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silent disease
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. Serous 412 980 1,392
= . . — — Endometrioid 60 106 166
Lo - -—--Clearcell 21 41 &2
L, === Mucinous 6 28 34

Time on Study (months)

William E et al. J Clin Oncol. 2007



CR PR SD PD

n=27) 7% 4% 7% 82% | 11%

(n=109) 28% 45% 9%  18% \72%

(Sugiyama et al. Cancer. 2000)
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ARID1A 4

Oncogene

PIK3CA 40.5%
KRAS 7.1%
PPP2R1A 7.1%

8

PIK3CA, KRAS PPP2R1A

Tumor suppressor gene

ARID1A 57.1%

Confocal microscopy
image of human ovarian
clear cell carcinoma tissue.

JonesS, Nakayama Ketal. Science. 2010
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Primarydebulkingsurgery
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Intervaldebulkingsurgery
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surgery(SDS)
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PDSSTH+BSO+omentectomy
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BSO Bs
STH+PLNDPAND

STH BSO+Omentectomy PLND PAND
~‘ S

(o,

Area : 24837458 mm
Min :0.0 SUV
Max :7.201 SUV
Avg :0.189 SUV
SD :0.533

MRI T2 PETCT






Serous carcinoma of ovary
TAH+BSO+omentectomy+diNsection.
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C) TC

175 180mg/m 2 dayl3 ats

Te A) AUC5 6 dayl 1 afs
3 3 6
80mg/m 2 dayl 8 151 «afs
Dose de”SB‘; Te AUC6  dayl 1 &t
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VEGF Bevacizumab



VEGF

VEGF Vascular Endothelial Growth Factor

® VEGF = VEGF-AF
B VEGF VEGF-A, B, C, D, E, PIGF

® VEGF-A 4 BB
B B VEGFi21, VEGF165, VEGF189, VEGF206

Q 45,000 Da

Q VEGF
VEGF 2

Ferrara N, et al. Endocr Rev. 1997; 18: 4-25.
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GOG-0218: Schema
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I I I I I I Carboplatin (C) AUC 6
11 |
2 |
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Epithelial oV, PP | | & C " Placebo &
or FT cancer N :
. Stage Ill optimal D 1.1:1 I I I I I Carboplatin (C) AUC 6 :
(macroscopic) —{ O > I "
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« Stage IV Z E|
|
\n=1300 {plannedlj i I
|
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\ - I ~ I
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GOG-0218: Investigator-Assessed PFS

Arm |

Arm 1l Armn I

1.0 CP CP+BEV  CP+BEV—BEV

@ (n=625) (n=625) (n=623)

£ 09- . 423 418 360

= Patients with event, n (%) (67.7) (66.9) (57.8)
Median PFS, months 103 11.2 141
Stratified analysis HR 0.908 0.717
(95% CI) (0.759-1.040) (0.625-0.824)
One-sided p-value (log rank) 0.0802 <().00012
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l, 1l 1, vV
TC TC bevacizumab
'CR PR l SD
I IDS
6 6
TC+bevavizumab Doxil

Doxil+CBDCA+bevavizumab

Gem+CBDCA+bevavizumab

Gem zbevavizumab
CPT-11




Best supportive
care

SDS

SDS




6 12 27 33 6 13

12 44 84



Disease free interval (DFI) 6

100mg/m? ,day 1, 8, 15, 4 29
1000 mg/m? ,day 1, 8, 15, 4 6 15
1.5 mg/m? , day 1~5, 3 12 18
70mg/m? ,day 1, 3 22
180mg/m? ,day 1, 3 10 30
40~50mg/m? ,day 1, 4 10 20

50mg/m? , dayl~21, 4 27



Disease free interval (DFI) 6

TC = (bevavizumab)

Doxil+CBDCA = (bevavizumab)

Gem+CBDCA £ (bevavizumab)



Pathogenesis of Ovarian Carcinomas

CH1p LOH
p16 loss

KRAS/BRAF
mutations

Type | pathway

Inclusion
cyst

Type Il pathway

Fallopian tube TP53 mutations + CIN

Shih, et.al. Annu Rev Pathol. 2009



Pathogenesis of Ovarian Carcinomas

KRAS/BRAF
mutations

CH1p LOH
p16 loss

Type | pathway

T |t o Precursor Frequent TP53
ype ltumor Clinical feature |giepwise growth) | CIN mutation | mutation
K-RAS
Low-grade serous Cystadenoma BRAE
Low-grade endometroid large mass | Cystadenofibroma| oW CTNNB1 Rare
mucinous Borderline tumor PTEN
ERRB2

Shih, et.al. Annu Rev Pathol. 2009




Pathogenesis of Ovarian Carcinomas

. Frequent
Type Il tumor Clinical feature Precursor CIN mutation
High-grade serous S_—
High-grade endometroid Aggressive Not recognized | High
Undifferentiated 9 g g (>80%)
Carcinosarcoma

Inclusion

O

Fallopian tube

High-grade carcinoma

TP53 mutations + CIN

Type Il pathway

Shih, et.al. Annu Rev Pathol. 2009
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Fimbria as the source of
ovarianserous adenocarcinoma

Inclusion cyst
”
y

Serous tubal carcinoma in situ

HGSC
De novo

Ovarian cancer Is an imported cancer!
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