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Randomization {Cycle = 21 Days)h

Arm 1 {Standard Chemotherapy}

Phase A Chemotherapy ~ day 1 every 21 days x & cycles
Hlacebo (for bevacizumab) ™™ day 1 every 21 days beginning
with cycle 2 X 5 cycles

Re-registration

‘L Phase B Hlacebo (for bevacizumab) ™ day 1 every 21 days cycles 7
through 22

Arnm H {Concurrent Bevacizumab)

Phase & Chemotherapy ™ day 1 every 21 days x 8 cycles
hevacizumab "™ day 1 every 21 days beginning with cycle 2 x
5 cycles
Re-registration
$ Phase B FPlacebo (for bevacizumab} ™* day 1 every 21 days cycles 7
through 22

Arm 11 {Extended Bevacizumab}

Phase & Chemotherapy ™ day 1 every 21 days x 8 cycles
bavacizumab ™ day 1 every 21 days beginning with ¢ycle 2 x
‘3‘ 5 cycles

Re-registration

‘; Phasze B bevacizumab ™ day 1 every 21 days cycles 7 through 22

*Paclitaxel 178mg/m? IV over 3 hours followad by Carboplatin AUC 6 IV aver 30 minutes
day 1 of cycles 1 through & only {Note: docetaxel 78mg/m< IV over 1 hour may he
substiuted for paciitaxsl.)

*hevacizumab / Placabo 15mg/kg IV day 1 of each cycle beginning with cycle 2
Y S
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FIG. 2
Select Adverse Bvents
Onset Betwesn Cycle 2 and 30 Days Afler Daie of Last Treatment
Arrn BT
Arm i Hren i P + BEY —»
Adverse Event P P+ BEY BEV
(Grade When Limited), n {%:} {n=801}) {n=G07} {n=608)
Gl events® (grade 22) 7{1.2) 17 (2.8) 18 (2.8)
Hypertension {grade 23} 10 (1.7)° 36 (5.9° 53 {10.43P
Proteinuria {grade 23) 4 (0.7} 4{0.7) 10 {1.6)
Pain {grads 23) 55 (9.2)° 73 (12.0)° 83(13.7)F
Neutropenia (grade a4) 347 {57.7) 384 (63.3} a85(63.3)
Fabrile neulropenia 21 (3.5} 30 {4.9) 20 (4.3}
Yenous thromboeambolic event 35{5.8) 32 (5.3) 41 (8.7}
Arterial thromboembuolic event 5{0.8) 4 (0.7 4 (8.7}
NG bleeding 0 0 240.3)
Mon-CNS bleeding {grade 23) 5 (0.8} 81{1.3) 13{2.1}
RPLS O 1{0.2} 1{0.2)
RPLS = reversible posterior isukoencephalopathy syndrome
fPerforationfistula/necrosisfieak
bn<G .05
L. S
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Ramifications of Using CA-125 as Determinant of Progression

Protocol-defined

CaA-28-censored

FPFS Analysis PFS Analysis

Median PFS, months

CP {(Arm 1) 10.3 12.0

CP + BEV == BEV (Arm [II) 14.1 18.0
Absoclute difference in median PFS {(months) 3.8 6.0
Hazard ratic 0.717 ).845
Censgored for CA-125, %

CP{Am D ¢ 20

OF + BEV —»BEV {Arm UD G 29

L. A

Subgroup Analyses
CF + BEY - BEV (Arm T vs CF {Arm )
Experimental Arm

Hazard (TP + BEV ~» BEVY;

Control Arm

Ratio Arm 1) Better {CP; Arm 1} Batter
Stage 3 optimal (n=434) 0.618 (e
Stage 3 suboplimal (n=458)  0.783 s oo
Stage 4 (n=318) 0.883 R
S0 (n=818) 0.710 S
P38 1/2 (n=632) 0.680 e e
Age <80 years (n=829) 0.680 et
Age 60-88 years (n=409) 0.763 »
Age 270 years {n=210) 0.678 s

]

033 05 087

1.0

15 20 5.0

Traatment hazard ratio
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1. TRIAL SCHEMA
ICONT Trial Schema

Eiigible, consenting patient 4
following cyloreductive surgery
L Up 1o § Weeks
RANDOMISE
¥ L z
Arm A - Control arm Arm B - Research arm
1V Paclitaxel 175 mg;’m2 {3h) Y Pagéitami 175 mgim*a {3h
given every 3 wesks given every 3 weeks
for 6 cycles for 6 cycles 18 Weeks
iV Bevacizumab 7.5 mg/kg™
given every 3 weeks
for 5 or 6 oycles
! |
hinic Assessment every IV Bevacizumab 7 5mglkg 1
6 weeks for 36 weeks (8 visils) given avery 3 weeks
for 12 cyoles
Clinic Assessment every _
6 weeks for 36 weeks 34 Weeks
T ?

Follow Up Visits:

Follow Un prior to disegse progression 3 monthily during
years 2 and 3, 6 monthly during years 4 and §, then yearly
Follow Up after disease progression § monthly
during first § years, then yearly

* The carboplatin dose recommended for HOONT is AUCSE {uniess predeterminad
as being different by individual GGG group,

*Bevacizumab can be omitled from the first eycle § eviotoxic chemaotherapy must
be started within 4 weaeks of surgery.

%, 4
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PFES Analysis for ICONT Trial
op CPRB7.5+
{(M=754) {(N=784}
Fatients with event 392 {51.3 %) 367 ( 48.0 %)
Patienis without events 272 {487 %) 387 (520 %)
Time to avent (months)
Median# 16.0 18.3
85% CI for Median# [14.3;17.3] [17.8;18.1]
Range## 0010328 0010 32.8
p-Value {Log-Rank Test) 0.0018"
Hazard Ratio 7Y

95% Ci

10.68,0.91

Study Schema

Bevacizumab
w15 mMgikg
g 2idie PDor
unacceptable

E/Carmpiaﬁn: AUC 4, d1, g 21d
| Gemcitabine: 1000 mgimé, d1, d8, g 21d
@evacizumab: 15 mglkg, d1, g 21d f-i

foxicity
RANDOMIZE

( Carboplatin: AUC 4, d1, g 21d
% Gemcitabine: 1000 mg/m<, d1, d8, g 21d

N Placebo: d1, g 21d
U 4=

Placebo
q21d o Phor
= unacceptable
toxicity

n =480

AUC = area under the concentration-time curve;
d = day; IV = intravenous; PL} = progressive disease.

-~
G. 11
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