


Early versus delayed treatment of relapsed ovarian cancer (MRC OVO5/EORTC
55955): a randomised trial

Ergebnisse

—— Delayed 27-1 months (95% Cl 22-8-30-9)
HR 098 (95% C1 0-80-1-20), p=0-85

[ 6 12 18 24 30 36 42 48 54 60

umber at risk

Early 265 247 211 165 131 94 72 39 27 22 15
Delayed 264 236 203 167 129 103 69 46 31 25 16
C Third-line treatment or death

Median:
—— Early  12:5months (95% Cl11-4-13-3)

—— Delayed 17-1 months (95% C115.6-191) 3

HR 0-69 (95% C1 0-57-0-83), p=0-0001

24 30 36

Early 265 224 138 70 38 2 17
Delayed 264 232 173 117 76 48 35

B Second-line chemotherapy

Median:
—— Early  0-8 months (95% Cl 0-7-0-8)
—— Delayed 5.6 months (95% Cl 4-4-6.5)
HR 0-29 (95% C1 0-24-0-35), p<0-0001

3 6 9 12 15 18 21 24

265 23 16 14 11 11 10 10 9
264 177 116 91 69 56 49 42 33

D First deterioration in Global Health Score or death

Median:
——Early  3-2months (95% Cl2-4-4-3)
—— Delayed 5.8 months (95% Cl 4-4-8-5)
HR 071 (95% C1 0-58-0-88), p=0-002

190
194

E Duration of time spent with good Global Health Score during first two years from randomisation

30 B Early
M Delayed

Number of patients

0 3 6 9 12 15
Number of months spent with good score

6 9 12 15 18 21
Number of months spent with good score

Median follow up of 57 mos:
no difference in OS
ET (25.7 m) and DT (27.1 m).

No 1 in QoL by ET,
median time of good QoL was 7.1 m for
ET vs. 9.2 m for DT (p = 0.20)

Time to first deterioration in global
health score :

3.1 mfor ET and 5.8 m for DT (p = 0.001)
with

significant disadvantage for

fatigue 2.6 m ET vs. 6.1 m DT
(p < 0.0001),

role function 3.5 m ET vs. 6.0 m DT
(p < 0.006) and

social function 4.1 m ET vs. 8.6 m DT
(p = 0.003).
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Kombination'oderMonotherapie fur
platinsensitives Rezidiv.

ICON 4-AGO 2.2

( Lancet, June 21;2003):

GEICO (Ann Oncol May 2005)

802 Pat

2 Arme: Platin vs.
Platin+Paclitaxel

OS hazard ratio 0.82,
p=0.02

PES hazard ratio 0,76
p=0.0004

1y PFS 40% vs 50%
2y OS 50% vs 57%
Kein Einflufs auf die QoL

81 Pat

Carbo (AUC5) vs
Carbo/Paclitaxel

Response Rate 50% Vs
/5,6%

TTP 33,7w vs 49,1w

Kein signifikanter
Unterschied der QoL




axantreierRezidivtherapie

platinsensitiy,
(Ovar 2.5, AGO, Pfisterer et al. 3CO;, Sep 18,2006)

Rezidiv. > 6 Monate, mind. Eine Vortherapie mit Platin
oder Platin/Taxol, n = 365

Gemcitabine (1000 d1 + 8 g 3 w)/Carbo (Auc 4 g 3 w) VS.
Carbo-Mono (Auc 5 g 3 w)

PFS 8,6 mo vs. 5,8 mo (p=0,0031)
CR 14,6% vs 6,2%

PR 32,6%0 vs 24,7%

ORR 47,2 vs. 30,2%0 (p=0,0016)

Neutropenie (Gr 3+4) 70,2% vs 12%
Verbesserte QoL (Neuropathie)

LipoDox/Carbo Phase II: ORR 68%, PES 11,6 mo; duBois, AGO-OVAR,
Gynaec Oncol, 2007 Octl




Taxanfreie Rezidivtherapie (CALYPSO)
Hohere Wirksamkeit — weniger Nebenwirkungen

(Carbo/Paclitaxel vs Carbo/PLD)

HR =0.82 (95% Cl, 0.72 to 0.94)
Log-rank P (superiority) = .005
P (noninferiority) < .001

Carboplatin-PLD
{median PFS, 11.3 mo)

Carboplatin-paclitaxel
(median PFS, 9.4 mo)
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6 12 18 24 30

Time After Random Assignment {months)

No. at risk
Carboplatin-PLD 466 397 188 60 20 4
Carboplatin-paclitaxel 507 405 152 45 10 2

Baseline Factor pred. f. PFS

Multivariate Cox Regression Model

Therapy-free interval, months

95% ClI

6-12

0.48 to 0.65

> 12

Measurable disease

No

1.271t01.70

1.52 to 2.07

> 100

LEDC = Liposome-Encapsulated
Doxorubicin Citrat ?

Pujade-Lauraine, JCO, 2010 May 24

Treatment arm

CP

0.71t0 0.93

Leitgeb OKP2011




Iherapierdes Rezidivs

= Platinsensitiv, >6 Mo therapiefreies Intervall:
= Carbo/Paclitaxel

= Carbo/Pegyliertes Liposemales Doxorubicin

(Lipesomen Encapsuliertes Doxorubicin Citrat?)
= Carbo/Gemcitabine

Altretamin 5-FU/LV Jopotecan

Epi-/Doxorubicin
PLD (LEDC?)
Etoposid [fosfamid Gemcitabine

Xeloda Vinorelbin

Irinotecan Paclitaxel Oxaliplatin
Ixabepilone Docetaxel (weekly) 1




Iherapierdes Rezidivs

= Platinsensitiv, >6 Mo therapiefreies Intervall:
= Carbo/liposomales Doxorubicin
= Carbo/Taxol
= Carbo/Gemzar

Platin-resistent:

Altretamin 5-FU/LV Topotecan
Epi-/Doxorubicin

PLD (LEDC?)

Etoposid Ifosfamid Vinorelbin

Xeloda Trabectedin

Irinotecan Paclitaxel Gemcitabine

Ixabepilone Docetaxel (weekly) Oxaliplatin




pPlatinresistentestReziciv.

Jlopo

Med. OS (wo) 56,7
A0

Platin-sensibel
3y OS (%) 13,2
Resp.Rate (%) 17
OS (wo) 63 »
TTP (wo) 19
Med. OS (wo) 47

1* Gordon, J Clin Oncol 19 (14): 3312-22, 2001

2* ten Bokkel Huinink, J Clin Oncol 15 (6): 2183-93, 1997
Review: Fung-Kee-Fung, Curr Oncol 2007, Oct;14(5):195-208




Trabectedin + Liposomales' Doxorubicin
Platinfreie Kombination

=
o
1

PFS events: 389
HR: 0.79 (95% ClI, 0.65 to 0.96)
P=.0190

PFS events: 226
HR: 0.73 (95% Cl, 0.56 to 0.95)
P=.0170

o
(2]
1

Hohe
-+ Trabectedin/PLD, 9.2 months Wirksamkeit
PLD, 7.5 months ) .
bei Platin-
Sensitivitat

== Trabectedin/PLD, 7.3 months
PLD, 5.8 months
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Progression-Free Survival
o
L8]
L

Progression-Free Survival

2 4 6 8 10 12 14 16 18 20 22 24 26 28 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months) Time (months)

No. of patients at risk No. of patients at risk
PLD 317208139 93 54 35 22 14 6 4 0 0 0 0 O PLD 202138102 71 45 30 17 1N
Trabectedin/PLD 328225176121 86 63 33 22 13 10 7 6 4 0 © Trabectedin/PLD 215164133102 72 56 30 20 1

C 1.0 H

5 3 0 0 0 0 O
310 7 6 4 0 0

PFS events: 163 D . - OS events: 300
HR: 0.95 (95% CI, 0.70 to 1.30) ; HR: 0.85 (95% Cl, 0.67 to 1.08)
P =.7540 e P=.1506

o
o
1

=== Trabectedin/PLD, 4.0 months
PLD, 3.7 months

o
(]
1

Ergebnis bei

Platinresitenz

vergleichbar

wie

Monotherapie 8 10 12 14 16 18 20 22 24 26 28 3 6 9 12 15 18 21 24 27 30 33 36
Time (months) Time {months)

No. of patients at risk No. of patients at risk
PLD 115 70 37 3 c 0o 0 0 O PLD 335 309 270 242 192 134 89 48 26 7 2
Trabectedin/PLD 113 61 43 3 2 0 0 0 0 O Trabectedin/PLD 337 312 290 265 218 151 103 57 34 9 3

(proportion)
o
=

Overall Survival
(proportion)

Q
X}
I

«+ Trabectedin/PLD, 20.5 months
PLD, 19.4 months

Progression-Free Survival

11
o 0

Monk B J et al. JCO 2010;28:3107-3114
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Rezidiv

Welche Therapie

Platin-sensitiv:
Carbo/Paclitaxel

Taxanfrel:
Carbo/Gemcitabine
Carbo/Liposomales Doxorubicin

Platinfrel:
Trabectedin/Liposomales Doxorubicin

Platin-resistent:

Kombinations- vs. Monotherapie
(héherer Response, kein Uberlebensvorteil)

(Paclitaxel) = Topotecan = LipoDox = Trabectedin >
Alkylantien
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ISsItilime for SomeNew Approaches for
Ireating Advanced Ovarian Cancer?

W.P- McGuire 3 Natl cancer Inst, Aug 2; 2006
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OCEANS: a phase 111, carboplatin and gemcitabine plus bevacizumab
In patientsiwithplatinum=sensitiverecurrent ovarian, primary

peritoneal, or fallopianitube cancer; ClAdhajanian et al. ASCO 2011

LT [eoe=
/Platinum-sensitive\ G 1000 mg/m?, d1 & 8

a
recurrent OC PL g3w until progression

Measurable disease

ECOG 0/1 [[[[[[
*No prior chemo for C AUC4

recurrent OC >
No prior BV G 1000 mg/m+, d1 & 8

=8y Jro,
BV

Stratification variables: CG for 6 (up to 10) cycles

e Platinum-free interval
(6—12 vs >12 months)

» Cytoreductive surgery for
recurrent disease (yes vs no)

BV = bevacizumab; PL = placebo
agpithelial ovarian, primary peritoneal, or fallopian tube cancer Leitgeb OKP2011




OCEANS} Progressionsfreies Uberleben

CG + PL CG + BV
(n=242) (n=242)

Events, n (%) 148 (61) 119 (49)
Median PES, 8.6 12.3

months (95% CI) (8.3—10.2) (10.7—
14.6)

Stratified analysis 0.451
HRY(95%0) CT) (0.351-0.580)
Log-rank:p-value <0.0001

12
Months

CG +PL 31
CG + BV 73

Leitgeb OKP2011




Netelinerapien

Genprofile — Platinsensitivitat

Pazopanib — , Erhaltungstherapie™
(AGO 16)

Olaparib — PARP- Inhibitor (PES 8,4 vs 4, S

Catumaxomab — maligner Aszites
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The real challenge, however, remains with screening and early diagnosis.

When diagnosed in stage I, more than 90% of patients have longer than 10 years of disease-free
survival. Symptoms are non-specific, such as abdominal bloating, loss of appetite, and dysuria.
Screening with a combination of serum cancer antigen 125 and transvaginal ultrasonography is

recommended in women at high risk, such as carriers of the BRCA1 mutation. General screening in

postmenopausal women is currently being assessed in the UK Collaborative Trial of Ovarian Cancer
Screening due to end in 2011.

Major progress in ovarian cancer will only
be made when the disease is diagnosed early.

Editorial, The Lancet, Oct 2009
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