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Ovarian Cancer
Platinum resistant/refractory disease (PROC)

The treatment of patients with PROC is a challenge and an
unmet medical need

Paclitaxel, PLD and topotecan are approved single agents
used in PROC

— 10-15% of response

— No difference in terms of PFS and OS

PROC patients require treatment that can overcome
resistance
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Lurbinectedin (PM01183) is a novel synthetic
entity, structurally related to trabectedin

Mechanism of action:

— Blockade of trans-activated transcription in tumor cells and tumor-
associated macrophages

Broad antiproliferative activity in vitro and in vivo

Strong preclinical activity in cisplatin resistant epithelial ovarian cancer
models*®

* Clin. Cancer Res. August 15,2012 ASCO
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Study Design

Phase I, Two-stage design

PM01183
7 mg flat dose
q3wk IV

-Epithelial ovarian, fallopian tube
or peritoneal cancer

) ) Stratified by:
-Platinum resistant/refractory

PM01183 | Resistant vs Refractory
-Measurable and/or evaluable _ 7mthdose ] Crossover

disease (RECIST v1.1 or GCIG) q3wk IV Rattomiation 44

-< 3 prior CT lines

-ECOG-PS 0-2

Topotecan

Standard or weekly

HO: ORR £8% vs. H1: ORR 2 25%; alpha 0.025 (one-sided) power=90%
- 1% stage: 18 evaluable patients - If 22 responders — proceed to the 2nd stage
- 2"Ystage: 60 evaluable patients randomized to PM01183 or topotecan
- Both stages: If 28 out of 48 PM01183 evaluable patients respond — Further Development

Data cut-off: April 30, 2014 ASCO
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Study Endpoints

Primary objective

To evaluate the antitumor activity of PM01183 in terms of

Overall Response Rate (RECIST v1.1 and/or GCIG) in PROC

Secondary objectives

To analyze:

Progression free survival

Overall survival

PM01183 safety profile

Antitumor activity of topotecan as control arm
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Patient Characteristics

PMO01183

Ageyears

Median range

ECOGPS

0-1/2

Primary tumor
site

Ovarian

Histology type

Serous

Endometrioid

Clearcell

Other/unspecified

Disease

Visceral

Ascites

RECIST

Measurable

Platinum status

Resistant

Refractory

Platinum-free
interval

PFl < 3 months

PriorCT lines

Median

Overall
(15t & 2™ stage)
n=52
59 (35-81)
96% [/ 4%

83%

72%
8%
2%
18%
38%
19%
85%
64%
36%
38%
2

Randomized
(2nd stage)
n=30
60 (35-81)
97% / 3%

90%

74%
3%
23%
30%
20%
90%
57%
43%

43%
2

Topotecan

n=29
(standard, n=8;
weekly, n=21)
61 (35-80)
86% / 14%

79%

66%
3%
10%
21%
21%
34%
76%
55%
45%

52%
2
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Treatment Exposure

M PM01183 ™ Topotecan

(Secondstagepatients)
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Cycle

PMO01183 | Topotecan
Overall ' Randomized
(1% & 2stage) n=52 | (2"stage] n= 30 i
 Total cycles | 310 | 190 | 81
 Cycles administered median, range
| -All patients | 5 (1-19) | 4 (1-19) | 2(1-7)
| -Platinumresistant patients | 6(1-19) 8 (2-19) | 3(1-6)
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Overall Response Rate (ORR)

| ORR (n [%])
CR
PR
SD
PD

ORR (%) (95% ClI)

= Platinum resistant

- Platinum refractory

&2 PRs by Rustin criteria

PMO01183

Overall
(1%t & 2nd stage)
n=52

1(2)
210 (19)

26 (50)
15 (29)

21 (11-35)
30(16-49)

5 (0-26)

Topotecan

| Randomized |
(2nd stage)
n=30

1(3)
4(13)

14 (47)
11(37)

17 (6-35)
24 (7-50) 0(0-21)

8 {0-36) 0 (0-25)
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Waterfall Plot (RECIST)

Maximal variation in target lesions according to RECIST (n=62)
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Waterfall Plot (CA-125)

Maximal variation of CA-125** (n=69)

B PM01183 (n=45) 78% 299 TT11111

Topotecan (n=20) 45% 55% | ||
ut I"III

Increase(%)

"IH”H"“"I\U -

* %k %

Decrease(%)

* RECIST responder

*Patients with abnormally elevated CA-125 levels at baseline. Patients with value normalized (<35 Ul/ml) in treatment, imputed as 100% decrease
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Progression-free Survival — 29 stage

Platinum Resistant/Refractory

- P\01183 (N=30C=6)
Topotecan (N=29 C=3)
+ + + Censored

HR: 0.51 (95%CI0.28-0.94)
p=0.026"
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*log-rank test

Time (months) ASCO
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Progression-free Survival — 29 stage

Platinum Resistant

— PMO01183 (N=17 C=4)
Topotecan (N=16 C=2)
+ + + Censored

|  57m0 HR:0.30 (95%CI0.12-0.72)
/ p=0.005"
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*log-rank test

Time (months) ASCO
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Overall Survival - 2" stage

Platinum Resistant/Refractory

m—— PNM01183 (N=30C=13)
Topotecan (N=29 c=7)
+ + + Censored

HR: 0.52 (95%CI0.27-0.98)
p=0.038"
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*log-rank test

Time (months ASCO
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Overall Survival - 2" stage

Platinum Resistant

— PM01183 (N=17 C=9)
Topotecan (N=16 C=4)
+ + + Censored

HR:0.40 (95%CI1 0.16-0.99)

p=0.039"
/Not reached
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Safety G3-4 Adverse Events (AEs)

Worst per Patient
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Neutropenia Febrile Transaminases Anorexia Vomiting
Neutropenia Thrombocytopenia Fatigue Nausea
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EP: PM01183 g3wk{n=52) [OD: Topotecan d1-d5 q3wk (n=8) B Topotecan d1-d8-d15 gdwk {n=21)

PM01183(n=52) | Topotecan (n=29)
Treatment discontinuation — AEs related 5(10%) 0 (0%}
Treatment related deaths 0(0%) 0 (0%)
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Safety G3-4 Adverse Events (AEs)

Worst per Cycle
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Neutropenia Thrombocytopenia Fatigue

BEP: PM01183 g3wk (n=310) [OD: Topotecan d1-d5 g3wk (n=28) EW. Topotecan d1-d8-d15 gdwk (n=53)

PM01183(n=52) | Topotecan (n=29)
Treatment discontinuation — AEs related 5(10%) 0 (0%}
Treatment related deaths 0(0%) 0 (0%)
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Conclusions

PM01183 is active in Platinum Resistant/Refractory Ovarian Cancer

— ORR 30% in platinum resistant patients

PM01183 showed statistically significant superiority in PFS/OS over
topotecan, particularly in the platinum resistant population

PM01183 safety profile was predictable, manageable and non-
cumulative

— Primary GCSF prophylaxis is supported by current data in this
population

A phase lll trial in platinum resistant ovarian cancer patients is
underway
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