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DRI XTT PK S+

F Ae (%) fuB (%) CL (mL/day/kg) Vd (mL/kg) B/P
ZLLEL EEAL REEGL 3.61 60.26 ERE 24y
Ae:
fuB:

CL: 3.61mL/day/kg (IF P37 10mg/kg DH[E mEEsE&R5)
(REBMFE5RHOT—42(EN J008157 HER))
Vd: 60.26 mL/kg (IF P37 10mg/kg M H[A] HEF TR 5)
(REBERZEHOT—42(EKN J008157 FHER))
JO1815TEHERICE LW TA R EMIRERDAUCIn (IR S EICHFILTIEML, V)75 A(CL) IF—FETH>
fzCEMB BBBEENRDENT, (H19.3.6 BEFERBEEDPI6LY)

MEFRANXITEREF—HEERXIEZHEMEITESLL. 0.1, 0.3mg/keB¥ D MFFEE X1 ~10mg/keBE LY R
HITIE T LIz RN XTTDCLIET~10mg/kegBEIZEERTO.1, 0.3mg/kgBE TREL, VelZMERELRIRET
HY. Ve, VsslZABICEDT —FETHo1=. CLELUVelE1~10mg/keDEFR TEHE T, B HEARDHON
1=. (H19.36 BEHBRBEE PAISER)

B/P:

[H#S+]

RNVZXITIFEMEER/7O—F LA THY . MBFEQLEESTHIAEMEITBENEEZOND, FEAXRAD
BlICKYEXTDHEEZONDZEKY ., FFEEAR ELTRYIES,

fuB [£>02 EEZB5NAHZEND binding  insensitive ELTEYIRS, COCENLREEREBEDEILEZDE
FHHBEEDOEILLEAD,

CL=3.61mL/day/kg &Y 60kg #E LT =216.6 mL/day=9mL/h=0.15mL/min
EH=0.15-800=0.0001875<0.3 capacity limited * B/P A TULWETH4EMERBDEIEAL,
Vd=60.26 mL/kg &Y) 60kg HEE LT =3615.6mL=36L<20L  70% LA LMRENRICHFEELTVNDEDEEZDS
Nd.* B/P HTWEKTHHBERIRHILIEALY,

Kel=9mL/h+3615.6mL=0.0025/h




T1/2=278h(H &% 12 H)

[BNSA—F—DREEF]
Vd=Vp

CLtot=fuB-CLintH
AUCiv=D/ (fuB-CLintH)
Kel=fuB*CLintH/Vp

Cpss =Rinf/(fuB*CLintH)
T1/2=0.693-Vp/ (fuB-CLintH)

[EfFEE]
BEV10mg/kg O BAiEEe T4 3 AR YAV TRYRLEEL-BEDOBRAETo1-,
T =504h T1/2=278h &Y n=12 C"hEVYEE=E 1/(1-(1/2)"%} =14

[FEFERRET| M)
FEEHEBED TI/20ELY . EEREDERRIE TI/208LE5E05 60 BIEABIENTE, CNIZD
NERESELOHFBIZETABYRLIES/ROT—2EFIZF—ELTLS, (IF D P38~39)

ERNNDOERREBR CTHAILRZBEEL S AVIEELGDZEOD. WThORBRTEMETAEEEZ64 BEIZERE
REEITEL, FEEEREICBITAMERAREEEIZIFIEREZETHoT-, ( H21.109 BEBRHFEE P14 &VY))

[E—VRE.FSIRE]

CP #AIZ &Y BEV15mg/kg D miEEH T2 3 EMMERTRYRLIEEDZEEERELIZEIA UTORIELLTY.
INIXIFOP3I8 DT —REIFIF—HL TS,

Cpss max=15x 60/3616{1/(1—e *%%"%)} = 350 u g/mL

Cpss min=2350 X e %023 =99 y o/mL

(b2 E:EHIGFRAEO BEV O PK [ZDUVT]

EN JO18157 HERFER KV

ARED CL RV Ve @ (5-FU-I-LV #t ) / (B 5) D L (HEEE) (X 0.899 R U 1.093 THY. 5-FU DHFAIZK
Y BEV @ CL [FET{ER. Vd LR ERZRT A, TDEEIT/NSKPK DEEIE/PSNEEE, (H193.6 BE
IERIMEE P46 LUY)

AREDQPKIZHAIEZEEL DAV (CPLUAY  GCLUAV) IZKPHALINLEERFEROHON TLVELY, (H21.10.9
BEBERERBEE P15 &LVY)



[(BEEDELIZLSD BEV D PKIZDUVT]
BEV7.5mg+CP #& BEV15mg+CP EICHBITAARED AUCInG DLELIZASHEIFIERMETHY. CL, VI, t1/2,
MRT ICHERITOEZEIZZEDOoNEGMNoT-, GBS AWF0757g SRERFER . (H21.109 BEERMHEE P11 LUY)

AUCInf(u g-
BEH MRT(day) | t1/2(day) | CL(mL/day/kg) | V1(mL/kg)
day/mL)
112+
BEV7.5+CP 2,950+ 1,085 16.2+5.12 255 2.98+1.39 42.9+91
10.7+
BEV15+CP 6,162+ 1,897 15.5+3.81 )64 2.75+1.16 39.4+8.69

[CBDCA(MFEHRDELALEE)D PKIZDULVT]
CPEH XU BEVHCP M AUC 0-3h (X1 HE & 64 HE CRIBDEZRL. M LH(Z CBDCA DREH®RSIC
KAHMFHMASDERBIIEDHONE M=, GBS AWF0757g SREREER . (H21.109 BEHBHREEZ P11 &UY)

H58 AUCO0-3h(u g/mL)
1 BH 64 B
cP 60.53+16.08 60.33+15.24
BEV+CP 81.02+26.16 81.52+20.64

[PTX @ PKIZDLVT)
64H BIZHITAMRSEDAUCO-ShWEVEXZREEICEIFERHLNEMNST-,
(GE5 AWF0757g SRERFEER . (H21.109 BEIERMEE P11 &KY)

o i g AUC 0-3h(u g-
h/mL)
1 BHE 64 HE
CP 6.44+1.74 7.75+1.38
BEV+CP 9.04+549 7.98+2.08

[VEGF BEZ#EELL-E hFRET]

CBDADEE=E:
CP#f 580mg. BEV+CPEE 738.2mg

ARE(X VEGF IZHEL.UAVRDZBARANDREFXEE TR MEHERLVESDBEFEET T 50,
NAFI—h—ELTHE/MEER# VEGF BENRIIESN, (ERNDOEEERAERICH (TS VEGF EEEIE+
DINYT—FENEDTIELBVED., BEELYREINTILND) (H1936 BEFERBEEZED P49 &Y)
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Incorporation of Bevacizumab in the Primary Treatment of Ovarian Cancer

(N Engl J Med 2011;365:2473-83.)
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ARR 0.03 ARR 0.05
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Gynecol Oncol.2007 Nov;107(2):173-6.

Clinical trial endpoints in ovarian cancer: report of an FDA/ASCO/AACR Public Workshop.

OBJECTIVE:

The unique characteristics of cancer, particularly issues involving the use of surrogate endpoints in clinical

trials, present special challenges in the development of cancer drugs. In response, the U.S. Food and Drug

Administration (FDA) has partnered with the American Society of Clinical Oncology, the American

Association for Cancer Research, and the American Society of Hematology to conduct public workshops

evaluating potential endpoints for drug approvals for the most common tumor types.

METHODS:

A workshop evaluating potential endpoints in ovarian cancer drug research was held in Bethesda, Maryland,

in April 2006. Invited experts presented research findings and discussed endpoints in trials of drugs for

treatment of Stage III and IV ovarian cancer.

RESULTS:

The panel responded to specific questions from FDA, discussing use of progression-free survival as a

surrogate for overall survival and use of CA-125 levels as an indicator of response. Panel members also

addressed endpoints in first-line therapy, second-line and subsequent therapy, and maintenance therapy.

CONCLUSION:

Expert commentary provided by panel members will inform FDA's draft guidance on clinical endpoints for

cancer drug approvals and will be discussed at meetings of the FDA's Oncologic Drugs Advisory Committee.

FDA intends to develop a set of principles that can be used to define efficacy standards for drugs used to

treat ovarian and other cancers



CQEERDOEABREHRNIXTT (Bev)
ARABRMESE. BERXELEIC

<ERBEOFEME>
1. BEERERIEDLSLBERRMELEEDITICHE>TLSD
(TREEDEBEOREERE. [$HLABREORATHITOD L. NABROBRREZEOT-HI1HE . AR
BA)YREEZIZBWW-EEREDON, )
> Stagell, StageVIZFHRABRTHY . TOERGOBENROERNEFENTND, AN XITDOER
[CEBEFEMRELTOEDIT
> WREAAVGEBESORTEL MEHEDEELTBZTIEETHI LI MEFLEHREETH
% Bev (TS HHABBEICELIBNMEHTEVMEDIFTELT,
2. TOMNBOTE#SFABEEEREZTM T 2-OICEKRBEEREEZICFIASN TV SREBOEREIL+5H
> BMAZEARBTETCVAN D, ZUBEREEFEL,
> 4E0 GOG218 FRERD EEMIFLFE AT DRI ALZ T TIEGL, R AR Bev ZHEAI TR
ELBOENME LR BRELE-R(EBREROER, S, ABRFREZITEHMRICEREGENGL
ZEMNTRESNTZ,)
JVARRBEEHRO. BELHEEROANE -RE2MHFMICSVLTHELRHON S RITEM>T=h,
(MBLBRBEERTOPYEYEIDBEFT L TH M. FBBOIMEIRZ L THozh . READLTELTLNSE
BbhhdabminsE)
> SEICOIER FREFTERL,
<EEBEK-BERICETABREDOEG >
ERIREAER : SEIRARNXOARRBEERSEICEHINTLDLDIZDLNT
1. EERK-BREZEOEBEICHLCHKAROEREEIG T HI LT ATEEM
SZ BEER (ANE. . Ml K& B8 URIT77054—  £EFBELRE) ABRER(RUNRT— &
7. BiE) . REMERLTE
> BERARCTOEEERIEEETREZARLTIVSGEEZALZRD
> BERERICHAANON-BEHOHEBUENARRENTLLSTNSSH ., TOMOMEBE 3T 5
GIZDWTIEFESDELED
> Bev D REAZLGEERLRATBEVEREDOND

2. EERK-BREEZRICEVTEMEREIVFO—ILAREGL O M (FRIOATREME ., EGE) . F-ERRKRHERT
(ZRIELSNGEI>REMEATEELZFNIERSLEVEDIEEL D,
> BNE.ALDRITEFELEEAINO—ILIEAIREEEZ BN S,
> ETINEEEECIERERBEOIENELEI-HEENOMECHILERFADOE S REENS G
EEZLND,
3. BIFABRELDABBREDLR(EXE. ABELEMLLGIRE. BIEFRAERICH TS EMTHNDERLGE
EREMIZRE. BLOKSBLERIE 1T TRED
M 100mg/4mL:¥45563  400mg/16mlL:¥173511
EHIELITOEET., KIZ 25meg/kg/B%E TC FiED 2~6 A UILIZHRALIzET DL, BW5Skegb L TEHE=
2.5mg X 3 X 55kg X 5 X ¥455.63=¥94 75 T Mk 22 A VI ETHFEELIZBZEEIE 2.5mgXx 3 X 55kg X 16 X
¥455.63=¥300 7 (Z75Y & 51¥400 7
GOG0218 FRERT®D 5mg/ke/B7E5¥800 AHFEYIZLE S,



> BHNOEBRBFERETLIXE (JCO 2011:29:10) TS ERIDRERIZH TS Bev DR IFEEZFMIC
EENLTHEENTEINTWS, BIEROBIRAE I T ARBTIELGL ERENAF L EARIEL

HoTLV3,
4, FLIVAEEEEATHEICEDHBHREEE D risk & benefit (XA,
<Risk>

> BE5E (Gmg/keg/BH 25mg/ke/BM) . HEHARMICOVWT—EDRBABOLNATLEL, WTFThDZEE
THERAXDRE@IOKRELHESHY,

> Bev [ZDWTENAAT—A—DGWV =0, ERTHFICHIREEFRTHIIETEERGEEREETH
ENTEDLREDENLE BEAENTTHRITO>THENELNSRNEVNSTREELH D,

> ERREERT PFS OWEILREINTA 0S, QOL DWE. (FHVILITHL T, BB LDMELRICESL
BEOLETERFATILELNHD,

> BHOBRLIBAONEMEBEEFRASNIIENEZOND=O . KREEREITOZEL T TG
AEERETIITOVWTAMLTWIRLELHD,

> GHIEBEZFACMBELOSBGHNERIERDEMATRINTEY., 0S OBHLHLBERINLZVLFTOME
RIFFELIBETHDIEEALND,

< Benefit>
> PFSOERMNEED QOLICRVWEEEZE5Z L1583 Benefit EEZA DN D,
> EFEROEBHLTERIL,
5. #ULLVAEZZBEERTLEAT SN TOEBIZDOWT,

PFSOEENBEDFLICHY. BEEHD QOL M LIZHEETHTENHFINDIBE~EA

ERAXMMEOERMS>FER

PFS DER DA T OS ITEEF 5 XL\ —FFEH

BMERADARESZLELSHMREBOTRVLIVHIFHA-TER



