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First-Line Systemic Therapy
for Ovarian Cancer

* 39-year-old woman

» Stage lIC clear cell G3 ovarian cancer

e Optimal cytoreduction

 Good performance status

 Concern about prognosis and toxicity




Options to Consider

Paclitaxel + carboplatin regimen
Paclitaxel weekly (dose-dense) + carboplatin
Docetaxel + carboplatin regimen

Pegylated liposomal doxorubicin + carboplatin
regimen

Gemcitabine + carboplatin + paclitaxel
regimen

* Clinical trial of chemotherapy and
bevacizumab if available
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— bevacizumab it available




GYNECOLOGIC R
CANCER INTERGROU

Current Standard:
Paclitaxel + Carbopalatin

 3rd International Ovarian Cancer Consensus Conference
(3 - 5 September 2004, Black Forest, Germany)

 The recommended standard comparator for trials on
medical treatment in advanced ovarian cancer (FIGO IIB-
IV) is carboplatin-paclitaxel

 The recommended regimen is carboplatin with a dose
of AUC 5 - 7.5 and paclitaxel 175 mg/m?/3h given every
three weeks for 6 courses

du Bois A, et al. Ann Oncol. 2005;16(Suppl 8):viii7-viii12.







Neijt JP, et al. J Clin Oncol. 2000;18(17):3084-3092.
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Carboplatin AUC 6
Paclitaxel 175 mg/mq

Carboplatin AUC 2
Paclitaxel 60 mg/mq

 Primarv endpoint: Ool. PES (amendment)
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Gemcitabine + Carboplatin +
Paclitaxel Regimen

A randomized, phase lll study (AGO-OVAR-9, GINECO-TCG,
NSGO-0C-0102): Gemcitabine-paclitaxel-carboplatin (TCG)

versus paclitaxel-carboplatin (TC) as first-line treatment of

ovarian cancer (OC): Survival of FIGO stage I-lIA patients

PFS - HR = 0.90 [95% CI: 0.47-1.72]
OS - HR =2.19 [95% CI: 0.75-6.41]
Greater hematologic toxicity in study arm

Addition of G to TC did not improve efficacy in patients with
stage I-llA ovarian cancer. The addition of G to TC in patients with
first diagnosis of ovarian cancer cannot be recommended

Herrstedt et al, J Clin Oncol. 2009;27(18S): Abstract LBA5510.




atification Gemcitabine 800 mg/mq d1+8

Paclitaxel 175 mg/mq d1
Carboplatin AUCS5* d1
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*Stratum 3 FIGO IV or Tumor Residual > 1 cm

1st ENDPOINT
*Overall survival in stratum 2+3

2"ENDPOINT ® Paclitaxel 175 mg/mq d1
* PFS in stratum 2+3
* OS e PFS in stratum 1 — H
* OS e PFS in all stratum - Carboplatln AUCS d1
* Response rate
*Toxicity (NCI/CTC grade 3/ 4)
« EORTC QLQ-C 30, QLQ-OV 28




ADDING THIRD CYTOSTATIC DRUG TO TC

RESULT

Triplet combination

Gemcitabine AGO ,GINECO, NSGO

GOG,ANZGOG-MRC

Negative

Epirubicin

AGO - GINECO NSGO
EORTC NCIC-GEICO

Negative

Peg-lip dox

GOG ,ANZGOG MRC

Negative

Sequential doublet

Gemcitabine  coc.aNnzGoc-MRC

Negative

Topotecan NCIC EORTC GEICO

GOG,ANZGOG-MRC

Negative

Sequential single

Topotecan AGO GINECO

Negative




Pegylated Liposomal Doxorubicin +
Carboplatin Regimen

« Carboplatin plus paclitaxel (CP) versus carboplatin
plus stealth liposomal doxorubicin (CLD) in patients
with advanced ovarian cancer (AOC): MITO-2 Trial

* 820 patients randomized

- Stage IC-IV

 Median follow up 35 months
* 530 events for PFS

e 269 deaths

Pignata S, et al. J Clin Oncol. 2009;27(18S): Abstract LBA5508.
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Carboplatin AUC 5, day 1
Paclitaxel 175 mg/m?, day 1

Treatment repeated every 21
days, for 6 cycles

Primary endpoint: PFS
Secondary endpoints: OS, ORR
(RECIST), toxicity, quality of life

Carboplatin AUC 5, day 1
PLD 30 mg/m?, day 1

Treatment repeated every 21
days, for 6 cycles




Any Grade Severe (G>3)
C+P C+PLD C+P




*Objective response VS No response

Target Lesions




(n =99) P (x?)*

C+ PLD
(n=80) P ()"
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Clinical Trial of Chemotherapy and
Bevacizumab (If Available)

* GOG #218
* ICON 7
* GOG #252




GYNECOLOGIC

CANCER INTERGROUP

An Organization of International Cooperative

Groups for Clinical Trials in Gynecologic Cancers

j—
Leading GOG
S . ' = U » a
arbople A 0.0 ALEDE
7 O 4 Ola
/ Placebo O 0
/
/I
/ Paclitaxel 175 mg/m? (3 h) Slacehe
q__y | | Carboplatin AUC = 6.0 6 Ao
N Bevacizumab 15 mg/kg g 21d*
\\\
N\ Paclitaxel 175 mg/m2 (3 h)
N, .
=| 11| carboplatin AUC = 6.0 == Bi\gamztu;n?b
Bevacizumab 15 mg/kg g 21d* e i it
*starting-with-C2
Open Sept-05
~Closed: 2009
Target accrualk: 2000 patients (3Y)
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GYNECOLOGICE

CANCER INTERGROUP

Carboplatin AUC 6

Paclitaxel 175 mg/m?

Bevacizumab 7.5 mg/m?

Bevacizumab 7.5 mg/m?

q-21 x 12 cycles

Carboplatin AUC 6

Paclitaxel 175 mg/m?

q 21 x 6 cycles




Regimen I:
pacli/carbo,,
bevacizumab iv

Paclitaxel 80 mg/m? IV wkly x 3

Carboplatin AUC 6 IV every 3 wks

Repeated for 6 cycles

Regimen Il:
pacli/carbo,,
bevacizumab iv

Paclitaxel 175 mg/m? IV over 3 hrs on Day 1

Carboplatin AUC 6 IP on Day 1

Repeated every 3 wks for 6 cycles

Regimen lli:
Pacli/cisp,s /paclip
bevacizumab iv

Paclitaxel 135 mg/m? IV over 3 hrs on Day 1

Cisplatin 75 mg/m/? IP on Day 2

Paclitaxel 60 mg/m? IP on Day 8

Repeated every 3 wks for 6 cycles




Recommended Follow-Up
When NED

* Routine measurement of CA125

 Measurement of CA125 only if
symptoms occur




Ovarian cancer in complete remission after first-line

platinum-based chemotherapy

and a normal CA125

REGISTER (n = 1442)

Blinded CA125 measured

every 3 months

CA125>2 x upper limit of normal

RANDOMIZED (N = 529) (37%)

Early treatment (N = 265) Delayed treatment (N = 264)

Clinician and patient informed Clinician not informed, treatment delayed
until clinically indicated

Clinical

MA MRC | o
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My Opinion

* Routine measurement of CA125

 Measurement of CA125 only if
symptoms occur




