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EEESMD Clinical Background

* Pegylated liposomal doxorubicin (PLD) and carboplatin demonstrated an improved
progression-free survival compared to carboplatin/paclitaxel therapy (HR: 0.73;
95% CI:0,58-0.90; p value 0.004) in patients with recurrent ovarian cancer (ROC)
and 6-12 months (mos) platinum-free interval (TFIp) (CALYPSO trial)' and it is
therefore considered the preferred treatment in this clinical setting

» Asubgroup analysis of the OVA-301 trial in patients with TFIp between 6-12 mos
showed that trabectedin/PLD was superior to PLD in terms of overall survival (OS)
in particular in the subpopulation that received platinum as first subsequent line23.

1.L. Gladieff et al. Annals of Oncology 23: 1185-1189, 2012
2.A. Poveda et al. Annals of Oncology 22: 39-48, 2011
3.S.B. Kaye et al. Annals of Oncology 22: 49-58, 2011



Percent of Patients

Subgroup of partially sensitive patients

N=208

Censored=384 (40.4%)
HR=0.65 (0.45 - 0.92)
P=0.0152

L Trabectedin/PLD
7.4 months

PLD 9
5.5 months

0 2 a 3 8 10 12 14 16 18 20 22 24

Time (months)

Median 0S: 17.2 mos for PLD; 21.0 mos for Trabe+PLD
HR:0.65 (95%Cl 0.45- 0.92); p=0.0152

Poveda, Annals of Oncology 22: 39-48, 2011

Subgroup of PPS pts receiving platinum as subsequent

— PLD
===~ Trabectedin+PLD

Trabectedin plus PLD
Median OS = 27.7 months

0.6

0.5

0.4

Cumulative probabaulity

PLD
0.3 Median OS = 18.7 months

0.2

0.0

Time (months)
Median OS: 18.7 mos for PLD; 27.7 mos for Trabe+PLD
HR: 0.58 (95%Cl 0.37-0.91); p=0.0153

Poveda, Cancer Treatment Reviews 40 (2014) 366—375



FEREMD ™  Along story starting in the mid-90ies in the US

Carboplatin Reinduction After Taxane in Patients With
Platinum-Refractory Epithelial Ovarian Cancer

By J. K gh, D. Tresukosol, C. Edwaords, R. Freed C. G lez de Leon, A. Fishman, R. Mante, M. Hord,
ond A. Kudelka J Clin Oncol 1995

Extending the Platinum-Free Interval in Recurrent

Ovarian Cancer: The Role of Topotecan g .
in Second-Line Chemotherapy ...promoted in the late 90ies

The Oncologiat 1999

MicHAEL A. BOOKMAN

Retrospective review: re-treatment of patients
with ovarian cancer with carboplatin after

el ...amplified’in the 2000s

H.T. SEE*, RS. FREEDMAN{, A.P. KUDELKA®, TW. BURKEt, D.M. GERSHENSON1,

S. TANGIITGAMOL* & |.J. KAVANAGH*

Departments of *Gynecologic Medical Oncology and {Gynecological Oncology, M.D. Anderson Cancer Center,
Houston, Texas Int ] Gynecol Cancer 2005

Extending platinum-free interval in partially platinum-sensitive recurrent
ovarian cancer by a non-platinum regimen: Its possible clinical significance

...and spread to the World thgreafter Yin-Ting Chuang *, Chih-Long Chang ***

Taiwanese Journal of Obstetrics & Gynecology 51 (2012)




Trabectedin and its mechanism of action

It has been demonstrated both in vitro and in vivo that cancer cell lines made resistant to trabectedin by
prolonged drug exposure become more sensitive to ultraviolet light and to platinum compounds.

the reason is that cells resistant to trabectedin often present defects of the mechanism of DNA repair
named transcription-coupled Nucleotide Excision Repair B. Colmegna et al. BJC (2015) 113, 16871693

Review Article

NER-proficient cell NER-deficient cell
low sensitivity to platinum high sensitivity to platinum .
high ¥ low y

Trabectedin can induce the selection of cell clones
that are hypersensitive to platinum compounds
because of their NER deficiency.

Therefore, trabectedin should enhance the

subsequent antitumor activity of platinum treatment

to trabectedin
Figure 2. This is an illustration of the rationale for the ion of in followed by platinum compounds.
ion repair.

NER indicates nucleotide excision repai

Tomao, Cancer September 15, 2017



EREMI™  study Objectives

The INOVATYON phase lll trial aimed at demonstrating an improvement in OS for the
sequential use of trabectedin/PLD (TP) followed, at progression, by platinum re-
challenge, over carboplatin/PLD (CP).

Secondary objectives include the evaluation of:

1
2

w

)
)
)
)

4

progression free survival
progression free survival from subsequent therapy
treatment safety

quality of life (EORTC) Quality of Life Questionnaire-C30 (QLQ-C30) and the Quality of Life
Questionnaire-0V28 (QLQ-0V28)
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0" GYNECOLOGIC
CANCER INTERGROUP

CP arm:

. At PD, subsequent therapy at
PLD 30 mg/m? + Carboplatin AUC 5

investigator discretion

g4 wks

MaNGO

Relapsed Ovarian Cancer
with TFIp between 6-12 mos

)
after end of 15t or 2"-line R o
. 0t
platinum therapy 1:1 S0
!“g

TP arm: At PD, subsequent platinum —

Stratification factors PLD 30 mg/mz + rechallenge is mandatory WwWNSGO
* center Trabectedin1.1 mg/m? g3wks DGOG
* line of chemotherapy (2nd vs. 3rd) ‘ _
» measurable disease (yes vs. no) @
* Previous anthracyclines-based RECIST tumor evaluation at 12 and 24 weeks + SAKK
chemotherapy (yes vs. no) preiie st
(L]

Primary Endpoint: Overall Survival HR:0.75

Primary analysis: Intention to treat, 442 events/588 patients NHS
A

National
Services
Scotland
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This study is designed to demonstrate the superiority of trabectedin/PLD over carboplatin/PLD in terms of OS:

v Median OS of 18-24 months for carboplatin/PLD arm

v" HR: 0.75, 2.5% one-sided significance level and 85% power

v' 442 events (deaths) are required

v' planned accrual period of 42 months and 30 months follow-up (total duration 6 years)
v

Statistical analysis plan

588 patients needed
i Stop due to
I unavailability

First site First ] ofPLD Accrual Last patient in Data cut-off for primary analysis for

activation patientin | | restart A late-breaking abstract ESMO

T i A A
i
H D May 2011 August 2011* January 2014 September 2017 Follow-up August 2020

*the accrual after the first patient was stopped due to unavailability of PLD.



Randomized Controlled Trial Testing the Efficacy of
MITO-8 Results l"latinun’]‘-Free I'l}terval l’r()l()ngati(‘)n i‘n Advanged Ovarian
Cancer: The MITO-8, MaNGO, BGOG-Ovl, AGO-Ovar2.16,
ENGOT-Ovl, GCIG Study
Sandro Pignata, Giovanni Scambia, Alessandra Bologna, Simona Signoriello, Ignace B. Vergote, Uwe Wagner,

Domenica Lorusso, Viviana Murgia, Roberto Sorio, Gabriella Ferrandina, Cosimo Sacco, Gennaro Cormio, Enrico
Breda, Saverio Cinieri, Donato Natale, Giorgia Mangili, Carmela Pisano, Sabrina Chiara Cecere, Marilena Di

-
S t u d D es I n Napoli, Vanda Salutari, Francesco Raspagliesi, Laura Arenare, Alice Bergamini, Jane Bryce, Gennaro Daniele,
Maria Carmela Piccirillo, Ciro Gallo, and Francesco Perrone

J Clin Oncol 35:3347-3353. © 2017

PBC: Platinum-Based x*] NPBC: Non-Platinum
Standard Chemotherapy* Based Chemotherapy**

1:1

NPBC: Non-Platinum * M PBC: Platinum-Based

Sl Based Chemotherapy* Chemotherapy*

*Pt-based Chemotherapy: **Non-Pt-Based Chemotherapy:
« Carboplatin + Paclitaxel or « PLD or other approved single agents
«» Carboplatin + Gemcitabine

(in case of neurotoxicity at baseline)

AU LTINS ] Presented by Sandro Pignata




MITO-8 supports the recommendation
that a platinum based chemotherapy not
be delayed in favor of an non-platinum in
patients with partially platinum-sensitive
OcC.

0S

Randomized Controlled Trial Testing the Efficacy of
Platinum-Free Interval Prolongation in Advanced Ovarian
Cancer: The MITO-8, MaNGO, BGOG-Ovl, AGO-Ovar2.16,
ENGOT-Ovl, GCIG Study

Sandro Pignata, Giovanni Scambia, Al ira Bologna, Si Signoriello, Ignace B. Vergote, Uwe Wagner,
Domenica Lorusso, Viviana Murgia, Roberto Sorio, Gabriella Ferrandina, Cosimo Sacco, Gennaro Corntio, Enrico
Breda, Saverio Cinieri, Donato Natale, Giorgia Mangili, Carmela Pisano, Sabrina Chiara Cecere, Marilena Di
Napoli, Vanda Salutari, Francesco Raspagliesi, Laura Arenare, Alice Bergamini, Jane Bryce, Gennaro Daniele,
Maria Carmela Piccirillo, Ciro Gallo, and Francesco Perrone J Qlin Oncol 35:3347-3353. @ 2017

Ch Arm Median 95%Cl PFS2
PBC->NPBC  24.5 months 22.4-336
; w | NPBC>PBC  21.8 months 16.3-29.3 a
1 = Adjusted* HR 1.38; 95%CI 0.99-1,94 p=0.06 % ool ! :
3 * By line of treatment, residual disease and size of centre SURMRG: 104 °
E . Y ' ~ NPBC>PBC  12.8 months
5 © I = Adjusted” HR 1.41; 95%CI 1.04-1.91 p=0.025
» 3 * By line of treatment. residual dissase and size of centre
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> ©
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MITO-8 results

Median OS was 24.5 months (95% Cl, 22.4 to 33.6 months) in the standard arm and 21.8 months (95% Cl,
16.3 to 29.3 months) in the experimental arm.

MITO-8 supports the recommendation that a platinum based chemotherapy not be delayed in favor of an non-
platinum in patients with partially platinum-sensitive OC.

Comments in relation to INOVATYON study

the prolongation of PFI in the MITO-8 study had been performed using a monotherapy, that in most of the
cases (90.7%) was PLD.

the OVA-301 trial showed that the combination of trabectedin and PLD was superior to PLD alone in terms of
OS in relapsed partially platinum sensitive ovarian cancer

in the case of INOVATYON trial the expected increase in survival could be due not only to a prolongation of PFI
- supposedly longer with trabectedin and PLD than with PLD alone - but also to the peculiar mechanism of
action of trabectedin that could enhance the efficacy of subsequent platinum based therapies
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Data cut-off for Expected
primary analysis for last site
Accrual Last patient in late-breaking dlosure
restart abstract ESMO Database lock -
/ N T
Jan 2014 Sept2017  Fsfolowupand o on0n  0ct2020  Nov2020 Dec2020 ~Feb 2021

data cleaning

Final analyses and
clinical study report

Publication (first draft to be
circulated by Dec2020)




RESULTS

As presented at ESMO 2020 with some additional information



617 randomized
306 Carboplatin+PLD

Flow chart of patients

311 Trabectidin+PLD

. 6 excluded

v

611 ITT set
304 Carboplatin+PLD
307 Trabectidin+PLD

283 excluded because
had not both
guestionnaires filled

326 Qol set
156 Carboplatin+PLD
170 Trabectidin+PLD

" for major
violations

13 excluded because
never started the
study treatment

v

160 excluded because
never receiving a >
subsequent therapy

« 7 notyet

* 9reason UK

+ 73 death/worsening
* 21 no treatment until

the second PD

+ 13 pts refusal
+ 26 lost f-up/consent

withdrawn

* 9 notclear
2 toxicity of prev line

598 safety set
294 Carboplatin+PLD
304 Trabectidin+PLD

451 Subsequent analysis set
225 Carboplatin+PLD
226 Trabectidin+PLD
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R ESMOD Patient Baseline Characteristics

Age - Median (Q1 - Q3)

Performance status - (%) 0
1
2
Histological type - (%). Serous
Endometroid
Other
Measurable disease at study entry - (%)

Germline BRCA mutational status - (%). Mutated
Wild-type

Unknown

Number of prior treatments™ - (%). 1
2

Previous anthracycline-based chemotherapy - n (%)
Last Platinum Free interval (months) - Median (Q1- Q3)

*1 patient in Carboplatin+PLD arm did not receive any prior treatment

Carboplatin+PLD (N=304)

64.0 (55.0-70.0)
742
241

17
83.2
3.3
135
724
9.2
46.7
44.1
69.7
29.9
9.2

8.4 (6.99.9)

Trabectedin+PLD (N=307)

63.0 (55.0-71.0)
68.9
285
26
86.0
36
10.4
723
134
40.1
46.6
69.7
30.6
9.8

8.3(7.09.9)
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EEESMD Treatment Compliance

Carboplatin+PLD (N=304)

Trabectedin+PLD (N=307)

Never started - (%) 3.3 1.0
Treatment interrupted >=6 cycles - (%) 68.1 53.4
Treatment interrupted < 6 cycles - (%) 28.3 45.6
Reason: -n (%)
Disease progression 55 (64.0) 70 (50.0)
OTracceptaie toxicity ICANEAY, 27(15:8)
Patient refusal/Consent withdrawn 4 (4.6) 13 (12.8)
- Physician-desisiop————5-(5-8) 8-(6-7)
Death 5(5.8) 6 (4.3)
Intercurrent iliness of sufficient severity 1(1.2) 8 (5.7)
Lost to follow-up 1(0.7)
Screening failure 1(1.2) -
Other 2(2.3)

Treatment ongoing - (%) 0.3

2(14)




Treatment Compliance

Never started - (%)
Treatment interrupted >=6 cycles - (%)

Reason: -n (%)

T s N loto ol

Carboplatin+PLD (N=304)

3.3
68.1

AAC (70 0O\

Trabectedin+PLD (N=307)
1.0
53.4

o0 _(CA D\

reauariciimn \JUlllPlUlcu

=rv \IUU}

VU (\VT.J)

Disease progression 30 (14.5) 39 (23.8)
Dhycir\ian dacicinn 20 (O 7) 12 (7 0)
Unacceptable toxicity 7(3.4) 12 (7.3)
Patient refusal 5(2.4) 7(4.3)
Intercurrent illness of sufficient severity 0(0.0) 2(1.2)
Consent withdrawn 0(0.0) 1(0.6)
Other 0(0.0) 1 (0 6)
Treatment ongoing - (%) 0.3
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EEESMD Treatment Compliance

Italy vs. other countries

ITALY

Never started - (%)

Treatment interrupted >=6 cycles - (%)
Treatment interrupted < 6 cycles - (%)

OTHER COUNTRIES

Never started - (%)

Treatment interrupted >=6 cycles - (%)
Treatment interrupted < 6 cycles - (%)

Carboplatin+PLD (N=304)

42.7)
107 (72.8)
36 (24.5)

6 (3.8)
100 (63.7)
50 (31.8)

Trabectedin+PLD (N=307)

1(0.8)
74 (56.9)
55 (42.3)

2(1.1)
90 (50.8)
85 (48.0)
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R ESMD Treatment Compliance

Italy vs. other countries

Carboplatin+PLD (N=304)

ITALY

Treatment interrupted >=6 cycles - (%) 107 (72.8)
Reason: Treatment completed 63 (58.9)
OTHER COUNTRIES

Treatment interrupted >=6 cycles - (%) 100 (63.7)

Reason: Treatment completed 82 (82.0)

Trabectedin+PLD (N=307)

74 (56.9)

30 (40.5)

90 (50.8)

59 (65.6)



Number of completed cycles in subjects who have discontinued the treatment after at

least 6 cycles

Number of cycles

Mean (SD)
Median (Q1 - Q3)
Min - Max

Number of cycles - n(%)
=6

=7

=8

29

Carboplatin+PLD
N=86

7.0(1.9)
6.0 (6.0-7.0)
6.0 - 16.0

207 (100)
60 (29.0)
51 (24.6)
35 (16.9)

Trabectidin+PLD
N=140

79(3.7)
6.0 (6.0-8.5)
6.0-29.0

164 (100)
68 (41.5)
60 (36.6)
41 (25.0)

OVERALL
N=226

74(2.9)
6.0 (6.0-8.0)
6.0-29.0

371 (100)
128 (34.5)
111 (29.9)
76 (20.5)



Number of completed cycles in subjects who have discontinued the treatment after at

least 6 cycles

Italy vs. other countries

ITALY

Number of cycles - n(%)
Mean (SD)
Median (Q1 - Q3)

Min - Max

OTHER COUNTRIES
Number of cycles - n(%)
Mean (SD)
Median (Q1 - Q3)

Min - Max

Carboplatin+PLD
N=86

75(2.3)
6.0 (6.0-9.0)
6.0-16.0

6.4 (1.3)
6.0 (6.0-6.0)
6.0-15.0

Trabectidin+PLD
N=140

9.5 (4.8)
8.0 (6.0-11.0)
6.0-29.0

6.7 (1.5)
6.0 (6.0-6.0)
6.0-14.0

OVERALL
N=226

8.3 (3.6)
7.0 (6.0-9.0)
6.0-29.0

6.5 (1.4)
6.0 (6.0-6.0)
6.0-15.0



Overall Survival
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EEEESMD Primary Endpoint:Overall Survival

Median follow-up: 44mos

0.9 S === A: Carboplatin+PLD
' . = = = B: Trabectedin+PLD

o8 Median OS (Q1-Q3):

07 Carboplatin+PLD: 21.3 mos (11.8-37.0)
06 Trabectedin+PLD: 21.5 mos (11.6-32.4)
0s

0.4

Number of events
03 A 230 (75.7 %)
B: 236 (76.9 %)

HR OS [95% Cl]; p-value :
Trabectedin+PLD vs. Carboplatin+PLD

0.2
o 1.10[0.92-1.32]; 0.284
0.0
0 6 12 18 24 30 36
Patients at Risk Time to Event (months)
Time 0 6 12 18 24 30 36
A 304 269 215 163 128 87 59
B 307 253 213 162 124 75 44
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EEESMD Secondary Endpoint: Progression free survival

M Ay Median PFS (Q1-Q3):
Carboplatin+PLD: 9.0 mos (5.5-12.4)

0.8
07 Trabectedin+PLD: 7.5 mos (3.0-11.5)
5
g 06
o
% 0.5
HR PFS [95% CI]; p-value :
= 04
& Number of events . Trabectedin+PLD vs. Carboplatin+PLD
03 A286(94.1%) S
Bi234E38%) 1.26[1.07-1.49]; 0.005
0.2
0.1
0.0
0 3 6 9 12 15 18
Patients at Risk Time to Event (months)
Time 0 3 6 9 12 15 18
A 304 249 210 144 a0 34 24

B 307 225 165 108 61 40 24
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100
90
80

Percentage
R N W D OO0 N
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o

6.6
mm 3

Pts receiving PARP as
maintenance of study line

740 736

Pts receiving a
subsequent therapy

Subsequent therapies (ST)

17.8

Pts receiving a platinum-
based subsequent
therapy

u Carboplatin+PLD
® Trabectedin+PLD

115 15.0

Pts receiving PARP as
maintenance in
subsequent lines



Secondary Endpoint: Progression free survival 2*

m— A ARM A

08 = = =B: ARMB

0.8

0.7
S 06
A
o
-
&L 05 Median
c
L
@
i
2
= 04
=
a Number of events

03  A275(90.5 %)

B: 276 (89.9 %)
0.2
0.1 Log-rank: Chi2=1.10 df=1 p=0.294
HR=1.09 (95% Cl 0.93 - 1.29) p=0.291
0.0
o 6 12 18 24 30 36

Patients at Risk Time to Event (months)
Time 0 6 12 18 24 30 36
A 207 259 190 105 57 27 13
8 307 245 168 99 45 27 14

Median PFS (Q1-Q3):
Carboplatin+PLD: 15.3 mos (10.2-21.3)
Trabectedin+PLD: 13.5 mos (7.8-19.8)

HR PFS [95% CI]; p-value :
Trabectedin+PLD vs. Carboplatin+PLD
1.09[0.93-1.29]; 0.291

*From randomization to second progression
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EERESMD ™" Secondary Endpoint: Progression free survival after ST *

“ === A: Carboplatin+PLD
= = = B: Trabectedin+PLD

0.7
0.6
0.5

Median

0.4

Progression Free Survival - ST

Number of events
03 A 213(94.7 %)
B: 212 (93.8 %)

0.2
0.1

0.0
0 6 12 18 24

Patients at Risk
Time 0 6 18 24
A 219 103 39 17 9
B 222 13 8

*Calculated from the start of subsequeﬁt therapy

Time to Event (months)
12

Median PFS - ST (Q1-Q3):
Carboplatin+PLD: 5.7 mos (2.9-10.5)
Trabectedin+PLD: 7.4 mos (4.1-10.9)

HR PFS - ST [95% CI]; p-value :
Trabectedin+PLD vs. Carboplatin+PLD
0.840.70-1.02]; 0.086
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R ESMD Secondary Endpoint: Progression free survival after ST*

1.0

[ === A: Carboplatin+PLD

09 = = = B: Trabectedin+PLD

0.8

0.7

0.6

0.5 Median

0.4

Number of events
03 A 213(94.7 %)
B: 181 (93.3 %)

Progression Free Survival - ST

0.2

0.1

0.0

0 6 12 18 24

Patients at Risk Time to Event (months)
Time 0 6 12 18 24
A 219 103 39 17 9
B 17 45 8

*Calculated from the start of subsequer?t therapy

Trabectedin+PLD = Platinum

Median PFS - ST (Q1-Q3):
Carboplatin+PLD: 5.7 mos (2.9-10.5)
Trabectedin+PLD: 7.6 mos (4.4-11.5)

HR PFS - ST [95% CI]; p-value :
Trabectedin+PLD vs. Carboplatin+PLD
0.80 [0.65-0.98]; 0.028
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Variable Events/n (%)  HR [95%CI] HR[95%CI]|
OVERALL 466/611 (76.27) 1.10[0.92-1.33] —.—

BRCA 0.069*

Wild-type 203/265 (76.6)  0.99 [0.75-1.30] —

Mutated 39/69 (56.52) 0.91 [0.48-1.72] —_—

Unknown 187/228 (82.02) 1.42[1.06-1.90] —
Presence of misurable disease at study entry 0.43*

No 129/169 (76.33) 0.99 [0.70-1.40] —_—

Yes 337/442 (76.24) 1.16 [0.94-1.44] ——
Number of prior treatments 0.098*

1 326/425 (76.71) 1.22[0.98-1.52]

2 139/185 (75.14) 0.87 [0.63-1.22] e —
Size of residual disease after initial surgery 0,742*

<=l cem 239/316(75.63) 1.03 [0.80-1.33] —

>1 em 112/146 (76.71) 1.38 [0.95-2.00] -+

Unknown 104/136 (76.47) 1.02 [0.69-1.51] —_——
Hystology 0.498*

Serous 398/516 (77.13) 1.14[0.93-1.38] e

Not serous 67/94 (71.28) 0.95 [0.59-1.54] —_—
Patients receiving a subsequent therapy 0.383*

No 104/129 (80.62) 1.34 [0.91-1.98] _—

Yes 352/451 (78.05) 1.08 [0.87-1.33] —

-Yes — platinum therapy arm B 326/419(77.8)  1.04 [0.84-1.30] ——
Country 0.414%

Italy 200/277(72.2) 0.99[0.75-1.31] —

Other 266/334(79.64) 1.17[0.91-1.49] —

« Favours Trabe+ PLD | Favors Carbo+PLD —
T T T T

0.3

&)

2 3

* interaction test
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FERESMD Subgroup according to number of prior lines

1 prior line 2 prior lines

. —smmms HRPFS [95% CI]; p-value :

1 prior line:  1.42 [1.17-1.73]; <0.001
2 prior lines: 1.03 [0.76-1.39]; 0.863

Interaction test; 0.080

PFS
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10
A CarboplatnePLD. s —— A CarboplatnePLD
= =+ B TiabeciodinPLD = =+ B TiabeciodinPLD

HR OS [95% CI]; p-value :

1 prior line: 1.22[0.98-1.52]; 0.073

2 prior lines: 0.87 [0.63-1.22]; 0.426
\ﬁ‘a =3 Interaction test: 0.098
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Carboplatin+PLD (n=294) Trabectedin+PLD (n=304) P-value
Any grade >G3 Any grade >G3 (G0-2/>G3)

Subjects with at least one drug related adverse 80% 36% 89% 69% <0.001

event

Drug related Adverse Events (2 10% of patients)

Hematological 51% 28% 62% 45%** <0.001
Thrombocytopenia 24% 11% 13% 8% 0.323
Neutropenia 38% 22% 51% 39%°° <0.001

Gastrointestinal 50% 7% 62% 18% <0.001

Hepatotoxicity* 5% 1% 27% 18% <0.001%

Neurotoxicity® 18% 6%# 18% 5%# 0.650
Peripheral neuropathy 9% 0.3%# 8% 0.2%# 0.169

Asthenia 17% 0.3% 21% 3% 0.0118

Palmar-plantar erythrodysaesthesia syndrome 8% 0.3% 1% 2% 0.2178

Drug related Adverse Events of clinical interest

Hypersensitivity 4% 1ptG3 2% -

Deaths related to treatment (or for which the relationship with treatment can not be excluded)

Myelodysplastic syndrome 1 pt

Pulmonary oedema 1pt

Unknown cause of death 1pt

#include AE> G2 ; § fisher exact test; **1pt G5 pancytopenia; °° 1 pt G5 sepsis
* includes Gamma-glutamyltransferase increase, Liver function test abnormal, Alanine aminotransferase increase, Aspartate aminotransferase increase, Transaminases increase, Liver disorder;
¢ includes: includes Dizziness, Vertigo, Presyncope, Syncope, Dysgeusia, Headache, Insomnia, Memory impairment and Neuropathy (neuropathy includes Peripheral sensory, Hypoaesthesia, Paraesthesia)
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Italy vs. other countries

CarboplatintPLD (n=143) Trabectedin+PLD (n=129)  Carboplatin+PLD (n=151) Trabectedin+PLD (n=175)
Any grade >G3 Any grade >G3 Any grade >G3 Any grade >G3
Hematological 55% 26% 64% 47% 48% 30% 60% 43%
Uil e 25% 10% 1% 8% 23% 1% 15% 7%
Neutropenia 40% 20% 55% 41% 36% 25% 48% 37%
Gastrointestinal 41% 4% 55% 15% 59% 10% 67% 20%
Hepatotoxicity* 5% 0% 31% 19% 6% 1% 25% 18%
Neurotoxicity® 6% 2% % 2% 25% 10% 23% 8%
Peripheral neuropathy 4% 1% 2% 1% 13% 5% 11% 2%
Asthenia 21% 1% 22% 5% 13% 0% 20% 2%

#include AE> G2 ; § fisher exact test; **1pt G5 pancytopenia; °° 1 pt G5 sepsis
*includes Gamma-glutamyltransferase increase, Liver function test abnormal, Alanine aminotransferase increase, Aspartate aminotransferase increase, Transaminases increase, Liver disorder;
°includes: includes Dizziness, Vertigo, Presyncope, Syncope, Dysgeusia, Headache, Insomnia, Memory impairment and Neuropathy (neuropathy includes Peripheral sensory, Hypoaesthesia, Paraesthesia)
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Two evaluations: baseline and end of treatment/progression 1 Carboplatin + PLD

Functional scales Symptom scales  m Trabectedin + PLD
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Symptom scales
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R ESMD Conclusions

+ This study did not meet its primary endpoint of improving OS with the sequential use of Trabectedin/PLD followed, at
progression, by platinum over Carboplatin/PLD (HR:1.10; 95% CI:[0.92-1.32]; p-value:0.284).

» PFS was longer with Carboplatin/PLD (HR:1.26; 95% CI:[1.07-1.49]; p-value: 0.005) while PFS after the subsequent line (PFS-
ST) was in favor of Trabectedin/PLD, particularly when platinum was administered (HR:0.80; 95%CI:[0.65-0.98]; p-value:0.028).

* No statistically significant interactions in OS were detected between treatment effect and selected subgroups. Nevertheless a
qualitative, but not statistically significant, interaction was observed according to the number of prior lines.

+ Carboplatin/PLD showed a better safety profile in terms of hematological, gastrointestinal, asthenia and hepatic toxicities.

* QoL assessmenton Global health status, fatigue, nausea and vomiting and appetite loss, attitude to disease/treatment,
hormonal/menopausal symptoms and side effects favors carboplatin/PLD

+ Platinum based regimens remain standard of care in patients with recurrent ovarian cancer progressing within 6-12
months after last platinum line.

* The similar OS still indicates a possible role for Trabectedin/PLD in patients with multiple prior lines of platinum, who may need a
longer recovery time from platinum specific toxicities.
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Osp Santa Chiara Pisa - A Gadducci

10V Padova - MO Nicoletto
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AO Ordine Mauriziano Torino - A Ferrero
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Osp Degli Infermi Biella- L Zavallone

Osp Vito Fazzi Lecce - G Ronzino

Nuovo Ospedale di Prato S. Stefano - E Zafarana
Policlinico S. Matteo Pavia - L Babilonti, V Musacchi
Federico Il Napoli - S De Placido

Policlinico di Modena - R Sabbatini
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Osp Del Ponte Varese — N Donadello

Policlinico Umberto | Roma - E Cortesi

Osp di Faenza - S Tamberi

Osp S. Vincenzo Taormina - V Ferrall

AOU Maggiore della Carita Novara - R Buosi, D Surico
Osp Umberto Parini Aosta - Z Sirotova

P.0. “A.Perrino” ASL Brindisi - S Cinieri

P.0. S. Anna Torino - D Katsaros
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