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1. EEEBRRICE T3 PKPD BEBROER L By

1.1. BERBERIZ #1732 JEBEER PKIPD RRER DX

MHEROBRIIIE, LRATHHEREETH Y . ERMICIL, TORESICHT
% in vitro \CBITAMEEREERICRNT 3 LR TE B, T, BMRLRET
NEER LT in vivo IZBF 5HEIE® PK/PD OBeHX. £ OBRTRE R FET
TonanThiid, £ MBI 2HERORE - FEOREILAWIEEE S5 2
BrELZBNG, THABDI LT, £EEFOLOPENTHDHMDEL DEY L1
BAEsHEEREOSERTHE, Lo T, EEBE PKPD REBRELX, FTEO
BB T, BERBRBR~OFRAEORWERERTTED B2 b3,

1.1.1 BERRERIZHB TS RBiE - AERTOH FRERL '
 FEMRPRPK/PDRRBR T, ¥zh L 4HEIT 5 PRK/PD /N T A —F (AUCMIC, CradMIC,
T>MIC %) 2oL, BEDIRE/DLDITHER PKPD NI RA—FDF—
oy MEREHT S, BIERBRETCELNEZE FPK T—%, RIEHREBI -
DIZHER PKPD RTA—=FDF—F v MERORRKOTMHEEORBEEZSRL
RN EERAE - ARERET S, .

1.1.2. PK/PD JERSER AR RAFE DR~ D s .
B SN FEEEER PK/PD BB GER U L HRBREDE MNEBIFA PK 7 —F i
B, BR~OBEVAEESHF SN S, ‘ o

1.2. FHEMHHBIRG L5 , '
PK & MPC & MBEBERA & MHEE O HBEMFEZE D D PR/PD /37 A —F ORERA N
FIRE L 7R D,
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HBERARR B LN HEEBRERDRELEEOH B PRPD N7 A—F 2BEE X,
BYSERFICBIT 5. XV PROREFREREORSELFE (Bl - AR OmLK
HEETE?D,
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BHERRRIZED S PK N7 A—FEHLMZ L, BIERARBROBREN TR S
N3 PK N7 A—F OEMEEBEHT D, ZOREEECERCRT 3EEARRE
BFIET& 3 Mk - BEORZFHNEHNTREL 23,
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21.1. @HHEY
4~8 18 ICR%E <UA

212. FAE
vy uRRT 7 L REBYR4 BHT 150mg/kg R UMY 1 ARIIC 100me/ke % Zh T
NEEARS L, BARROREBRERESE D,
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R H S U OBIRT 5,
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KBRS SIS BERE S i R A R 2 R T,
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DEF—5Fy MEE LT, UTOMEEZRKT S,
Static effect 248572 PK/PD /35 A —FZ D& —4 v ME
HRER B ER ORI BB SUIBRES) OEEZEREEL, BK 24
R I3 1 B B A TR B AR OB % PKPD RTA—F D¥
—4 v ME%E. Sigmoid En BT NVEZBWTERT S,
BHEOZRICMER PK/PD RT A —FDF—F v ME
Sigmoid Epey B2 &, BRI D 1/10 (1 log kill) i 17100 (2 log
kill) 12725 DIMER PK-PD RT7 A —FDF—7 v MEZEHT 5,
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. FEREO F /) 1 K3 ¢ ciprofloxacin _(levoﬂoxacinw)
. <7 uFA FHRE : clarithromycin
. RS54 FHRE : (telithromycin™)
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e U asFEA FFRE : vancomyein
. AFY YY) FRIK  linezolid
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223. PKIPDNRSA—ARUVEFDZ—Fv MEEZERHT3ICHI-->TOEBER
invitro R QR invivo BRER OB B E 2. HREEOREZ R TIoEORE
HZETE - BROTE T, PK/PD T A —F &RET L. SEEIC X 3 RYYE
WX AIEEDRE2THT 3, B - BRIC X > T—EDEL (static effect,

I log-kill, 2 logkill %) %%&2 DITHBERPKPD RFA—FDF—F v M
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FEEZHT A0, AI—HCMICREZEEEERL TREEZRD S,
MIC ZEAIRER (1.25 fm%) THIE L TEBME R M/ T3, HREKREE
BT EORIEE L5 I LITIXBERD B,

BRI ET 5 PK/PD YT 7! ZERIT IR, RERLEEEESE
NENES SROBERANS, ThOEBOBESREEL BN L
T, BENEICEECIEDS PKPDNF A—F2 FHALNIT B, REEDK
- BRBOEECHELESbERDIRNE £ PK/PD T A —FBOHENRE
B0, WEHRELRD L<AEET S PKPD X7 A —F R TE 20EE
NWARBBILIEETS, ZREORSEECEERZICLVBEDRL
PK/PD /35 A —# OHBERFTA T L1E, b b TIRITLRWED, FEBREK
HRBETORNBERLRD,
ERSRIZEE T2 PK-PD X7 A —F i1, BEEETIRALELLNS,

3. JEEE PK/IPD BBEICMT 298 ORE

3.1. JEEEER PK/PD BRO 5t 0RIE

BEERCOEDEZ TR L., BRRAYE - AEOREICHAEE/AR PKPD X7 A —F %
CBELMET BT LA, K PK/PD RBROFERBN TH 5. FRARBRICENT
R biie PKPD /37 A—F DX —F v MEDBER~DOIMEMEL, BiFk TD PK/PD
R OERDEREIC L > TRIEENE D TH B, 20X RIEEREBEERD
FEBAME L, ERKBER T Sh A SSAEREOL2 5T, MORRMERICHE
BLEBREELLND, 5. ﬁ%rkﬁéfme%ﬁéim?é LizEoT,
I ORBERRSEREND Z LAHF SRS, '

BB, IO FIAL U EASE, FRAROBTEC L IEETHIL, RBZIK
SHk LI e FAOMICIEEOREEF R TE 3FMETT VOMRE bR T 5,



PK/IPD BRERH A K51 >

1. PKIPD 2T OB & B Y
FEBRIR THIRE(L S/ HEZED PK/PD i3, MIERORRRRZ SBRIIIT D 2
WWERTE 3, BERBRICBWTPK/PD BT ERT 52 L OREIT. FFEKLUEE
FHEEORE - AEZRZENIERETHZLEHY, UTOXL5RBEEREZDL
nd, -
1.1. BEEEBICE IV A% - RROKE
- HEROFESEL PRPD KBTS BEATON. b MBI 2HEED A - A
EPRETZ LT BPETNVICRBITS PK-PD RFA—FRBEDZ—5 y MER
BEIRDBIENTINTE R, #E, BRHCRESN-HERAEZANT, B
LITERE TR RV, BETHVW 2 - ﬁ%i%ﬂtﬁbf%trﬁs Stk
i3, LFOLIRAT o7 RNEZLND,
- FEFRAR PK/PD SABRTEE%h L #8855 PK/PD 1\77! & OFEFH (AUCMIC,
Coa/MIC, T>MIC %) ZHLMICL, METAESHEDRLEDLIDITHE
72 PK/IPD NFA—2@F—4Fy MEZREWE, ZEIMRARRTELONAE
PK 75— & RURIER & T2 EREOBZES (MIC 476 . S bi. BEFNHE
%(H+%£%)@Fﬁ%ﬂ%fé Lizky, BUHERBREEOLDOH
% BEERET S,
FEEEERRBRICESL PR/PD RT A—F, F0F—F v M, RU't +d PK
F—F FEE X CEYICHE SN H THEFRRICBWT PK/PDﬁ@?B?za’:mx
Bk - FEORUYMEZHRT 5, .
IR - BEZAVWERIENRER (BIHARRS) KBV T, %
M R HERT 5, '
EMARRBRICRBWTY, BEMEYWERE (Population pharmacokinetics : PPK)
TS ERWT, SEER2FTHARFICBT 2EULEE - BECETS
BHEED, .
BIYERRFERICHGR /2 PKPD T2 BT 2 Lic kv, Bk - BEDER
HEHELEBERET, :
(&]
JEFEER PK/PD SRER T, SEO R - ARICBIT A EKOTF — 4 R Lh
B2 &5 Sigmoid Ena BT A E B WL Y, FESh L4885 5 PK/PD %
S A—FDOEERCY —Fy MEOHEERARETH D, LHrLERNE, BE
BT 3 PK/PD OBFHIBWTIE, 1~3 BEREOCRE - HERBEZIND
7=, FEEREE PK/PD RBRD X5 72 Sigmoid Enax TT7 NV E AW BT E T 5
ILIIRETH D, Wi, I3 EERELDRVALE - AETORKICRBITS
PK/PD #HHZBW TR, E5h & F8E85° 2 PRK/PD X7 A — ¥ ORBEEHEET S Z
LIXEEETH B Z LD, FEERER PK/PD REBROEREAVWTHET - L &
#45,



1.2 ﬁﬂi!ﬂ&@iﬁﬂ:
FERFABRIZ 1T 5 PK/PD BT R U ZE Z ! B:néé&n,% i, LTFOREBNT,
BRARREBROBRLICET 2 FRARFERERETEIbDOLE LMD,

' FENARRBORIIFEEDOR L

ERA 0 BRRRBR R OHEEFA

AR RBREOEIE/

ERERBEZEEA R o A4

1.3. BERMEEICE T2 BEER

BERFERICBWTH., BOREARICHT2RBZHEOETICL Y, HHE0ET
R DORBEIE LRV X2 L 2y, BLERFEE 2BV T b PK/PD (ZBHE
TEF—FRERTAIILICLY., LVRMRHE  REERTB LR TE
B, £, HERGRICRBIT AL - AREORBRNL. A7 A I NI DA
MZbERATHS, '

1.4. WIEROHBRBERVEIEFROER

PK/PD DRREHIEZMER T T < TR o MBS & CRWER OERIC BT
HEETREEELRFEECTHD, LR o T, HHEICET 2 PK-PD ORSHIEE
Th DN, WHEEOHERME. RCRIFRERICEET 5 PK/PD DRETHER L TH
% BEERETDHZ eyb@%@“@%é

2. BRHE - ®EFX

AECIE, HHEEORBRNZERER L BERBRERO LD DERL BN
D h, BEICBITS PKPD 25T 5 L ¢, FEEER PK/PD RERBGEOFIA, BRR
WBIT5 PKPD 2T 2D 0RRHBECRREENEFOEREAZEICLOWT
T 3.

MEEORSIL, BELOFTH PK/PD HENEATHLERTH Y, HIEED
BEMEL PK/PD S5 A —F & OFEBEMRMLN TV, FIRFEETH-oTH, b
FPK &2 2b— b L7 in vitro TN, B % AV in vive BRET VEF]
ATBZ LItk PKPD /ST A—# L ASEOBUROHB A TR TH S,

PK/PD /X5 A—Z D& =47y MEDEBIZBWTIX, b b TO PK FRBMER
FRTH B,

iz, RMREL ﬁ%@lﬂ%ﬂ%%zétt A3k, RBRAEMLITRIT AR BEEORE
BV Z EREE LV, BERRICBOCIIAIERE2EANE L, LRoEY
BECRELTVWS, REROKHEI X - Tk, KT - BBNICIT 2 EREs
BIELTRIZILEbFAERIBEND D,

MERIIBEELZHRE LTEY, H#RE~OMEBMERE L. 77 ERPER
BERELCABRGRROERIIRETHS, Lich-T, HERSHEZERIZ

10



BT A LMRELY, Tt L., PK/PD KEETARBRT — 7 2R AMICHE
TAHIEILEY, BENICRHE  AROEBLEHLZ LR TE S,

PK/PD #47ICIZ. EW0EMEL DBER HH & T2 T &, Z2tEL DEELZ H
BT RETREZONDIN, BITASEAOCERR VL, MELBWTERSZ L
B—BHTh 5, FBATHREROREV I OW T, RBEEHEE XIFTETE

C EITHETALERD B,

B R CEHERIZEB T 3 PK/PD SIrlz W Tk, BEE CIRTORER 4T

2, A%, BREBEBLTOISBERD B,

2.1. PKIPD - H112% I HRROB/ T

C FHRAEDRSTE MR L THD TRETIRRIL. B, RELSEEINERL
L. PK RURAE (BEN) 2HERTAZL2ARL TS, B2 EYEERE
W L 0 R A SR AR I AT b, PR BT A ERAEREIE A Z LN TE
B, ZITRLRLEIREGRETF -7 2EIC, YERSDE MBI B EARRNL
PK EFAVEBETI LR TEBZBENEN, ZOL 5% PK ET AL, BIEICE
M HBEERGE LBRRRRIZIT 5 PPK AT T ORI FHE O R T

FEW 1T D L OB CHEEREREHRLE 25,

L EBERHEM G/ HEEEL D) 2D TREEOEND b OMERE R I
TEELNCTD DL, B EAEORMICERRREAND B,

Ee, BREBOPNFEFEIZB T, ZOBRBORBRICI\OCREERR Y KHER
AEZBRSTT22 2L 0. MTD (Maximum Tolerable Dose : Z XTHHE) #RKd 3B
b EEEL 25, B IERBRICEIT S PKFRIL, BWEARRL PK A7 4—F0
B4R 2B b AT T B RS0, PK/PD /8T A— 2 LEEZRE - BAREZHOACTIR
WWBWT, EARBHREELDFEERD S, ‘

2.2, EIHEBRIZH TS PKIPD 847

Z OEBEORRRABRD BRI, éiﬁ%ﬁm%mifﬁﬁ%ﬁkm%T_&bmﬁﬂfmﬂa
BAERERITHSZLTHY, FHIE LT, BHROEEOAE - AEZAVWERGE2E
K32 0ERHB,

JEEEER PK/PD RERIZEVT, EE L HEET % PKPD RF A—F 2B LNICL, 1A
FRNREPELDITMNER PK/PD NG A—FDF—Fy MEZEMT S, E1HER
BRTELNDZE FPKT—# &, MEB LT IHEBOBRSIBERDEZSZME (MIC) H b
PK/PD 75 A —F DF—Fy MEXB LN B BEZZEIRL, %Mﬁﬁisﬁ%ﬁﬁ@'
e DR - BEREORIIIZE LTS,

Rz, ThbDBNRRBERND, BEITBITS PKPD AT A—FDF—Fy
MEDOHEZ TV B - BROZYHIZOWTHEEIT S, MICEE LTk, MICy
BERAVWSZ LHRENTH B, HEITE C.MIC fHLICBW TR 2 AR Tkl
MOAVEBEBREEFITOIZELERATHA,

BUEORAE. KB (B RBRIThEY %n»’c‘h@ﬁ%ﬁo)ﬂcﬁﬁzsﬂf;
%, Atk BEORBRE TR, BE—0RBIZBWTHRERREY £ 0ERMZHFL TT

11



ST EPRBROBELRDL LTEETH D, BEROEEICHT 2B EZHRIE Lz
FREZ1T 5 BA1. PRBRYMES, WM  OEFIBER LLTWEAEZHRIC
HBREERTIZENEELY,

BEHD PK /N7 A—F OHEITIL, PPREETICK Y PKETNVERBETIZ L BE
BATH5B, PPKEITIC L AWEFEIZOWTIL, BV FIA 3BT 3,

2.3. EMERRICH TS PK/PD &

2.3.1. HEEEERER _ :
I OBEMOBRARETIZ. FENHERERICIT 5L - AERFIZHEWT PK/PD S

FA—ZOEYRE—T v MERBONILRE - AREZAVWTITON S, TOH

e HER L OEBCRETAEETH, PKPD /7 A — & OREEB 252175 C

WS ZEREE LY, EL, SR TEERERIZBVWT PK/PD T2 ERET 554

i, BRRBROSHRELH#ERTILOOENLRFENRKETH B,

2.3.2. REEREERLI OBEKRAR

s AEBRR-C B ERARRER T, 3R IES O B— o F|IKIcE 1T 5 PK/PD
T A —FOBRFPITONE, FhiTH LT, ZOBETE., TOMOEEIZEY
TH PK/PD /37 A—F Ot b, A AEORECETIERTEX LT ST
BEMERH D FIEERIR Y 2 < OEFITBWT.PK/PD N5 A —Z REHTEL L5,
MyEHBEAER BMEDFORELBUNTITOIRETH S, :

7235, PPK fEHTIE, T OBRBECROTE, BECRT 2BEEEROMAT, FE
DOBERZFROBEEAICBT 2R - ARREFIFRTHD,

24 BEODEEEHOBRERAEHR L LT PK/PD S

R, EEE, BREETRE, FREETEE, REEREEMETLTNS
BESDEEDERZB > BEEA D PK iR % IV /- PK/PD fBHFIL. YmEa
FiCR ) AR - AR RT ECEERERL 25, FETHENE LS,
M AR 1T DT I, HERE 1 Y75 ) O nE R DT TRe L, WEER
R &< OBEEAOEFEREBIZLBEETH D,

/NRESERSRERIC IS B PK/PD ORFHZ DWW TIL AN A Fo A v 5Bk 3,

3. PKIPD T— 2 A& - MESE
3.1. PKIPD F—4 IR OB E R
RHEEOBRBRRICBW T, — BB, REESNZWTFROME - ARy
THEWOESERYFTE A CRERBRERINS Z L2 b, FHFI%Ick
B LESBIE AL RN —F Lib, ¥, B BROBENSPRNI LMD,
PK /T X —FZ OEBFEANKE L RWARBERSH D, T HIZ. PK/PD FFICB
TiE, B4 OBEFIZRWT, EPRE (—RAOIIILPEDRE) | FREORE
MR RE TS5 MIC RURE (AEMFRZR. BRZR) O3 BEOT
12



— A RHo TWBLENRURETHD, X bIT, EERT—FEAFTHEDITHRE
OBRBE, BEOREMEEZBR L EWEFESICVERETILERD S,

FEPR T — & % W= PK/PD SEATIZ B W T, L TICRR 2T F 222113
ZEBERATHS,

3.2. EVFhAYEAL—Ya 0 DER _ _

FERABRIZBITAPKPD 7V TRV R a2 b— a3 Uik, BERBR ORI
BELTAEDIEERATHD, BEBICIE, BEEFCRIT A PPK AT A—FR
BEEEOBRSZ WA (MIC 45%) F—2 2 AVEELTFIARY S 2 b—gvie
XU, PKPD RFRA—F DX —Fy MERRTAHHEDRELHEE L, SE2A
% - ABEHET B, .

e, BRRBERICBIT S5 PKPD RF A —FDF—5 v MEDHEIZOWTIE, Bl
FoFEEZRAVWAZLRERATHS,

3.3. BEMAXDME (PPK) BT RS XHE

BEPHERL LEERRBR T FRENLEEFA v FOMPEYBRET—F %
BB LIXEETH DM, PPKBITRONSA EOFEEZ VB LI LY., R
 F AN ORMEBSIBED R TS UHEREDOPK 7 A—F EHEL,

M EREEEY L I 2L —a v TR e RNERTHD, NN PPK 7%
BETA-0IC, B1HARRICEBVTEES e MBI 3ERNR PK 7 VE
BEC LT, BORROBEEHLH CDHET & TH5, |

¥ . PPK T 2R L LEFM B EHETABSICBNTH. BEE, &5 (R
HREOBSEIRESBARUKTRY) |, BRI ECLFEDREEOLZTORER
B THDTEROHDERE RSB D, U—7 — b, RAERZEZERL, Th
BEIFREICEG T EPBEDTEETH A,

3.4. PKIPD & —4'y FMEDNE ‘

(1) BERBRIZEWTEHBREN OB/ OLNEEEBEITHET S MIC BT PK /17 £
— & (i FEYBRE) F AV T S HBREITEBIT 5 PK/PD X7 A —& (AUC/MIC,
Cmad/MIC, T>MIC &) ZEHT 5, ‘

(2) (VTHEDLNIPKPD T A —F L ENE GREVERDRIIBERDR) &
DERICOVTRM L, ¥y MEZEET S, ThE—Fy MEOETES
B& LTIE, Range Z &I L% PK/PD NT A —% L AR L OBUE, D
sy MEZBEET HHE. Xk PKPD 5 A — % L BRADRRUEH
WA L OEMEN S, F—Fy MEZRETHAFERPREEINTE Y, BEM
CEREDHEF—Fy MEL LTHENIZCEZ LS T WD 2B TD L L
VW, B, HEHOFEEAVWTI LA RS VR REL, 5y MEOEE
#1795 FFk L LT, CART (Classification and Regression Tree : 2 EF R4y E1%:)

13



=° Logistic regression f#HT (M P27 1 v 7 EIRHHT) BHESHLTWHA,
BN —Fy bfﬁ?ﬁgﬁﬁﬁiﬁ/ﬂiii@"‘é’l’(“%%ﬁ‘f\ TDEESEIZLTH LV,

35. AVROBEE (EEETHERRE)

— IR, M¥EF L 8r (FE, METAT I R o BEE S L RT) LEAL
TWEWHEEREDEZRBETILEZLDNTWVWADT, FUr I BREZERL
Tr IERE AT E % VT PK/PD 235 A —F 1 (fAUCMIC, fCra/MIC, fT>MIC
&) RBHL BT LBLEETH D,

3.6. E¥ET
36.1. BEXBIORF

PK/PD BT TERT_ERBF L LT, BRERERAL, . BEEOHEEBET. M
Ik AATEMRROET, AR GFCHER) BBRAD PK E BB Z LERETL
na, £, HAER, BHEETHEREREALLEBLTEW ERFRIENDE
A, MBAFRPAT uf FEIOHREIC L Y REMEMREBATFRISNAEEE. B
ERNENHFTEZ D PKPD NI A—FDF—Fy MEBKEL RBZ ERHEES
na,

3.6.2. HERIOETF

EEE EAEEE 0MSEbY (BEF. Post-antibiotic effect (PAE) ) | A
A7 4 VATBREC LY BESREVEEFTE B PKPD RF A — 4D ¥ —F v ME
WEET SRR D 5, ke MRNFEE CIENNBEAICR T 2 RpREL .
A IR EE E DBREBET ASERLE X b3, |

3.7. MBEREOREDT—2 OB
BEEE RO BE O PR/PD STIE, BEZIRIZMZ T, BEE I & OMEHFERN
PR THLBET 5,

3.8. MWD PK/PD RN B O NS OMRIESE

HEAMITIE, FRBTHE LN PKPD FTORRIL, RBRZLOREFL LT,
FRENEL DD ZEREE LW, HEO PK/PD REEZERE LGS, IRBEE
. Fo%E (KA. FREE. BEES) BERNEPKPD R A—FDF—F v b
“ﬁ%m BLEIRALZEBLRV., T, BHOBEE S TERORBRRERR
BENBEIL, HFEMIFEEREL, TLHBZLHHFRATHIHE, IREEOR
ﬁ%ﬁﬁﬁﬁ%ﬁ&ﬁA?é%Am BHEMATATFIEETH 5 & T 3R LRI, T
b, U - SRR R DRI, FEECEER OB E L W TRT S
LREETHD,

14



4. FEEDSA 7B INIR—T A MoBIF5 PKIPD OB - ERA®
4.1. BAROEBES

REFIZ TS PKPD OREL, Bl - AROZYUMZHERT AN T, Bx
DIEFIC BT 2EDRE (RS oMEE LS LADE (BERDE  HEY
FROR) NIReHL OBRRERFNT LI LBEELY, iz, AOMEOARD
7. MEEOHRZR/NRIZANZ D 2L 2RHICBWT, A% - ARERETSZ
i, HEEOTA 7 A I VETERBRYRS TIDOFARFEEEL LN
B -

4.2. BLERFRORE | - |

AR CEREINIBFEERERBRUGIFATICBWTS, PK/PD OB 2R L.
PK/PD fEMT BRI ERREF OB B EZEB L T ZEHEE LY, ZORKE. BRHE
& BSRBORELGbE, HROBRE THRASN TN L) RRECEREZHT
HEM, PR/PD AENTASEME S h /2 » mRBEICKT L CREZ A - AROHEES
AREL 2B, Fh, BERRELEET S PK LUPK/PD /35 A —F OREHTITE
S OF—FRBRBELRB I D, MEEFZICB O TRNTERT— ¥ 2 BRHL
TV Z LB CEETH 3,

HEEOHEE T, Ak - AERECHENLAHE TRV DIZ 2OV TiX, PK/PD ®
BEhb, BEAWLIWTHWIHE - FERBZEMNICERTEDI O THINEHE
BITAZLEWETS, ZORFICLY, SHIZHENLAE - BEBRRHEIR?
T LBV ELED, IBEEOTA THA IV EEEZIFB LB RAUDEESL
b,

ERp b ) OFRBNEBR L TV ARAERICSNTIE, BEEOKTICLYA
PEOE CHEKYE L REORESELARV I L BB L RVOT, BESICE
WTEKREEEZONSHE-HELY PKPD OBENLERETTAZEREE LYY,
Zok, RREORZHOCEELRHE - ABRICRBS A FERLE LT, BELRE
NI BEESEROBRZES A MICHH) 7 —# LBESN D BEFEMICBIT 3 PPK
R A =B, B TFAAMTYI 2 lb—arETS I LEERATHE,

5. JJ\EEEEIE&(:BH%: PK/PD 47

. INRESERBER DD F
wﬁﬂﬁﬁ %wT%Pmﬂ)%ﬁﬁbtﬁﬁﬁ%ﬂ%ih uTwﬁ#EEk

EZzbh 3B,
mkwﬁlﬁaﬁﬁﬁéﬁizt¢ﬁukﬁéPK@%N&U¢E@%F
BT A BEREORZHESHOFENG, %/Tﬁ»ﬁ/ﬁnv—/a/%k
LoagEEHET AL
SEBYCB T 2EMEER, RAOCRRRR. RERDEOZEEFERSE )
b, ARICBT 2 EEEHET ST & (ICH-E1l KTIM3 &)

15



INRDBERRBICE N T b, BHRRUESEOEEE & bic. INRBET
DPKPD T —F #ERTHT L, ZHITL Y, RATBIT2EET—
ZENETEDERLDHYHD '

5.2, RAOBKRBENEST L TOWIHEa0/NREERRR
NREERARIZIT 5 A% - AEEZRHT ABORNFEOFHZ L TIETT,
(1) TEORES2EC, MNRCBIT S5 PK (BICS7ATE, HHicBb 3 Bikis
RORBBROREOENLS) 258, B, AREEAHESEERL. A
¥ BEEZHETAMNEROFEERFT S,
- PIEBH R CRBAEYICBIT B PRICET SRR
EEJ\RUIJ\EEE%@%E%KH#M@%%D\TL in vitro RERETORBHCET
55 —¥ :
- BA®DPK
) /NEARA (F: MRD LRAREE (. &5) B\ TEBRERZBES
X, BRI D PK OFEEME RT3,
(3) RA®D PK T A—F2EHiZ, J:‘E(I)RU(Z)CDﬁ—fW,a-%%EEL e DH
% - AEICBITA/NEO PK NS B RWET S,
@) MNEBREEICET 2 RAEOSHREL SR Ltﬁ%‘%ﬁ@@ﬂ& (MIC) 4%
i (BT BIET S, ,
(5 DRIZBITZHEEPK ST A —F (EHEERE) WEDRSE B w4
EFSA) . RUMEE MIC 2577 (RS 1S@EE25Hm Bl v 22545
W FRELT, TrFasusIal—ia 20, BARETELRE
PR/PD XT A —F D& —5y ME%E LE % HHEEERmESR (Eﬁﬁﬁaﬁ#) PR
- O - RERIZOWVWTEHT B, '
- (6) PK/PD 5 A—F D& —4y ME% L5 BESERESE WRHADE) kb,
INRIBRE I T A ER IR SN A/ NRO A - BREBRT 3,

53. RAOBERERBARESHhTOWEWWASO/MNEREBRICETSBER
FEBEFEABRNLH/ LN PKPD NI A—FRUVEOF -5y MEZREIZ, /MR
WBITDRE - AERRHEETS (11%@136) 2k, REROEMICEL TR, k2

. szﬁéé‘jﬁﬁﬁ‘é ¢

5.4. MNRIZH1T D PKIPD EH OBRE
/NREFERERPRRERIZ 331 D PK/PD AT O % DL FIoRd,
() RMBEOHRRH D7D, BRECEMREREIEORIENEENS,
(2) FMEEZEB/NIT 7D PPK MO RE Y7 ) » FEBROFAe, &
8 & &/ R af‘étb@%ﬁﬁa7~7»@{§ﬁﬁ%7b=ﬁﬁ“@%é (ICH Eil &
EYN

16



(3) W - PRSP S F T AR—F—, REEREORERVCMFEF > 237
BEDFERIZLIAZBMZFZEH L T+ mHALNE 2o TW WD /NERE

DEEZ AW inviro RBREZ 2B, TRIZTS ZLEIFRATH S,

55. TOHOEESR

RABETELNE PKPD T A—F0F—Fy MER LY, BRIICHEES
nN3RE - BEFPEELESEESE. MNRBRRBRTELIEFNE, 2RV
PK 55, HEHEUT, MNRCBIT2RE - HELZHE (BE) T332 bEE
Th b, ‘ :

2B, BTTIRACBERBROZVEEORSMOTMIC OV T, LFLY
PK ¢LEIVEROBEERALMNTIRANWI L HD T b, B2EFMOHIZIT,
HOREDEFRZEMTH L BBETHS I,

6. MBELAS DBRtE % R L R BRI E D

SARIROEIRR RIS, REXMIBTEEM (BALY) . BRI ORI O R AR
TEONBHEEI, LOBRSTAVTENREREDDOREEES - LBTHET
b5 BRMAOEMBEDOHFRIOVTIEL, TOXICRONEHERENLOF
HBTHoTH, MFEWEE LERBITHOERBHLNCTE ), BRI
BCTHB, LIehoT, RBEEOMELERL T, WK, REOBERBAORKYE
ERAESHROAS CERTE 2HEE Y, TERRY T b OREKORRE
BIE % ERPRRBAE IR EICE VIR A THL LAV,

BhYIC

4B, MK L3 BRERROBETEL, HEROBRKHRROERELIZ, PK/PD
AT L FDRBOEBERRIERDED L IRoTWD, BHA KT4 T, AE
KIRRARICEIT S PRPD ORFMOERME, £OHERUVRRER LOBBEAE
e,

MEEORYE - REZRET 5 LT, BRRROFERMEIZE VT PKPD ORF
PEBL, TORBOERPEEL 2D, AFA FF7A V2EZERL, BOoEWL
PK/PD DIEFIBREREND L IFET 3,

[BEET A¥ast, HA FFA ]

) F%‘TE%%037%%%0:%%&%%"&5‘555%wﬁﬁmt&boﬁﬁh lZonWT) (F
FR6E TR 25 BfHTEEEH 494 5) (ICH E4) -

- TERERRBRO—RIBeHCSW T (AL 10454 A 21 RfHTERES 380 ) (ICH
ES8)

17



- UNRERME BT 3 EEROBERERRICET A VA XU Rico0nT) (B 12
£ 12 A 15 BT ERESF 1334 5) (CH E1D) '

- [ TEEROBRABRE VSR TERBFOLDOIERETEMRBROERIT
DNTDHAF R WZ2WTY (FRL2242 A 19 BITEAEERK 02195 4
%) (CH M3) |

s TEXROBREDEBRERBIZOWVWT] (FRI13FE6A 1 BT EERERE 79
=)

- [ TEERGERICBIT2EERABFEYRESTIEDOAY F—va Vit 3 0
A RTAV] EonT] (EER25ET7A 1 ANTRRFER 1181 5) -

- [ TERGBEEICBIT2EERBPEDRBESTE (Y F Y FEESE) oY F
—L g VBT AHA FFA 2] 1220 T) (FERk264E4 A | BITEARER
0401 FEE 1 %)

18



