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PKIPD SEEEEH A K54 >

1. EEEFEBRRRIZH 15 PKPD BBROEREL BN
1.1. BERRBIZS 1+ 53K PK/PD BROEXE
FHEOENIAE»OBATIEEETH Y, EFRBICIL. ZORERSTHT
B in vitro WV AHEERLEMICRNT I LB TE D, i, BUBRRET -
NEER LT in vivo 1B AHBEZED PK/PD ORFIE. T ORNPEYRFET
Tohz0ThhiZ, b MBI 2RERDORE - ARDOREICRWICERYEX
ArEZbND, ZhbDIZ Lt ARZOLONENTHIMOLE OEBY LI
R AHEEMA DK TH B, LieNoT, JERK PKPD REREEL, TRo
BBV, BRRBR~OHEAEOBVWEREZBRTEHLELIDLND,
1.1.1 BERREBICE(T2HE - BRREOHFMIER
FEFEE PK/PD R C. %) L 4859 5 PK/PD /37 A —# (AUCMIC, Cpra/MIC,
T>MIC &) LML, BEDRZELDICNUER PKPD RS A —FDF—
Fyv MERZEBEHT S, HSIHERRECELNEE FPK T—F, BEDELBI =
DITHER PKPD RTA—FDF -7y MERURRKOMEEDOREESZRL
RRLEERRE - FEERET 3.

1.1.2. PK/PD JEEREREABR LT DEG R~ D S}
%ﬁéht#ﬁ%mmmﬁﬁﬁ%&u%Iﬁﬁﬁ%@tb_kﬁépKT & P
B, BE~OBWIEEREIFFEN S,

1.2. WtERHBHRRGEA
PK&MW&@%%#BWM%@&%W%L%b&HWDA7% & DFEER D
HwEEE 2B,

1.3. BEERAMELROREEL

#ﬁﬁﬁﬁrﬁ&ntf%ﬁ%ﬁ@%&ﬁ%w%éPmnrn7i FEBE X,
BUERRICBIT 5, X0 DRALEERERORSFE (B AR OBk
HETE B,

1.4. BB OF M LRI

BMERRBEICED S PK N7 A—FFHLMIL, BMERARROLRIEN TR S
N5 PK T A—ZOHKEEAMT S, ZORSELECERCBIT2EIERREHRE
%tf%éﬁ%-ﬁ%@ﬂ%%ﬁmﬁﬂ%ktao

2. JEERFR PK/PD lﬂ& RHEH &
FEERERIZIST B PK/PD AR Z AR 0RREMICTEM T 5ITiX. PK/PD RER
DIEEEBHBETH D, ZORELIL, FREFRREMELCHAABERAD T L 28R
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WBWTERENEZLOTHY, ZOEELINEFEEZRLIC, RETEEOHF
P ESWAERBRERERTIZ EHNEFT LY,
2.1. JEEEER PK/PD BB R 0iR4k{L
211, {EHEEFH
4~3 M ICRZ <A

21.2. HRE
VIZuRATZ 7 I FEER4 BT 150mg/;<g&w§?‘# 1 BATIZ 100mg/kg & Fh 2
NERAEE L, BURRORESER ST,

2.1.3. H#EEHE
R R ACE U TBIRT 3,

21.4. HOREAE |
EREERICIVRENREEBINS D, HRFERVEERELART A,

215, BEREMu .
RERER S T BRI R R IR T R B,

216. BERFTVa—1L - ,

B AN OREFM L, REMBIEZ 0RRLE L, 24 RRZHFITHE
LTRET S, #EA— ML, BROFESAL—FELTLOR L THDMETR,
BREOHEEERVCLPEYREERBOT=F—DORENDL, RTRENERESH
Do

2.1.7. PKPD T A= LABENREOHBERUPKPD RS A—2DE—Fy
MEDOFE ' ‘

WP MR & TR R Y RSt (w0 AOREE. B, LEFTERE, BRE)
EURN— b TCRELEBROMFRESFTOREL T, PK N7 A—FZHEHL,
e R (AFHE) LHEBOEVPRK/PD T A—F &R 5, PK/PD RF A —F
DE—4Fy MEL LT, UTOEZERT S,

Static effect (= MEE/L PK/PD NT A —FDF—7 v ME
HERPEERTOEEI (RIS IIBERD) OEFHBEZHIZEL, B8 24
BRERICB T 2ERE RRMBROEHICHH TS PKPD N7 A-F0F,
—% > Ma%, Sigmoid Enux BT VEEAWTEHT S,

BEODRITHERPK/PD NFA—FDF—F v ME
Sigmoid Enax G &, B3 TRRBEEARED 1/10 (1 log kill) 3XI% 1/100 (2 log
kill) iR B DIHER PKPD RTA—FDF—F v MEEEHT 3,



2.2. PKIPD #{EBBROBN E EELORBESN
221. BBERELOBH

BERTOES), MHEEHRMEE CEWERRREZ THIL., BKRE - AEORE
IR FER72 PK/PD R A —Z R EDF—F o MEEHLNZTAZ 2B
&35,

222, HBEOBER ‘ |
- FRBAEROEFRREERD Y., FOERNFMSESICERINTNS
B, UTOEBAERP S LS SAER LW BEL LTR UEREMC
THME L. PK/PD RRAB RO ZFUMEFRILT D & & bz, HRITEEDRRK
BROWEIZET 5,

o BEHEE
. BOE 7 = AFRIE : cefpodoxime proxetil
e RN E T = AR : cefepime (ceftriaxone™")
. FNSSR BFRER - meropenem (meropenemlcilastatinm)
.. BOox /o sFRE : levofloxacin
. JEEN%x /v %I ciprofloxacin (levofloxacin™?)
. w77 A FFRE : clarithromycin
. N4 FHRIE : (telithromycin™)
. TN a2y F‘?ﬁ%_: gentamicin (arbekacin™®°)
. 7Y a7 ZA FRHE : vancomycin
. FEP )Y ) FRE : linezolid
. F FF ¥4 27 Y »FKE : minocycline

X1 ERHOFEEICRVREEDCHEEITER

%2 B EBROGEIER

¥3 . EEBRMERREOBSIER

¥4 7 T A FREBREICAFETETHITER
5 L MRSA EDBEIEA

EHREE - TRERBECHER I SWTE, MREEZRETERVDOT,
JEREER PK/PD REAE % b & LS FE O 2 EICBRFEICE T2,

223, PKIPD/ARSA—ERUEDER—4Hy MEEZREITHICHE->TOEER
in vitro B in vivo RERO BB E 2. HBRABECKEE R TOHEORE
W72 - BREOFHME T, PK/PD A5 A—F 2HRETL. SHEEIC X 2 BYE
3T A KSR L THIT 5, B - BRI X o T—E D% (static effect,
1 log-kill, 2 log-kill %) %52 DIHNERPKPD NFA—FDF—5 v ME
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BREEIESEHZZ LMD, BEROTELENERE - BHRIZ OV TRE -
BIEBEELW,

+ PK/PD RFA—FDF—4y MEZEREILEHT 50T, #ﬁ%ﬁuﬁ
45 MIC FEERRF L5, EHETOMIC i1 2 FEREFRTRDLNS
b, 1 FRBEOTHTPKPD RFA—FDF—Fy MEZ 12 5 2 &
REBT S, LiitoT, MIC DRIEBECEREYET S, £t EQOE
FEMERHT A0, R—HTMICAIE2EERERL TREEZRD D,
MIC ZEAREE (125 5% CcHELTEDRELME T 5. EREE
HROTEORIEE & B EIIIESER DS,

RGN RICEET % PR/PD N7 A —F 2Rt T 58, RERLBRERELEE
NENES SHROBEAND, ThOEROBFNERBEBOAICATTL
T, BESRICBEICEP 3 PKPD 7 A—F EHLMNCT R, RERECKR
| BEEEOEESHEA SRR E | £ PK/PD ST A —FHOAREE <
20, WBEEHE LB b X <ARET B PRPD ST A —F RBIBEIC TERVEE
NAEHBZZLILEETR, ZHEOREELHRERBICLVIAEDFRL
PK/PD /35 A — ¥ OMBERRET B2 &1, b FTRITZRWED, FEREK
RECTOMRFPERLRD,
RS RIH BT A PKPD A5 A—F ik, BREETIHELEZILND,

3. JEBRER PK/PD BEGRICRT 55 OKRE
3.1. JEBEER PK/PD BB O/ 5t D KE
BERTOES TR L., BERAKE - AREOREICHI BRI PKPD N7 A—& %
O BMICT B I 2, R PKPD REOTER BN TH S, FHEERBIZI T
Kb BNz PKPD /35 2 — 4 D F —5 » MEDBRR~DSEHER, BaF TD PK/PD
R R RS EREIC L > TRIEEND O TH B, ZOXIRHIERKREBRD
FREIMEIE., ERBEETEMEN S EREENA 2 LT, tORRAERICOE
IELBSEEZBND, 5%, BRIZBITS PK/PD ﬁﬁéﬁ%iﬁ’ﬁé LiT& o T,
INDLOBENKESERESND I ERHREND, -
. 72, h®ﬁ4b7ﬁ/ﬂA%\ﬁﬂﬁwﬁmkibﬁﬁfé &, RO
4 LI T F A OMICAEROSM A RRTE BIBEFAOMHRE bHERT 5,



PK/IPD BREEH A FS 1>

1. PKIPD B0 & EH I
FEFGER CTHARE (L X N FIEE ® PK/PD 13, MEEOBRERBRZEERNITITH 2
ERTE 5, BERRICEVT PRPD BN 2 EMT 5 2 & OBHEIL. HERUE
FREEORE - AEZHRIZMNICREFTA2 2L EHY, UTOLREEREZDL
ns,
1.1. BHEERBRICE TSR - AROME
HEEOASME L PK/PD I 2R Thi, & MBI A3RERO R - A
BERET D LT BWET VTR 2 PKPD N7 A—F RUBLDF—5 y MED
BERRDILFIRENTE L, 1€k, BROIIRESNERAREZAVT, R
BNTEFE TR 2TV, BERTHVWLNSAHE - ARZRE L“C% 7B, &%
X, U T X2 RAT v 7REL LN,
- FEERER PK/PD REATEZHh L T B PK/PD N T A —F DR (AUCMIC,

Coad/MIC, TSMICE) ZHEMNIL, WMETAREBRDRELESLDITHE
72 PK/PD T A—FDF -4y MaEZEHE, FIHERRTELNLDE R
PK F—Z RURE L THEROBSHSM MIC 74) . Ebic, BEFRE
%(Hﬁﬁ%%)wﬁﬁ%m%Té izkh, FLHERBREROLDOH
& ARERET S,

FEFRARRBRICE S PK/PD NG A—F, E0F—5 v ME, Rk hd PK
7—&%%ixfﬁﬂh%@éht%ﬂﬁﬁ&hkwfmeﬁﬁ&nm
R - FREOZY RT3,

HRINERE - BEZBAWRIENERER (FIHERRE) BWT, %
- R RERT B,

FEMBRRICBW TS, BEMEKYERE (Population pharmacokinetics : PPK)
RS EZRANT, FREETREZETIBEICRT 2 EWNRAE - AEICET3
E#Rz/D. |
BIYSIRTERL TSR R PKPD BT 2 BT 2 2 & I2 X 0, AL - REDER:

LEE(EEERET, :

[&]

#%%H@Dﬁﬁfm.gﬁﬁwm%.mﬁ KB REHOT—EIRNELH
B2 & Db Sigmoid Epe EF V2 BWIMTIC L V| %) L 85 5 PK/PD
G A—FOBERVY —7y MEOWESERTETHD, LoLadb, BK
2B D PR/PD OBREHCEW T, 1~3 BEREBREORE - ARICBRESND
Te ¥, FEEEER PK/PD 3ERD X 9 72 Sigmoid Enex BT V& AV RET 2 £S5
ZEIERETHD, BT, I3 EEBRELDRVWAE - AETOBRRKRICBITS
PK/PD #BHIBWTiL, B3 L FARE 35 PKPD N T A—F OFEEEHE TS Z
LIREETH D Z L b, FERRK PK/PD REROEREAWVWTHET S L &
#B15,



1.2 BEEREBROREEL
FEPRRERIZ BT 5 PK/PD BT R 2 2 b %E::}'Lé%uﬁ.ii BT oRIiTBWT,
EERRRBOBRICETIARZEREZRHETEIbDLEBL LN S,
EMFHRBRORIIREE DM L
E A5 D FRRERER p I O 5 A
FRARRBRHAE OB IE/L
KR PR BE R HA M D N

1.3. BERERICBITSREFA

BLERFERICIBW TR, BOREEIC T2 REMHOETICLY, FEOET
BERBEORSENE LNV L 1FB LRV, BIEIRFERICH VTS PK/PD IZBH
TARTF—FREHTILICLD, XVHREMRAE - BREZRETH I EBTE
3, k7, BERFTRICBTAHE - BFEORFIX, FA VA7 V<R —DRA Y
MZbERTH A, '

1.4. FEMOHBABIERUVRIERORER

PK/PD DRSHIALHET T T2 < THEE o MR LR CEHER BRIz T
LERTREEEARATEIETHA, LER- T, F3EICET 2 PK-PD ORMIIEE
T B, THEEO BN, RORIERERICET5 PK/PD ORI HEE L TH
% RERETSZ k#ﬁ%?%é

2. BBRME - RESE

AFETIL, MEEORRODERER L BERRKREAOT-DOEREEHIEA
nb., EEERICITA PR/PD 2HET5 BT, FEBER PR/PD HEREOFIH, HREK
281 B PK/PD RT3 ORBRHECARBRHELEROBREREFEICONT
LT 5,

HEEORRL. EEHOTTH PKPDHESEA THIFRTHY | AEED
EEE L PKPD T A—# £ OFRREERMON TS, FIRAREETH-oTH, &
FPK &I nb—t Uiz in vitro BTN, B &RV in vivo BREET N 25
B33 Ltk . PK/PD /XF A—& L BSMEDBGROHBIRTETH 5,

PK/PD /X5 A —F DF—7 vy MEOBERIZBWTIL, & FTO PK FRSLER
ARTHD.

. %%ﬁﬁ&ﬁ%@%ﬁ%%xét? A3, BPLEMICBITAAEEORE
CEAVBIZEREE LW, BERBRICBWTIRRIERERBENEL . LP0EY
PECRELTWS, REEOCKEICL > TIL, KD - AN 2 ERES
BEL TR ZLHYFRALRDZBEDRHD,

REEIIRYEEZ R E LTRY, #BRE~OGRBNEE»L, 77 2RPER

EREL-ARSRBROERIIRECH S, Lich-T, ARKGEEREREIC
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BB L ARBELY, TR L, PK/PD KB 2REBRT — ¥ 2RAMICHE
TR Licky, BHENCAE - BROEHEIMERZ LA TES,

PK/PD fEHTIZIE, EiAEL OBEZ BN L T5ETE, Bt DiEELZR
B LT HETAELONER, BITHSEFROTHEWE., BETENTARLZE
B—RETH 2, FIRSEROBRNICOVTIE, REEEHEESHTEE

- BRHARTOLEED D,

TS R CRIFERIZE81T 5 PRK/PD fTIC oW T, MESE CIREOBRENR+4T
L, A%, FREEBL TV BERH D,
2.1.PK/IPD @< B35 E I HBERO£R

FHADRSEZE MR LTS THRET2RBRIL, BE, BRLERELHRE
L. PK BRURe (BEM) 2RET AL T5, BEENLREDBIEBHAR
WRIC &V BRI 2 S0 IR AT b, PK BT A EANARESREBB T LN TE
B, TITELNILPRDBET —F 2EIC, YEBESOL MBTHERNR
PK EFNVEHETE LR TEBZRANEN, ZOX 5% PK ET VL, BRITE
T BEEENGRY L BRRRICKIT D PPK SO ) OROHEOIEST —
ZEENTEITH L TR TEERERERE RS,

FEAHY G5/ EEEL D) 2EDREEOENN L OHERER R UEDIN
FEELMCTHI L, RSP ELHOTMCERREERH B,

i, BEBOROWCHEERIIBO T, ZORBORRIZBWTARERRY K82
BEEFRSTAZLickY ., MID (Maximum Tolerable Dose : IR KTHAE) #RD 5
TELAEEEL 2B, B IAERERICRTT B PKIERIL, BWERRIR L PK RNFZA—F D
BBfR % B & s T B EE=e, PK/PD T A— 2 O REARRE - AREZHENTT HEE
ZRWT, FRRESREZ S L ATREESD S,

2.2, ETHEBRRIZH TS PKIPD SR

T OBRBEOBRKRRO BIL, BREAOZEMARRICA VD72 0@ -
BEREZITIZETHY, RRIE LT, BROBBEORE - RRZRAVWRNEE
FETDMHENRDH D,

FEREER PK/PD RBRICB W T, e MBT 5 PKPD NFZ A —FZHLMNCL, B
BREEL HITHER PK/PD NFA—F0F—4y MEZERT 5, E1HERA
BTELNDE FPKF—F & MR LT IEBORKIEEROBEZE (MIC) 225,

PK/PD /3T A—ZD¥—7y MENER LD AE - ARZRBIRL, FNHWRRERD -

oD BE: - ARRECBIWIBE LT3, |

Kz, TRbOETHBRRFERNL, BEITBIT S PKPD RNTA—FDE—7F v
MEOHEZITV., Bk BEOZYUMEIZSWTHRS 21T, MICfEE LTIk, MICy
EEEAWVWDZ LAETTH B, BEITE D, MIC FHEIZBW T 2 FHIR TR <,
HMOAWEBERERITIZELERATH A, ‘ :
BYUSEDR AL, KR (BREN) BEEC b F-EBIE DORBS R A
3, fit- BEOBRSTII, BE—0KBICBWTHRRZEDZE OEMAZERL T
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ST ENRROBELEDD L THEETHD, RIROBEBE I T2BSEZBNE L
BERZ1T5HEIT, FRBRIES, L < OEFINER LT WRBERRIC
RBREERTHLBEELL,

BEDOPK NTFA—ZDOHFEITIE, PPKETICL Y PKETVEBETIZLBE
AThHD, PPKEWIIC L ARINFEIZ ST, AFA F54 03 BicERdT 3,

2.3, BUHEBRICE!TS PKIPD f&47
2.3.1. LLEEERIRER

ZOERMOBERRRTIZ, £ IHERRICKIT A% - BERFHTE VYT PKPD 3
FA—FOERARE -7y MERBONERE - ARZRAVWTITPR S, £OH
*BER LVEBICRNTAERTY, PK/PD T A—F DRt EF &R &fTo T
W ZEBEFE LY, HEL, ERTHERERIZBS T PK/PD e ERT 556
ik, BRRBROERELHG T A OOBRNFERNETH B,

2.3.2. LEESERERERER LS D RERAAER

Rk BEREFC B EERAR T, FIRZRRBRIESE O E—D|EIC BT 5 PK/PD
RT A= OBFBEITbNS, TRICRHLT, ZOBBETH, ZofioREIBW
Td PK/PD 1T A—Z ORI E, A AROBREBCH T HERPE S HE 57
BEMEMH D FTRERIR D £ < OEFICBWT.PK/PD /S5 A —FZ PEHTEH L5,
i 2GR ERE R AR FNRELZBENCIT O & TH S, .

7238, PPK EATIZ. ZOBRMICHEV T, BEITBITHEEEZEROMENT, BT
OER>FoREEMICET 2 HE - BEROSICERETH S,

24 BEDEEZHODOBEXE 3% & LT PKIPD it

MR, BlE. BEEETRE, FERETARE., RHEBEREENETLTVS
BELZOHEOERZFBEEF O PK FiE%E B\ iz PRK/PD BiTiL, YZBEE
iz T3 RERAE - BRZ2 T L CEERERE 2D, IETRE~E LI,
I PR IC OV T L, HRE | A% ) OROMEEREZROTIk%E L, TR
B2 OBREEADFREGBDIZLPEETH S,

/NRERFRSBRICIIT 5 PK/PD ORFHZ DWW T BT A KT A V SEIZEET 5.

3. PKIPD T—4 i 5% - BEAZ
31.PK/IPD T—2 MO BER
MEROBERARICBWTIE, —BBIC, RESKTEWThORE - BRIZBW
THLEVWEDERHF T 8B CRARBRAER SRS Z 40D, BHHIEIC
B UEDSIEBR S eNnT —F b, £, B - AROBERDRNZ LD,
PK T A—& OEBGEEAPKE < RWHRBERH D, & HIT. PKPD FTICkN
Tk, ExDBEICBWC, EPBRE (—RMCXOLPREYRE) | RREORKE
A EREICRT B MIC RUEME (MAEDZNDE, BEDE) O3 BHOT
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—FZ BRSO TWBZENKRETHD, b, EERT—FEZAFTLOIIHRE
DERE, REOCZEREBELCBESFEFICOERTOILERDH D,

FEER T — & % V- PK/PD T IZ B W Tk, LTI R AT FEESEIC TS
ZEBRATHD,

32'EJTﬁ»n/~1D—VEJ®ﬁm

BRRRBIC BT B PK/PD 25 Y Y /RO R 2 L— 2 Vit BRSRBRORDHE
RE FITRDIERTHD, BEMNIZI, BEERICEIT A PPK AT A—FER
BEREORZHSH (MIC HF) T—F2RVkEr7hrndyIialb—va Vi
XV, PKPD ST A—FDF—Fy MEICHT A EDREREHE L, KERE
% - REZHET 5.

F i, BRIRAERIZEBT 5 PK/PD 2\7%—570)&' 7y MEOHEFEIZOWTIE, B
TOFEERWAZEBFAHATH B,

3.3. BEEAXRPBE (PPK) & A4 XHE

BEPHRL LEBERR TR FBENOEHFRS v VO RYBET -4 %
BAEZ LIXBEETH A, PPK TR USRS AHEOFEEZRVWA Z LIc XY, #5%
F 1470 OFRDEES LB RL TH UBEREDOPK NF A—FEHEL,
MR EHEL S I —a TRl EPAERTHD, BY%2 PPK TV E
BET A0, B 1HERRICBOTRES Lt MIBIT 2 EANR PK EFVE
BEIZLT, BYRBORSEH LN UDEHETRETH S,

72 PPK AT &R0k & LcM 2 BT HHESICBWTH, REE, BE5RA (R
HRGEOBSIIRERBR UK TR | SO R RO FEREEOLTDREER
RR-THD TEROHBERLRB D, V-7 v— b, BAERSEEERL. Zh

HERERICEEGET A ENBOTEHETH D,

3.4.PKIPD & —4'y MEDOKRE

(1) BEERBICBWTEEBREANOELNRRBEICH TS MIC XU PK /35 X
— & (ML PERPBE) & VT SBERE BT 5 PK/PD /S5 A —#F (AUCMIC,
CrmaxMIC, T>MIC %) 2EHT 3,

2) ()THEDNIZPKPD /N7 A —F LARE (MEDFRIRZIERDHR) &
DOBERICOWTIRET L, #—7y MERRE TS, ERF—F v MEOEEF
$E LTI, Range JEIZHE LK PK/PD T A—F L AHRL OBFFEM L
F—Fy MEZEETAHE. XX PK/PD N7 A —F L BEADERVER
R L OEENS, F—Fy MEZEETAHFENREINTE Y, BES
CEWRADLF—Fy MEE LTHENIEBRE LT WD BB TH L L

¥, BEUFEEEAVWTI VA2 RA U FERL, #—Fy MEOEE
#4175 F# L LT, CART (Classification and Regression Tree : 2 EEBIF 2 ElE)
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R Logistic regression AT (2 PR T ¢ v 7 BIRESHT) BHESHTVDH,
B/l s—7y MERRKRMIZES Thiv, TOEESBICLTH XU,

35. AN OBEE (FEETERNRE)

— RN, MEF %Y (e, WBE7NVT IR0 BIEES V7)) LEEL
CTWRWHEERESNERET AL EZLNTVWADT, ZFV I EARZERL
T IERE ST RBEE % I\ T PK/PD /35 A —F & (FAUCMIC, fCra/MIC, fT>MIC
) ZEHL, RETI2ZLPEETHD,

3.6. ERETF

3.6.1. BEXHOETF

PK/PD fEAT CERETRERTF & LT, BREAL. TR, BESO#EET. ik
I L DAEBBOET, /ME (FICEAR) XRAD PK LERLZLENETL
N5, £z, HER, BREASETRERPEA LB L RN ERFRIENDE
G, FARAFIRAT oA FRIOHRAI LY GENEREXRFEINEEAE. B
WEENEEFETES PKPD RIA—FDF—Fy MEABRKELSRBZEHHEES -
na,

3.6.2. BEOBEF

FEE & HREEE 0fAS5b® (E /. Post-antibiotic effect (PAE) &)
AT 4 NVATHRECLY RS REPPBTEBPKPD NTFA—FDF—F v ME
BEBT 5 FIEMEN 5 5, F /o RPN FAR TIHENMRNICRT 2 RpREL,
MFERDBE L OBREHETANEELEZOND,

3.7. SRR OPEDT—2 ORI L
BEEHERLR OSSO PK/PD AT, BARDRICMXA T, REEZ & OBEDERN
PR THHRFT 2,

3.8. ¥ O PKIPD R BERAE L h =& OMES &

EAMICIE, £RBRTE LN PK/PD FEFORRIL, RRITLOBESEL LT,
FRENE LB EBEE LY, B0 PK/PD REEZER LIRS, NBRAEE
. HoBE (Ra, REREE. BEES) BEZNEPRPD RFA—FDF—Fy b
EET—R LT 23 LiERbRV, e, BHOBREE R THEERORBERS
BoONTESIE, AT EERL, LD L LERTHIN, JARRECE
R GRRBREELHET 2581, AR THD LT HRFRRM, +
fbh, K - EENEDREOELM, FECRERECBLUMEEICSOWTRTZ
EREETH D,
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4. MEDS A IVA I NIF—T A Y MBITS PKIPD O BA T - FRAAE
4.1. FISEDBBE

AEPEICEBIT B PK/PD OBFIE, Ak FEOZNMEEZERTLEH T, #Ex
DEFICR T I2EDRE (BRBETMNOHEEL ST LAME BEDE - R4S
FHHR) XiIRLELOBERERFTHILBEELY, Tk, FHEOHRRDL
3. THEEOHELB/IMNRICIZ 5 - L 22HEICRBNT, Bk BREZRETS S
Lid. EEOTA 7 A INVETMERBRYBLTHO0FRLRFREEBEZON
%, :

4.2. BUEEEHRSE OB

ABRECEREINAEERRUIAETIZBWTYH, PKPD ORFTE2#E L.
PK/PD fZAT S RIRERFEGFI DIBBREER L T T EBEE LY, Z0HER, BEILHE
- BINEADHEASLYE, BROBRBTHRAINTWEL ) RSEECEREZAT
HEEM. PK/PD AEAT S M S o TR ABEITH UCRERRE - RROHESN
e b, Fh, BHERRELEET S PK XU'PK/PD /X7 X —& ORFHIITE
K OF—FRMELRAZ M, BERFRICBOTRETERT —& 2 8L
TW ZEIIBHTEETH D,

BEREOMBEET, Bl - AEREORUBHEE T2V HDIZ2W T, PK/PD D
BAEAMPDL, BEAVWLATWSRE - AERPZENEZ/FTCEXE3L0THINER
BTAZLAWEETH, CORFHIIY., SLRHRNAE - BERRHEND
TELHVEBEIED, MBEOCFA 7T INEFEESHELIILEBRIOEER
bha,

RN OEANRREL TV AHERIZONTIE, BEHOETICLVE
IEOTE CRERLE L ARORESEONEVI L LB L AVOT, BRARE
WTEEECEZILNDBE - HEZ . PRPDOBANOERFTIZENEE L,
T, EREORSMHEOERBEYHE - ARICKBREEIFRL LT, HBESHS
I BRER S BEE D A A MIC 5371) 7 —F L BE SN A BEFEMITHIT S PPK
NI A—ZWme, FUTFHIANYI 2 b—a w792 LIXEBTH A,

5. INREERBERRIC SBT3 PKIPD @47
51. MNREGERMIROED 5 _
ARBMESRICIVT S PRPD #TEM LABEKBEESEEh, UTOAREEL
Zx b5,
- BRADE I HBBRREEEE X /NRIZEIT 3 PK OFRIRUVNLBRYE
BT A REEOBREZHELSHOFRNG, %/Tﬁwu/:;V—Va/%L
LV EDUEHET AL
- ShEBPICRIT 2ESERR. RAOCKKRRR. RERMEOTSMEFHRE
b, NECBTAREMEFHET D2 L (ICH-EIl RTUM3 218)
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INROBEERERIZBWTYS, ARV ESEOFEE & bic, /NRBET
D PK/PD BT —F 2HERFTHZ &, it kb, ;&Ab:%ﬁé%’%ﬁ:f‘-—
FENMETELREGDLHY D ’

5.2. RACEERBNETL TSRS ONMNEERKERE
AREBHERARICEIT 2% - RREHRFT5BRORNFEOH 2 A TITRT,

(1) TROBEELZREID, NERIZBIT 2 PK (Blofass, dRkiciEb 586
BEURBBERHORZEZNE(LE) 228, KE, CREHRESZERL. B

B ARERRHETOSMNEHOREZRIT 5.
- thEB R URBEDICRBIT B PKICET 5 AR
- BRARU/NRAEI EOCHEEENX iﬂﬂﬂ@"’i’ﬁﬁb\t in vitro RERECORBNCET
BF—H
- BEADPK

) /NEEBE (B HRD RAREE (B #1) KBWTAERRR2L8E
X, BEIR O PK O &R 5,

3) BAD PK AT A—5 & &z, FRORVQORNNELEEL, Be 0
% BRIZBTA/NEOPK AT A—F 2#ETS,

@ PREBEEICRT2FREEOSBHRE 2 ZE LIdREREORTZE MIC) &
i (Egamfm) EHET D,

(5) MRIZBITDHEPK KT A—F (EHIEERZE) EDRGT B
ERSH) « RUMEE MIC 57 (B0 \ClEEeadn Bl - v 2% 15
) BRELT. ErFharesIal—ars v, BABETELNT
PK/PD /37 A—5 D& —4 >y Mi#% L% BIEEmRESR (ﬁﬁﬁﬁ}jﬁﬁ) s
DR - ARIZSWTHEHET 5,

- (6) PK/IPD RFZA—ZDE—F v ME% LE B BEERRER (AR X,
NRRBYE AT A HHMRHE S LA/ NEO R - AEEZBRRT 3,

53. RAOREBRARESATHLANBSO/NRERBRICETSEER

FEBRERBNLELN: PKPD R A—FEOCETOFZ—45 v MEZEIZ, /MR
RBITAHE - HEZ2HETS 11 ESR) , ok, RBROEBICEL T, £ig
S2EZBETLIL,

5.4. IWRICHITH PKPD BHFOBRE
/NRSEIREE R BRI 3317 B PK/PD fBAT OB % L TITR T,
(1) BDEOHIBRD DD, BRECEVMBREREEORBIEIND,
(2) FMESEB/NCT BB PPK ROBEY 7Y VS BROFIES, &
¥8 % B/ RY Jrétw)@%’ﬁ‘éﬂr—wvmﬁﬂﬁ%mﬁmr&é (ICH El11 &
) . :
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() W - BB b TV AK—F— REBREORER VOIS > /37
REDEBICE AELECH LTRHAT b S L R TR LD, NEHE
ORBE T inviro RREEBEI, FHET) Z LWHATHE,

5.5. TOMOBEX

RABETELNEL PKPD NTFA—FDF—4y MEICE D, BRAICHEES
nN3ME - AREZHELESSIX. MNIBRRBTE LI EAENE, Z2ERV
PK 22, BHESTC T, NREBITZHE - AEEZRE (BE) 73 bEE
THh 3,

2B, FITTARADBERBRORVGEDELEOTEICOVTIZ, 4T LY
PK CEWERAOBGRBALATERNI L bHD T &hb, REEFMOTZHITIT,
HOREOEFBEERTIZLBLETHA I,

6. MALIDIRGEEB VN =RDRENCOER

SBEIRRERE. [EXHIAGEIE (BALF) | BIRE ORI ORI
ToN3EEE. FOBSTHVTCEYREANEDDOREEZRLZ LNTET
5, BRI OENBREOERIZOVTIE, 20X IBLNEERENL DR
B/THoTH, MFRVBELEBBTECHRAALNITE S, ERRF
BTHB, LizhoT, HEROKEEZEEL T, BE, REOREERMLOIED R
ERESEBMRZICERTEZIBEE2ED. FIRREY ZhbOREDRYRE
BIE 2 BERRREREICE Y AATEL LR,

Bhyic

4B, MERIC L 2 BERROBIEL. RERORIKEROBERIIC, PKPD
T L Z DREBEOERBRNERV D ERSTWD, BHA FFA Tk, il
FERRARICIIT 5 PKPD ORMOERE, LOFERUHARER EOEERZ
L7z,

AEEOHE - ARZIRET S LT, BERBROBSRBITE VT PKPD OIRF
PEBL, TORBOERPEEL RS, RFA FFAVEBEL, BORERW
PK/PD OREVNEBEND LHIFLET D,

[BEET 2488t A KFA ]

- [ THEXELOARBICHKHELRE-RICBAROBRFO LD OEE] o227 (F
R 647 A 25 BfHTERERE 494 5) (ICH E4)

- [EEFRABRD—RIESHT ST (FEL 1048 4 A 21 BFHTEEEE 380 %) (ICH
ES8)
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- UNREEICR T 3 EELOHEFRRICET AN A LU ACONT] (TR 12
12 B 15 BT EESES 1334 5) (UCH ElD) '

- [ TERSOBRRARKVEERFARBRFOLD DHBRETEERBROERIC
DNWTCDHA F VA WZHWT)] (ERR22FE2H 19 BFITEREER 021954
%) (CH M3)

- EEROBEREDHERRIZSOVWT] (FRI13F6 A1 BHTERERE 796
)

- [ TERGBER BT 2EERBPEDBRESTEONYI T~V a VITETHH
A RTALV] EOWT] (CER25ET7 B 1 AT ERFERINELS) -

- [ TERGRREICBIT24EFRRFEDRESE (VT MEaE) oR)TF
— a3 VIZETAHA RSA 2] izonWT) (2644 B | BT EATHER
0401 55 1 &)
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