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Baseline Characteristics (1)

Characteristic
Age, median
ECOG performance status*

Primary site of disease
Ovarian

Papillary/serous histology

Initial FIGO stage*
I/
v

Number of previous lines
One
Two

CD (n = 466)

CP (n = 508)

Number of Patients (%)

60.5

286 (61)
159 (34)
13 (3)

415 (89)
334 (72)

52 (11)
401 (86)

408 (88)
58 (12)

61.0

317 (62)
164 (32)
15 (3)

451 (89)
366 (72)

59 (12)
427 (84)

421 (83)
87 (17)
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Baseline Characteristics (2)

CD (n = 466) CP (n =508)
Characteristic Number of Patients (%)

Prior taxane 462 (99) 500 (99)

Interval since prior therapy, median
6-12 months 162 (35) 182 (36)
> 12 months 304 (65) 326 (64)

Measurable disease
Yes 281(60) 321 (63)
No 185 (39) 188 (37)

Tumor size
<5cm 377(81) 419 (82)
>5cm 89(19) 90 (18)

Number of sites 217(47) 245(48)

1

o 249 (53) 264(52)
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Treatment Exposure

CD (n = 465)" CP (n = 501)"

Total treatment duration, median week* 21 16

: i i Carbo: 99 Carbo: 99
Relative dose intensity % PLD: 99 Paclitaxel: 98

Patients with 26 cycles, n (%)* 395 (895) 392 (78)
Patients with 29 cycles, n (%) 36 (8) 36 (7)

" P<.001; ** Patients receiving at least one cycle
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Hematologic Toxicity

CD CP
(n=464)  (n=500)

Toxicity Number of Patients (%) P Value
Neutropenia, grade 3 144 (31) 121 (24) <.01
grade 4 20 (4) 108 (22)

Febrile neutropenia, grade 3-4 10 (2) 21 (4)

Infection, grade 3-4 11 (3) 14 (3)
Thrombocytopenia, grade 3-4 73 (16) 31 (6)

Bleeding, grade 3-4 3 (0.6) 0 (0)

Anemia, grade 3-4 37 (8) 27 (3)

NS = not significant.
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Selected Nonhematologic
Toxicities During Treatment

CD (n = 466) CP (n = 501)
Grade 2 Grade3/4 Grade 2 Grade 3/4
Nausea/vomiting*
Constipation
Diarrhea
Arthralgia/myalgia*
Hand-foot syndrome*
Mucositis*
Fatigue
Cardiac disorders
*P<.001
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Selected Nonhematologic
Toxicities During Treatment

Alopecia

CD (n = 466) CP (n = 501)
Alopecia grade 2*

P<.001
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Long-Lasting Toxicity

CD (n = 466) CP (n = 501)
Grade 2 Grade 3/5 Grade 2 Grade 3/5
Neuropathy* 4% 1% 24% 4%

*P<.001

EORTC OV28 — QoL Peripheral Neuropathy

Traatment Armn

- CD
— P

Neuropathy
score over time

| 1
Randombzation 3 g

Months from reancdomization
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Early Treatment Discontinuation

CD (n = 466) CP (n =501)
Reason Number of Patients (% of Total)
Toxicity* 27 (6) 73 (15)
Patient/investigator choice 16 (3) 14 (3)
Progressive disease y{X(9) 22 (4)
Intercurrent disease 1(<1) 1(<1)
TOTAL* 70 (15) 110 (22)

"P<.001
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Carboplatin Hypersensitivity Reactions

CD (n = 466) CP (n = 501)
Grade 2 Grade 3/5 Grade 2 Grade 3/5
Hypersensitivity* 2% 10%

One drug stopped
Both drugs stopped

*P<.001

Protocol included EORTC guidelines for rechallenge after a
hypersensitivity reaction to carboplatin
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Follow-Up and Number
of Events

* Median follow-up 22 months

* Number of events

— Progressions or deaths 824 (85%)
— Deaths 322 (33%)
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Progression-Free Survival (ITT)

CD CP
Median PFS, mo 11.3 9.4

HR (95% CI) 0.82 (0.72, 0.94)
Log-rank P value (superiority) .005

P value (noninferiority) <.001
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Months from Randomization
Number at Risk

CD 188 60
cP 152 45
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Symmetry of Tumor
Assessments

g
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6 months 9 months 12 months 15 months

Dissass avaluation
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Sensitivity PFS Analysis
Carboplatin plus PLD

Better Worse

Y%events P
ITT independent review, 84 0.005
CA 125 & RECIST

ITT interval-censored 84 0.049
{(at follow-up)

ITT independent review, 67 0.011
RECIST

ITT investigator, 86 0.015
CA125 & RECIST

Per protocol 79 0.018
independent review,
CA 125 & RECIST

0.5 0.7 0.9 0.9

Hazard Ratio
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Multivariate Analysis of
Baseline Predictive Factors on PFS

Significant predictors of PFS included

Multivariate Cox Regression Model

Baseline Factor HR 95% CI P Value

6-12 months 342 1.00
iTn*;g:\algly'free (0.48,0.65)  <.001
>12 months 617 0.56

No 362 1.00
4 PIOIT (1.27,1.70)  <.001
597 1.47

316 1.00
CA 125 (1.52,2.07)  <.001
643 1.77

CP 499 1.00
Treatment arm (0.71, 0.93) .003
CD 460 0.80
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Key Findings

In patients with platinum-sensitive relapsing ovarian cancer,
the combination of PLD-carboplatin was not inferior in term of
PFS to paclitaxel-carboplatin, and even was found
significantly superior

— 18% reduction in risk of recurrence (HR 0.82; P =.005)

Overall survival data immature, with only 322 deaths to date

Paclitaxel-carboplatin associated with more severe toxicity
(carboplatin hypersensitivity), alopecia, and long-lasting
toxicity (neuropathy)

Moderate reversible HFS, mucositis, and nausea/vomiting
more frequent with PLD
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Conclusions

» Carboplatin-PLD demonstrated a
superior therapeutic index (benefit/risk
ratio) versus current standard,
carboplatin-paclitaxel

 PLD-carboplatin offers an evidence-
based option for patients with platinum-
sensitive recurrent ovarian cancer
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OVA 301 Trial: PLD vs PLD + Trabectidin

Summary of PFS Outcomes by Evaluation Method

Median PFS, months Hazard
PLD T+ PLD Ratio

N = 335 N = 337 (P Value*™)

All patients 5.8 7.3 (_8'28202)

* All randomized patients. Main OVA-301 analysis
pts with measurable disease: HR = 0.79, P value = .0190
** | og-rank test
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Chemotherapy at Recurrence
Recurrence After First-Line Chemotherapy

Platinum Intermediate | Platinum
Resistant _ Plat-S- ST" ‘ \ Resistant

'

> 12 Months

PLD PLD Carboplatin
taclitaxel PLD + trabectadin PLD

topotecan carboplatin paclitaxel
gemcitabine Cb combo gemcitabine






