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4 fifi 19511 28145 69%
5 FE 6075 27822 22%
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Stage Il ~IVAIZHEWTIEEICHRET#R1EFFE. Stage IVB-BHH
BN TITHSHREEL LR EEAALLND
Stage REXBR Fik (5EFEEFE)
Stage 0 FT (FYELIRRHT) 100%
Stage IA (Bt~ 2[R T 22566 or TR 89%
Stage IB IEAFE 2 or BUHR 7%
Stage Il IEAFELfEor BstHbERE 60%
Stage Il SRR E 37%
Stage IVA &L EE 23%
Stage IVB % LUBUT#R or L5245 %) 2%
By EL (SR or L) MST: #9194 A
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- Chemoradiotherapy ({b22 14T 4 A 5%)
CAEHEABEL TSN

- Neoadjuvant chemotherapy(i 8l ## Bh{b 22 5%)
 EEEISNTOSEEV AL

- Adjuvant chemotherapy(fii # ## Bt S 55%)
CREDECHEHET BT —HIFMN

- Chemotherapy for metastatic disease
- BT ESIRIHE) 20-60%
- BMlZpalliatonT#H

ETFEESAICKHT 5705 LML ERER

RR PFS (mo.) OS (mo.)
CDDP50 21% 3.7 71
GOG43 CDDP100 31% 4.6 7.0
(1985) CDDP20x5  25% 3.9 6.1
GOG110 CDDP50 18% 3.2 8.0
(1997) CDDP/IFM 31% 4.6 8.3
EORTC CDDP50 25% 53 10.1
(2001) BEMP 42% 4.5 9.3
GOG169 CDDP50 19% 2.8 8.8
(2004) CDDP/PTX  36% 4.8 9.7
JCOG0505 CDDP/PTX  59% 6.9 18.3
(2012) CBDCA/PTX 63% 6.2 17.5

JCOG 0505

Stage IVB, persistent or R Standard arm: TP
recurrent cervical cancer; A Paclitaxel 135 mg/m? 24h d1
not amenable to curative N Cisplatin 50 mg/m? 2h d2
surgery / radiotherapy D
o every 21 days for 6 cycles
* Balancing factors: M \ -
+ Tumors outside of the prior Experimental arm: TC
irradiation field I Paclitaxel 175 mg/m? 3h d1
(yes or no) Z Carboplatin AUC 5 1h d1
« PSO0-1or2 E
+ SCC or non-SCC
« Institution L

J Clin Oncol 30, 2012 (suppl: abstr 5006))

JCOG 0505: Overall Survival
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GOG240

Paclitaxel 135 mg/m? or 175 mg/m2 ‘

; Cisplatin 50 mg/m?
A Paclitaxel 135 mg/m?2 or 175 mg/m2
« Carcinoma of the cervix N CiSplaﬁr' 50 mg/m?
« Primary stage IVB D +Bevacizumab 15mg/kg
* Recurrent/persistent lo]
+ Measureable disease M Paclitaxel 135 mg/m2 or 175 mg/m2
+ GOGPS 01 Topotecan 0.75 mg/m? 2h d1-3
« No prior chemotherapy |
for recurrence Z
E Paclitaxel 135 mg/m? or 175 mg/m2
o Topotecan 0.75 mg/m? 2h d1-3
n=452 +Bevacizumab 15mg/kg

Primary endpoint: OS 1) by adding Bev, 2) by
adding non-platinum chemo

Secondary endpoint: PFS, ORR
condary endpoin N Engl J Med 2014;370:734-43.
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GOG240: Survival by adding Bevacizumab

, PFS 0s
Median A "
Events  Survival Evants  Ovenll
no. (%) ey no (%) Survival
— Chamotherapy [N=225] 184 (2] 58 i
= —— Chemotherapy (N=225) 140 (5] 153
ChumattwrapyeBov N=227] 183 {81} ket — Chemotherapy+Bev [N=227) 131 {38 1o
Hazard ratio, 0.67 (955 C1, 0.54-0.87); twe-sided Pa0.002
Hazard ratio, 0.71 (3% €1, 0.54-053);
3 10 10 one-tided = 0,004

P=0002 Median followup, 208 ms P = 0 004
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N Engl J Med 2014;370:734-43.




#17(Stage IVB)- BRFEEINADLEEE
- 41 . TP+Bevacizumab (/393X )L+ R TS5FY
+TINATF ) DBERELITH>TLK
= N el
TCUSIYBFRIL+HILRTSFL) £, BEAELT FEAEDADEYRE
aveiid

- TC+Bevacizumab® FEAfi AN iH
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FEEARNADRT—URIERETFR FEIANA
Stage Il IZHEWTIZEICF i +HLF L. Stage IV-BFHEH JVRITEN =
CBNTRSH S LR E A ML S A AL B LS EFRASENN?
Stage RERAE F & (GEEHFER) N T
. ] 15 .
Stage0  D&C. FELiHfN 100% - Stage IIl, IVIZXIL T % FHEAEER
Stagel  FFELREMRBIRE 78% - AP (Adriamycin 60mg/m2 + Cisplatin 50mg/m2) or TCHE%
Stagell  Ffi 70% - #17 (Stage IVB)- BEAAITHT Bk
Stage Il FiT + LR 30% - BHE(BEMENHR) 20-60%
Stage IV TR or RILEVHRE or 149% . MST #1258
Tk o
- B #l&palliation (E#. QOL)TH5
2L (SR or RILE R or B2 - 44
BN et MST. #1277 7 1B L5855 ADM+CDDP, CBDCA+PTX
SEE: RARERZESEITEARER BAERS 55: 743, 2003

e e ) i) HEATF BB AT 5725 AL LEEER
ﬁ T(Stage IVB).E%?E{$1’\AJO)/D LN RR PFS(mos! O_S
ADM 22% 3.2 6.7
| Metastatic Endometrial Cancer ‘ GOG 48 <ADM/CPA 30% 3.9 73
R FT<[FGrade1 HiEKES=[EGrade2. 3 GOG 107 <ADM 21% 38 92
ADM/CDDP  45% 57 9.0
~ B ; [—F 5
RILEL RS 1 RAEZEARA ADM/CDDP  40% 72 124
AT eoG 163 < ADMPTX  44% 60 136
QRALZHE) +G-CSF ’ ' '
FROES cog 177 o ADWICDDP 34% 53 121
wEHAE < TAP 57% 83 153
+G-CSF




GOG209: TAP vs. TC
TAP

Doxorubicin 45 mg/m? ‘
Cisplatin 50 mg/m?
Paclitaxel 160 mg/m?
(24 h delay, 3 h infusion)

‘ G-CSF days3-12

| x7

« Adenocarcinoma
« Stage IIl/IV or recurrent
* No prior chemotherapy

« ER/PR status recorded
TC

Carboplatin AUC 6

Open: 2003/8 Paclitaxel 175 mg/m2 (3 h)
Closed:2009/4

Accrual: 900 pts—1305pts

|
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Gynecologic Oncology 2012; 125: 771

GOG209:PFS
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Gynecologic Oncology 2012: 125: 771
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Survival in Advanced Ovarian Cancer
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History of primary chemotherapy for ovarian cancer
GOG22 cancer s1:783, 1083 LPAM vs CA LPAM: Melphalan
/ C: Cyclophosphamide
GOGAT7 cancer s7:1725, 1986 C‘AVS/CAP A: Adriamycin
P: Cisplati
GOG52 sco 7457, 1989 CAP vs CP feplatin
/
GOG11 1 nem 3301, 1996, CPvs TP T: Paclitaxel
OV10unci 92:699, 2000 /
2881 58.co 21:3194, 2003 T‘PVS/TC C: Carboplatin
INCI 95:1320,2003
SCOTROCciss:1682. 2004 TC vs DC D: Docetaxel
GOG182 1o 27:1419, 2000 TC vs TC+ Gem, Topo, or Doxil
JGOG3016 Lancet 3741331, 200 TC VS dose-dense TC

| —
Primary Chemotherapy
BELE

- TC: Paclitaxel 175mg/m?2 3h and Carboplatin AUC 5-6
every 3wks, 6 cycles

4Ath Ovarian Cancer Consensus C June 25 - 27.
Vancouver, British Columbia , Canada. 2010.
FEE LS T3
- Dose-dense weekly paclitaxel + every 3 weeks
carboplatin
- Intraperitoneal cisplatin + paclitaxel (for optimal stage IlI
disease)

JGOG 3016, NOVEL. Japanese Gynecologic Oncology Group

&coc

JGOG 3016 (NOVEL study)

Conventional TC (c-TC)

Paclitaxel 180mg/m?, day 1
Carboplatin AUC 6.0, day 1
every 21 days for 6-9 cycles

« DREAA IEH
A BBIED A

+ FIGO Stage II-IV Dose-dense weekly TC (dd-TC)

Paclitaxel 80mg/m2, days 1,8,15
Carboplatin AUC 6.0, day 1
every 21 days for 6-9 cycles

[MN—-=200Z>7|

Primary endpoint: PFS
Secondary endpoint: OS

Accrual: 637 pts (2003 Apr.— 2005 Dec.) Katsumata, Lancet 2009; 374: 1331-38

ASCO 2012

JGOG3016: Updated PFS

median follow-up period: 6.4 years
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Treatment n Event, n (%) Median PFS Pvalue HR 95%ClI
dd-TC 312 197 (63) 28.2 mos. 0.0037 076 0.62-0.91
c-TC 319 229 (72) 17.5 mos. : : e

Lancet Oncol. 2013;14(10):1020-6




JGOG3016: Updated Overall Survival

median follow-up period: 6.4 years
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Treatment n  Deaths, n (%) Median OS  5-yr survival Pvalue HR 95%Cl
dd-TC 312 139 (45) 100.5 mos. 58.7%
c-TC 319 168 (53) 62.2 mos. 51.1%

0.039 0.79 0.63-0.99

Lancet Oncol. 2013;14(10):1020-6

|| GOG218 NEJM 2011;365:2473-83.

Incorporation of Bevacizumab in the

mPFS mOS

14.1m vs 10.3m 39.7m vs 39.3m
HR 0.72(0.63-0.82) HR 0.92(0.73-1.12)
P <0.001 P=0.45

|I DRIGINAL ARTICLE

|| 1CON7 NEJM 2011;365:2484-96.

A Phase 3 Trial of Bevacizumab
in Ovarian Cancer

7, A "

mPFS mOS

174 mvs 19.8 m not yet reached
HR 0.81(0.70-0.94) HR 0.85(0.69-1.04)
P=0.04 P=0.11

Phase Il Trials for Bevacizumab
Study Endpoint Design PFS P 0osA P
A

GOG218 OS—PFS TC *Bev 0.9 0.08 -0.6 0.36
TC+Bev*Bev 3.8  0.0001 0.4 0.25
maint

ICON7 PFS TC+Bev+Bev 1.7 0.0041 0.11
maint

OCEANS PFS GC+Bev*Bev 4.0 <0.0001 -1.9 0.084
maint

AURELIA PFS Topo or Doxil or 3.4  <0.001 NA NA
WPTX *=Bev

BN &, 2011/12 A IR AN AITHKER
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Secondary Chemotherapy

Definition of Sensitivity
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NCCN Clinical Practice Guidelines in Oncology, Ovarian Cancer V.2. 2014
Acceptable Recurrence Therapies

. Hormonal Targeted Radiation
Agents Cytotoxic Therapy Therapy Thetapy Therapy
Combination if platinum sensitive Bevacizumab

Carboplatin/ paclitaxel (category 1)
Carboplatin/ weekly paclitaxel
Carboplatin/ docetaxel
Carboplatin/ gemcitabine

= " PN

i (category 2)
Carboplatin/ liposomal doxorubicin

Cisplatin/ gemcitabine
Preferred Single-agent if platinum sensitive
Agents Carboplatin

Cisplatin

Single-agent non-platinum based if platinum resistant
Docetaxel
Etoposide,oral
Gemcitaibine
Liposomal doxorubicin
Paclitaxel, weekly
Topotecan

DNEMNABBEHARSA> 20105/ :
BRINEEOEZEE (platinum sensitivefEH)

% FEHI El] R
TSFFHEX YU ESUIERE
Py TSFTBREBRIE 617l (80%: TCHE. 10%:TP) Primary endpoint: 0S
|coNg/aGo 8024 0S 297 B vs 244 B
($1HE) TIFFECEAMLLIE 62— (HR=0.82, p=0.02)
(T1%: HILVRT5F BFI, 17%: CAP)
. HNRTSFL AUCA dayt Primary endpoint: PFS
ISFFRBRUEBRME NS 5
Phisterer 36561 > +4 L AEY  1000mg/m? day1, 8 FINTE 47.2% vs 30.9%

PFS 8.6 A vs 5.8 A

(Bm4a) (HR=0.72, p=0.003)

HIRTSFL AUCS dayl

ANRTSFL AUCS
TSFFBEMBRIPE  +URY—LIERFYILES Y 30mgim?

Pujade 7976451
(SBIIHE. L BHER)

Primary endpoint: PFS
PFS 11.37A vs 9478
HILRTSFL AUCS (HR=0.82, p<0.005)T

+/8905%)L 175mg/m?

e
BRIPESAD ZRILERE

Platinum Resistant (PFl < 6 months)

Weekly Paclitaxel 80mg/m2 qwk

» Topotecan 1.5mg/m2 d1-5, q3wks

» Gemcitabine 1000mg/m2 d1,8, q3wks
» Liposomal DXR (Doxil) 50mg/m2 d1, q4wks

» Irinotecan 100mg/m2 d1,8,15, q4wks
» Docetaxel 60-70mg/m2 d1, q3wks

>

>

Oral Etoposide 50mg/m2 d1-14, q3wks
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- Calvert®X TS M;ECrAl FE ik (L Jaffe(v v I 1)k TH S 1=, |
DBRITER (AR BEFRE. KE: IDMSE) [FEBEICHE S0, TDFE
FEATDHEBRITRECH5H,

- &

- MEFEYLTF=2+0.2%4ES (Ando, BIC 1997,76, 1067)
— eGFREES (AAEWHAER Am J Kidney Dis 2009, 53, 982)

- GOG-NCI®D#EEE (NCI action letter, 2010)
- I RKGFR%125ml/min&9 % (LR = : AUC6: 900mg, AUC5:
750mg, AUC4: 600mg&7id)
cMFEILTFURIEEZ0.7ET D
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I EFHNTSFU
- MEINGHEE D, HHE:13-17%

HIWRTSFU:
- BEEN. BRIESADMN12%ITFE
c PREFEFREFAIIVEBY A VI, WILIRTSFUETHAY
WU LS LI-BED27T%ITHSR, 791 2LKETHNIE
1% 3R T2 7= Markman. Gynecol Oncol 2007; 107: 163,
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TC (Paclitaxel+Carboplatin)
Dose-dense TCH G £ AZ4EARIT/E HATREE
TC+Bevacizumab~ D #A 1
« BRELEZERE
Sensitive relapse
Platinumz &L Lo Ay
Resistant relapse
Non-platinum L< A>
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