVE S3I2EDOXNGZRERZ PKAROBEME LT, (NLEEPESER
UM B DIREFEIEIE ., (VA A IS ERGE IR I E P O R U S
MREORE, VELEPLROIKE FHE LIcEORUCRMMORESER—RHTH S,
PK FABRICIZ, #E#. B3R, R (B IHECHERR ~oRUSHAEISEND
BELHEN, TORMPIIE 5331 EHXIHE 5332 BICEIICRIT532 L, 2hb
DRRIZEY, BEHOPKHELAL TS L L bic, BEERE. BECKIT K
MECEERBY ORI - 5577 « 5 - SECBE T 3 BR324, w25
AR, RE (B . ARG R () BESEUIRAELAORE) L 9E
L7 PK OB L 2R LRI BETH Y . ERITE 5331 BXIIE 533218
WKiRfT 52 &, BREBRERLVAFICBITS PK 0RIEEEIL. THEIC L3R
TRz, e OEBFHIE W THINRT 22 &, AEBREF—F 22T ARSI BICE
BI_ERENERICETAICHES HA FFA4 - Tid, RARBZERICBITIRLZIE
MRIGE BT OFTER L LTHRMERNER & 4B EENERZ 5T TV, &Y
A RIA T, 2O DGR ENTARREERECARMER L BRT 5, =h
LIEMEEE () : i, ¥, A, FE, 8. KB BETEUROHEBMIETRL)
RUSEMEZER (F : EMBMAEER, 8F, WEROHKE) 12X 5 PK 0L {LOKE
ELTOEFRBEEOCEVWEFIMT 226155, 2 oRRME U EMER oRE
ZRF LCRBRBEEIL, BS5333BERUESIZLAEZEFNFNRENTHZ &,

R L3 N EREC HAENER PKORERICIN L, BESRRBR T W CABEY 7
EBEMT AR 2 L—a v PKETICL 2 Th, AR —PK—REEROEICBIT A
NEERUHNEEER OB 2R Z LN TES, K2 — 3 PKRERTH
WhNAEE, BEMPK BB THVW LN LD L RAEMICRE>THAED, =
o DORBRBEEITE 5335 EICilEMA+s0 L,

53.3.1 EREERE IR 5 PK RUMHZESERRME S : |
EFRBBRAE T BT 5 PK ROHIZFERROBE R, RHCHEAT 5L,

5332 BEICEY 5 PK ROTHEEHRREES
REIBEY 5 PR ROMMERERBROBESE, AERT 52 L,
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53.3.3 NE#EERZBH Uz PK RBRBEHE
NEMHZERZHBST L7 PK ABEREEL, FECEAHTDH L,

5334 S REERZ KR L PK RBRBREE
NEEER R Lz PK RBRREE L, KECRMNT B E,

5335 Fr'al—3 3 PK KBS
APHROVEEMFRZ SURERR COBBRBR Loy v I £S5 R a1
—3¥5 » PK RROBEEIL, AECHRMTBH T L,

5.3.4 BRREDSE (PD) HBREEH

ErCBITA2EESOPD EHERFTAZEETEMNLTARBROBEEIT. &R
EEfrT D2 &, L, IO, K7 —F ORBBEEM THHHAI
1. BS535TAREMNTA &,

ARE O GE 2 2RI, (ORISR ABREDRELBETI2NEETH EEXDL
NOEEFHRHE (EPFEN~—F—) KET88, QT 2BRIDEEBRHTS
EERE, QW ShABEEDE L EE LW FOhoBEICEEd5 PD RBERH |
D, REFHZR L ARV UMEREEY GHDRE & O ERWEFRICT-OVWTIL, i
EBELOHB L ATHY, PD BEIFHRIT. BERERERD 2 WL PK REE (JREr—
BOBRX i PK/PD :RER) BRI ARDIBEICETAERELIZBOND Z E8E N,

BEOICEBEINERBR OB LN 0TIV PK & PD /EH & oBf%IX, LiZL
IEEFAERHWCEM I, AERERBROT A L ORILE LT, BFiC, oI
BT 2EDREOENORELMNTZBH0LE LTRRENS,

AEHRRFAS, PD#RE, PK-PD #RRiT, BEHERER O SUIBEZSRICERmSL
BB, TRbORBRE, bDBSEZRRIT ) REUR UHHERRIALANLD Z
EHTED, REFERECER IR AL ORBREEIIN 534.1 1BIZ, BETH
Wi ST BRI SI4A2 BICRMATH I &,

BEIZBT S PD BRTHELNASEH PD, AERR, PK-PD BT A ERIZIE. F
AL IRA~—F— ] E) SHEFELEOSRT 4 v FERTZV RRA Vb

(B : R OB 1T 2R 2T A0 005D, APEIEMcESET ST
—Z ERMETHEALH S, Rk, PD RBRAHEELRZSHEREZEL LB H 5,
WZIZ, PD ABRD 5 LAIMERCR M EZTNT 2 b OB bhid, £ ORBITEHER
VELERRE 2L, ES534BTCRACESISHORMNT DL,
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A

MA1@%ﬁ&%ﬂ%ﬁéPDﬁﬁ&Uﬁﬂmﬁﬁﬁ%%

HEHREL R E Lz, 5EZ B L L2 PD RER, PK/PD RBRIT, AHEICERA
THEZE,

5342 BEITEBITS PD BB LV PK/PD RBRBEE
BAEExf& L Lo PDRB., PRK/PDREBRIT, AECHRMATHZ 2,

535 FHRUCReHRBREER

AIHIZIZ, BFREEERROFE, yéﬁk%¢éér®h%aﬁﬂ¢%%ﬁﬁ?ah
L, MBLERDOIX, BRIFEENERB LERBAAFETRL2HEECHY . BEES
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