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Three Questions

1. What are the subgroups for clinical trials in

ROC (recurrent ovarian cancer)?

2. What are the control arms for clinical trials
in ROC?

3. What are the endpoints for clinical trials in
ROC?



5° OCCC Of The GCIG:
Factors for Defining Recurrnt Population

Treatment-free interval (TFI)

* TFlp (platinum)

« TFInp (nonplatinum), TFlb (biological agent to be specified)
Histological type

BRCA status (gBRCA and sBRCA)

Type of prior therapy (anti-angiogenic agents, PARP inhibitors [PARPI],
chemotherapy, and others)

Number of prior lines of chemotherapy

Presence or absence of symptoms and type (eg, ascites, abdominal
symptoms, pain, performance status)

Other factors to be considered: Tumor volume and previous
surgical outcome




4th Ovarian Cancer Consensus Conference of the
Gynecologic Cancer InterGroup (Vancouver, 2010)
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The historical classification of recurrent ovarian cancer according to PFI
has recently been criticized for various reasons...

v’ Platinum sensitivity definition has been defined arbitrarily. based on observational
studies. and a probabilistic partition with the likelihood of response being a
continuous variable.

v' It can be heavily mfluenced by the timing of follow-up visits. and the use of CA125
as a trigger leading to further imaging examinations. modalities which have
significantly changed over the time.

v Furthermore, improvements in surgical cytoreduction technique and the introduction
of biological agents as maintenance therapy could have modified the natural course
of disease.

v’ Finally. the platinum sensitivity definition only applies to chemotherapy. since no
similar relationship has been demonstrated for other agents currently used in the
clinical practice.

Tomao F et al., Cancer 2017



PROGRESS IN THE MANAGEMENT

OF OVARIAN CANCER
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5° OCCC Of The GCIG:
Factors for Defining Recurrnt Population

* Treatment-free interval (TFI)

* TFlp (platinum)
« TFInp (nonplatinum), TFlb (biological agent to be specified)
» BRCA status (gBRCA and sBRCA)

» Type of prior therapy (anti-angiogenic agents, PARP inhibitors [PARPI],
chemotherapy, and others)

» Number of prior lines of chemotherapy

» Presence or absence of symptoms and type (eg, ascites, abdominal
symptoms, pain, performance status)

 Other factors to be considered: Tumor volume and previous
surgical outcome

.........................................................



Histological type

Origin
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Fallopian Tube
Epithelium
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Endometriosis

Endometriosis

Fallopian Tube
Epithelium

PUnknown

% of all Ovarian
Carcinomas

Precursor Lesions

High-Grade Serous

~70%

Serous tubal
intraepithelial
carcinoma (STIC)

Clear Cell Borderline
Tumor

Endometrioid
Borderline Tumor

Serous Borderline
Tumor

Clear Cell Endometrioid Low-Grade Serous Mucinous
Carcinoma Carcinoma Carcinoma Carcinoma Carcinoma
~10% ~10% <5% <5%

Mucinous
Borderline Tumor

Inherited BRCAL1/2, Hereditary |Lynch Syndrome Lynch Syndrome ? ?
Syndromes Breast and Ovarian
Cancer (HBOCQ)
Common Mutations |TP53 ARID1A PTEN PTEN KRAS KRAS
and Molecular |IBRCA1/2 and HRD PIK3CA CTNNB1 BRAF HER2 amplification
Aberrations Chromosomal CTNNB1 ARID1A
instability PPP2R1A PPPR2R1A
Aneuploidy (100% MSI MSI
Potential Molecular |PARP inhibitors, Tyrosine kinase mTOR inhibitors MEK1/2 inhibitors Trastuzumab
Targeted Theraples Immune checkpoint |inhibitors

inhibitors




5° OCCC Of The GCIG:
Factors for Defining Recurrnt Population

» Treatment-free interval (TFI)

* TFlp (platinum)

« TFInp (nonplatinum), TFlb (biological agent to be specified)
 Histological type

» BRCA status (gBRCA and sBRCA)

ype of prior therapy (anti-angiogenic agents, F
chemotherapy, and others)

* Number of prior lines of chemotherapy

* Presence or absence of symptoms and type (eg, ascites, abdomina
symptoms, pain, performance status)

 Other factors to be considered: Tumor volume and previous
surgical outcome

-----------------------------------



Personalized medicine has arrived in ROC

Recurmrent
Ovarian Cancer
‘Surgery? Pat it enough ! {Pat fit enough and willing»
9 ' gggvnlling to be operated 7. — age. PS, therapy sequelae, me— Adapted anti-Ca therapy
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Is There a Role for Surgery in the Recurrent Disease Setting?

AGO DESKTOP |
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survival probability

no residuals
median OS 45.2 mos.

O vs. 1-10 mm: residuals > 10 mm
HR: 4.17 (Cl1 2,42 - 7,16); p < 0.001 median OS 19.7 mos.
0 vs. 10+ mm: residuais 1 - 10 mm

HR: 3.31 (Cl 1,86 - 5.88); p < 0.001 median OS 19.6 mos.
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-> first prospective trial with succesfull validation of a predictive score

AGO DESKTOP OVAR 1

Frequency of complete resection by applying the AGO score
within a prospective validation trial in 524 patients

complete resection in 76
of the study cohort

AGO score could predict

with 95% probability
A complete resection in
at least 2 out of 3 patients

A combination of

PS,

early FIGO stage
initially or no residual
tumor after first
surgery, and

absence of ascites
could predict
complete resection in
79% of patients.

Harte P. DESKTOPII. Int J Gynecol Cacer 2011



Is There a Role for Surgery in the Recurrent Disease Setting?
AGO-OVAR DESKTOP Il

Cytoreductive

Surgery with Platinum-based

WY iR — | Combination therapy
complete strongly recommended
resection

Immediate
Platinum-based
Combination therapy
strongly recommended

Du Bois et al, JCO 2017

AGO DESKTOP |II: Outcome 3 (PFS by surgical outcome)
(AGO-OVAR OP4; ENGOT-ov20; NCTO1166737)
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GOG 213

GOG 213: Schema Modification 8/29/2011

Chemotherapy (2 options):
* Paclitaxel 175 mg/m? +
* Carboplatin AUC5

Surgical
Candidate

|

Women with |
recurrent
ovarian,
peritoneal
primary or
fallopian tube
cancer and a
treatment
free interval
great than or
equalto 6
months.,

A

|+ Gemcitabine 1000 mg/m?d1,8 +
* Carboplatin AUCS

[ Surgery

| J

! No
Surgery I

Bevacizumab (optional):
15 mg/kg
Starting cycle 2 for post-op to a
max of 8 cycles
Maintenance allowed until
progression, intolerance or death

ZPr=-0—-n<IXITT

MN—-=Z00Z>»2

mo—-0xTO

Cycle Length: 21 days
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Presented By Robert Coleman at 2018 ASCO Annual Meeting
Domenica Lorusso - Grandangolo 2018. Un anno di oncologia. 20* edizione - Genova, 13-15 dicembre 2018




GOG 213

Primary Endpoint OS: Surgery vs. No Surgery

Overall Survival
by Randomened Surgical Treatment

Treataent Groap Bvents Total Medu(mos)
I Oytoredu ctve Suepery 78 240 336
2 No Sarg sry 9 245 6s?

No Surgery

Surgery

Proportion Surviving,

HR . 1.28 (0.92-1.78)
HRyon usa: 1.28 (0.6-2.75)

T T T T
O 12 A s6 44

Number at-risk {(Number consored)
0 months 12 months 29 months 36 months 43 months 60 months
Surgery 240 |0) 180 {52) 122 (84) 7811101 A7 (130} 23(14€) 16(150)
Nop surgery 245 (0) 188 |50) 143 (83) 91(111) 52 (138} 32(153) 19(162)

T gom_A_SCQ’

72 months

Presented By Robert Coleman at 2018 ASCO Annual Meeting

Domenica Lorusso - Grandangolo 2018. Un anno di oncologia. 20* edizione - Genova, 13-15 dicembre 2018
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Personalized medicine has arrived in ROC

Recurrent
Ovarian Cancer
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5° OCCC Of The GCIG:
Platinum Seems to be an option

Platinum should remain a key component of treatment options
at relapse

Selection of therapy according to the possibility of receiving platinum

+ Platinum is still an option when the patient has...
— NOT progressed during platinum-based chemotherapy

— NOT a short TFlp (minimum of 6 months) based on symptoms
or RECIST

— NOT a significant platinum allergy or comorbidity

Wilson MK, et al. Ann Oncol. 2017;28(4):727-732.



Malattia platino sensibile

r 100

" | PFS, days a0
M | 08, days 217 375 375
B | Response, % 9 24 35

Pujade-Lauraine E, et al. ASCO 2002
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Treatment Options for the Patients

Carboplatin doublet

Carboplatin doublet with bevacizumab followed
by maintenance with bevacizumab

Carboplatin doublet followed by PARPi in case of
response, but only if sSBRCA is mutated

Carboplatin doublet followed by PARPi in case
of response, independently of sBRCA status



Platinum-Doublet is Superior to Platinum Single Agent in Overall Survival and
Progression-Free Survival

Accrual period (years) 1996-2002 1999-2002 20022004 2000~2002 1991-1998

Location Europe* Europe and Canada USA Spain Traly
Patients mndomized 802 356 61 8] 190
FIGO stage Not available -1V -1y -1V 1-1v
Median follow-up 425 27.1 59.3 137 Not available
{months)
Planned carboplatin dose ~ AUC 5 Cisplatin: 50 mg/m” (75 mg/m” in controls) AUC 4 (AUC 5 in controls) AUCS AUCS 300 mg/m*
Planned combination dose  Paclitaxek 175 mg/m* ICON 185 mg/m® AGO Gemitabine 1000 mg/m® d1.d8 q3 weeks. PLD" 30 mg/m®  Paclitaxel 175 mg/m*  Epidoxorubicin 120 mg/m*
Planned treatment duration  MRC CTU: 26 cycles Italy: 3-6 cycles AGO: 6-8 cycles 6-10 cycles every 3 weeks Every 4 weeks  6-9 cycles every 3 5 cycles every 4 weeks
every 3 weeks weeks
A Hazard Ratio Hazard Ratio
Study or Subgroup Weight 1V, Random, 95% CI IV, Random, 95% CI
ICON & AGO 2003 44 .8% 0.81 [0.69, 0.97] .
Pfisterer et al 2006 35.1% 0.96 [0.75, 1.23]
Albert‘s et al 2007 12.7% 0.69 [0.39, 1.21] HR,O 8
Gonzalez-Mart. et al 2005 7.5% 0.39 [0.18, 0.84] oM.
Total (95% CI) 100.0% 0.80 [0.64, 1.00] -
Heterogeneity: Tau? = 0.02; Chi? = 5.44, df = 3 (P = 0.14); I2=45% | t + . + 1
Test for overall effect: Z = 1.96 (P = 0.05) o-;avoc:;rzs comb?ﬁgtion : Favouzrs singlesagent“o
B Hazard Ratio Hazard Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
ICON & AGO 2003 46.9% 0.75 [0.65, 0.87] .
Pfisterer et al 2006 33.7% 0.72 [0.58, 0.90] —=
Alberts et al 2007 9.6% 0.52 [0.31, 0.88]
Gonzalez-Mart. et al 2005 9.8% 0.45 [0.27, 0.76] _— o= HR:0-68
Total (95% CI) 100.0% 0.68 [0.57, 0.81] <S>
Heterogeneity: Tauz = 0.01; Chi2=4.70,df =3 (P = 0.19); I7=36% ! t t t t i
Test for overall effect: Z = 4.30 (P < 0.0001) o-::avo?n-rzs combci)r:ogtion k Favois singlesagent“0

Forest plot showing the effect of platinum-combination

chemotherapy on (A) overall survival (OS) and (B) progression-free
survival (PFS) A. Raja N. et al. Annals of Oncology, Vol. 24, Issue 12, 1 Dec 2013;3028-3034



Platinum — Doublet is superior to Platinum Single
Agent Independently of TFlp and Previous Lines

Forest plot showing the effect of combination platinum chemotherapy on PFS, by pre-
specified patient subgroups

Subgroup Hazard Ratio, 95% CI Hazard Ratio, 95% Cl
2 . &
Prsviois vaciltiel : ¥ © test for interaction
Yes 0.66 [0.56, 0.77] B -
MNO 0.77 [0.865, 0.92)] ™— P .28
I
Treatment free interval !
6-12 months 0.70 [0.57, 0.86) - = 57
=12 months 0.73 [0.63, 0.84] + P=
1
Previous lines |
1 069062, 0.78) -
»1 0.88 [0.55, 1.40] e p=.26
1
1
01 02 05 1 2 5 10

Favours combination Favours single agent
Raja F, et al. Ann Oncol. 2013;24(12):3028-3034.



CALYPSO TRIAL

Pegylated Liposomal Doxorubicin and Carboplatin Compared With Paclitaxel and
Carboplatin for Patients With Platinum-Sensitive Ovarian Cancer in Late Relapse

Eligibility

o Ovarian, fallopian tube or extra-
ovarian papillary serous cancer

PLD 30 mg/m? IV d1
Carboplatin AUC 5 d1
Q28 days x 6*

in late relapse (>6 mos) after
1st or 2nd-line platinum-based

(N = 976)

therapy
© Previous taxane treatment

Control arm: CP
Paclitaxel 175 mg/m? IV d1
Carboplatin AUC 5 d1

Q21 days x 6*

Toxicity (G3/4); Y%

Neutropenia
Nrombocytopenia
Severe HTOX

*or until disease progression in

patients with SD or PR

cD

(N=466)
a5
16
28

- Leading to TRT disc (&

Alopecia (= G2; %)
HSR

7
&

Sensory neuropathie 5

HSF (G2-3)
Nausea

Mucositis

12

14

HR =0.82 {95% CI, 0.72 to 0.94)
Log-rank P (superiornity) = .005
P {noninferiority) = .001

Carboplatin-PLD
(median PFS_11 3 mol

1.0+
o0
=
2 o
p 28
on
e
a. 0.64
-
o
=
= 0.44
=
g Carboplatin-paclitaxel
o 0.2 4| (median PFS, 9.4 mo)
=
(=
T
0 6
No. at risk
Carboplstin-PLD 466 397
Carboplatin-pacitaxel S07 405

] T T

18 24 30

Time After Random Assignment (months)

60 20 4
45 10 2

Fig 2. Progression-free survival (PFS

mal doxorubicin

CcP
(Nn=501)

46

L&)
39
15
84
19

2
249
7

}. HR, hazard ratio; PLD, pegylated liposo-

Pujade-Lauraine E et al., JCO 2010




Treatment Options for the Patients

Carboplatin doublet

Carboplatin doublet with bevacizumab followed
by maintenance with bevacizumab

Carboplatin doublet followed by PARPi in case of
response, but only if sSBRCA is mutated

Carboplatin doublet followed by PARPi in case
of response, independently of sBRCA status



OCEANS and GOG-213 Explored the Addition of
Bevacizumab to Carboplatin Doublet in First Relapse

OCEANS GOG-213

Carbo-doublet Gemcitabine Paclitaxel
Placebo Yes No
Prior Bev No Yes (10%)
Endpoint PFS 0S

1. Aghajanian C, et al. J Clin Oncol. 2012;30(17):2039-2045. 2. Coleman RL, et al. Lancet Oncol. 2017;18(6):779-791.



OCEANS TRIAL
A Randomized, Double-Blind, Placebo-Controlled Phase Ill Trial of Chemotherapy
With or Without Bevacizumab in Patients With Platinum-Sensitive Recurrent
Epithelial Ovarian, Primary Peritoneal, or Fallopian Tube Cancer

: GC+PL =GC+BY
OCEANS: Study schema 104 0=21 -2
™ Events, n (%) 187 (77) 151462
> Median PFS, months 84 124
2 08- T N (5% C1 B30 MAe )
Platinum-sensitive (/3) 3'!ra!iﬁ-:‘d analysis HR U.dﬂn! i
recurrent OC? G 1000 mg/m?, d1 & 8 o R by 10358 o 8608
. O 0.6 y Log-rank P < 1001
*Measurable disease @ £
*ECOG 0/1 U 5 .
*No prior chemo for | c Q +
recurrent OC 0 O 04+
*No prior BV g
(n=484) - I
G 1000 mg/m?, d1 & 8 g, 0.2 ,
. : ~ oy
BV 15 mg/kg q3w until progression a 4 +
o 3 i - 1 | 1 1 T
Stratification variables: CG for 6 (up to 10) cycles 0 8 12 19 2% 20
* Platinum-free interval
(6-12 vs >12 months) Tlme (ﬂ]OﬂthS’
» Cytoreductive surgery for :
recurrent disease (yes vs no) No. at risk
GC+PL 242 177 45 1 3 0
BV = bevacizumab; PL= placebo GC +BY 242 203 07 N 1 0
3Epithelial ovarian, primary peritoneal, or fallopian tube cancer

C. Aghajanian et al, JCO 2012




Bevacizumab and paclitaxel-carboplatin chemotherapy and
secondary cytoreduction in recurrent, platinum-sensitive ovarian

cancer (NRG Oncology/Gynecologic Oncology Group study
GOG-0213): a multicentre, open-label, randomised, phase 3 trial

—— Chemotherapy
—— Chemotherapy plus bevacizumab

80—

(o))
o
|

N
o
|

Overall survival (%)

297 0S42.2 vs 37,3 mesi

HR 0-829 (95% Cl 0-683-1-005); p=0-056
0 I |

0 12 24 36 48 60
Number at risk Time since randomisation (months)
(number censored)
Chemotherapy 337 (0) 303 (15) 234 (17) 152 (30) 69 (77) 18 (109)
Chemotherapy plus
bevacizumab 337 (0) 306 (8) 253 (9) 183 (20) 75 (82) 28 (110)

Coleman R L et al,Lancet Oncol 2017



Are the GOG-213 Results Enough For Rechallenge With
Bevacizumab in First Relapse and Platinum as Option?

Number of deaths/patients HR (95%CI) Var [In(HR)]
Chemotherapy Chemotherapy
plus bevacizumab
Previous bevacizumab
Yes 25/33 22134 0545(0292-1017) 0101  «
No 189/303 179/303 0868 (0707-1:066)  0-011 B e
Treatment-free interval
6-12 months 80/105 74/105 0798 (0581-1.098)  0.026 :
»12 months 134/232 1271232 0847 (0664-1080)  0-015 : —
Participation in surgical objective
Randomised 29/54 19/53 0525(0291-0946) 0088 ¢ :
Not randomised 185/283 1821284 0877 (0715-1.077) 0011 e
r 1 T t )
033 050 067 100 150
e R—
Favours chemaotherapy Favours chemotherapy
plus bevacizumab

Coleman RL, et al. Lancet Oncol. 2017;18(6):779-791.



ENGOT-OV17 MITO-16B MANGO OV2B

Study Design

Standard Platinum-Based Chemotherapy
b e |

\Experimental Platinum-Based Chemotherapy
plus Bevacizumab

Platinum-based Chemotherapy:

= Carboplatin + Paclitaxel +/- Beva 15mg/ks q 21
= Carboplatin + Gemcitabine +/- Beva 15mg/kg q 21

= Carboplatin + PLD q 28 +/- Beva 10mg/kg q 14

2002>72

Stratification:

- center

= relapse during or after 1° line Beva
= performance status

= chemo backbone

PFS Investigator assessed (primary end-point)

Kaplan-Meier survival estimates

1.00

- Standard | Experim

events 161 143

Probability of PFS
050 075

025

Median 8.8 mos 11.8 mos <0.001
PFS

0.0

; , : HR 0.51 (0.41-0.65)
o 3
Mumber atrisk
Contraol 203 137 35
Experimental 202 179 83

Experimental

Presented by Sandro Pignata at 2018 ASCO Annual Meeting



Treatment Options for the Patients

Carboplatin doublet

Carboplatin doublet with bevacizumab followed
by maintenance with bevacizumab

Carboplatin doublet followed by PARPi in case
of response, but only if sSBRCA is mutated

Carboplatin doublet followed by PARPi in case of
response, independently of sBRCA status



Study 19: Aim and design

* Randomised, double-blind, placebo-controlled Phase Il study

Platinum-sensitive

high-grade serous

ovarian cancer

> & months S vk Oral Olaparib
wee
< 400 mg/bd
Platinum Platinum
1:1 Treatment until
based based ) disease progression
chemotherapy chemotherapy
{ Placebo ‘
bd
) ] Primary endpoint:
Stratification Progression-free survival (PFS) by RECIST*
_ : : : : : Secondary endpoints:
Time to disease progression on penultimate platinum 730 1 rogression by CA-L25 (GCIG criteria) or RECIST
LIJE;!,'E_EE Overall survival
_ —_— . Objective response rate by RECIST
Objective response to last platinum therapy Safety and tolerability
— MM Health-related quality of life and symptoms

LedermannJesal. NEngl) Med 2012;366:1382-52



Fhe NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Study 19: Olaparib maintenance therapy in platinum-
sensitive relapsed ovarian cancer

1.07 BRCAm (n=136)
b= 0.9 Olaparib Placebo
0 @,
28 8_ Events: total 26:74  46:62
@ 0.7 pts (%) (351)  (74.2)
= §6° Median PFS, 1.2 43
pus 'Q,s o months
L 941 HR=0.18
£ W3- E— 95% CI (0.11, 0.31);
o & — Olaparib BRCAm P<0.00001
g- ©.2 41— Placebo BRCAm
a 0.17
0 T T T T 1
0 3 6 9 12 15
N Time from randomization (months)
Olaparib BRCAm74 59 33 14 4 0
Placebo BRCAm 62 35 13 2 0 0

* 82% reduction in risk of disease progression or death
with olaparib

Ledermann T et al. N Enal T Med 2012:266:1282-1202
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A

BRCA- germline-mutation status, (%)
BRCA1 or BRCA2 mutation

Known negative

Unknown

tudy 19: PFS in BRCA

AnAAAA

mutated

Study 19

Olaparib 400 mg bid

(n=136)

Placebo
(n=129)

23
13
64

pts

22
16
63

Study 19: PFS in BRCA wild type pts

BRCAM [n=136) BRCAMIn=136) BRCA® (n=415]
Piscebo Olapanb Placsbo Olapanb Placsbo
Everes: total s %) ER7AZ Everts toésl s B5) BN S@miz  RSTEET) 4517
0=, Vedar FFS, mondis 112 43 1.0 = Hedan PFS, morths 112 53 S5
i HR=0.18 i HR=018 HR=053
09 95% CI: 0.1, 0.31: 3<0.00001 0e 95%CE0.41,0.37; p<0.20001 | 95% Ct 0:33, 084 o=0207
o 081 w084
9 %074 52074
= 4 = o
o= . . T— . -
f_‘ﬁ g 0.6 Sc 5
y 0B > &
9 % 044 9 % 044
0 & & 6
= 034 = 034
& 02- & 02 .
011 01 -
0 L] Ll Ll L) I_ D L Ll Ll LI L
0 3 8 2 12 15 0 3 6 g 12 15
R Time from randomisation (months) Time from randomisation (months)
{ymper zt sk B e S e e R S
Qlaparib 2304m P8 ) 33 un 4 0 N ] 3 b/ ) 4
Dlsebo BECEw 51 £ 10 £ 1 0 & 2 . : 1 0

AsraZeneca Summery "'C nca eTeg 3@3’!: I'O'V'"IE'EE crrv*ar SENSNCE TEal ’Y‘Eﬂ""E'“nL!' SENSTVE

respsed 88CA

-mutated ovaren @ncr. 2

re3osed S8CA-mutated ovaran @ncer. 2023




SOLO2: Olaparib Maintenance

Progression-free survival (%)

No. at risk

Olaparib
Placebo

100

8388

S0
40
30
20
10

Events (%) 107 (54.6) B0 (80.8)

- Median PFS, months 181 55
: HR 0.30

3 95% C10.22 10 0.41
) P<0.0001

- Olaparib

- Placebo

7 55 ! 19.1 '

a 3 & 9 12 15 18 21 28 27 30

Months since randomization

196 182 156 134 118 104 B9 82 2 29 3

99 70 7 2 i8 17 14 12 7 [ ]

Pujade-Lauraine et al SGO 2017



PARP Inhibitors
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Efficacy of PARPi in Patients with BRCA-Mutant Disease

Progression-free Survival (%)
s

10~ — Chgun
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19.1 vs 5.5 months
HR 0.3 (95% CI: 0.22-0.41)

2

s

0-

Primary Endpoint: PFS

lllllllllll

0 2 4 6 8 10 12 14 16 18 20 2 24

Time Since Randomization {(months)

21.0 vs 5.5 months
HR 0.27 (95% CI: 0.17-0.41) HR 0.23 (95% CI: 0.16-0.34)

100-—,», HR 023 (5% C10-16-0.34); p<0.0001
"H\ — Rucaparb
7 fo- | M —Pacebo
T LY
ol W
[ 40 ’1 -“_*"_'
8' 9 L_‘lo- —
& 20 -
1
Number at nsk
(censored)

Pocaparib 130(0)  93(14) 63(11) 35(T) /iKY  3(60) 0(6)
Pacsbo 66 (0) 2415) 6l7) 3(8) 119) 0010 0(10)

16.6 vs 5.4 months

1. Pujade-Lauraine E, et al. Lancet Oncol. 2017,18(9):1274-1284. 2. Mirza MR, et al. N Engl J Med. 2016;375(22):2154-2164. 3. Coleman RL, et al. Lancet.

2017;390(10106):1949-1961.



Treatment Options for the Patients

Carboplatin doublet

Carboplatin doublet with bevacizumab followed
by maintenance with bevacizumab

Carboplatin doublet followed by PARPi in case
of response, but only if sSBRCA is mutated

Carboplatin doublet followed by PARPi in case of
response, independently of sBRCA status



Efficacy of PARPi in Patients with Non-gBRCA-

PFS: Non-gBRCAmut

Progresslon—fres Survival (%)

0 2 4 6 8 10 12 M4 16 18 20 2 2

Time Since Randomization fmonths)
PFS Hazard
Median Ratio
(95% CI) (95% CI)
Treatment | (Months) p-value
Niraparib 9.3
(N=234) | (72,112 045
Placebo 3.9 (0.338,0.607)
(N=116) | (37,55) | P<0000!

Mirza MR, et al. N Engl J Med. 2016;375(22):2154-2164.

Mutant Disease
ENGOT-ov1i6/NOVA

PFS: HRD Positive

PFS: HRD Negative

2

_ — Niraparih
£ === Placiho
E 50
i 1
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£ ) R
0 2 4 65 8 10 L MWD D2 N 0 2 4 6 8 10 12 14 16 18 20 2 24
Time Since Randomi zflon fmonths) Time Since Randomization fmonths)
PFS Hazard
SR 2D Median | Ratio
(95% CI% (95% ClI) (95% Cl) (95% CI)
Treatment  (months P value Treatment | (Months) p-value
Niraparib | 12.9 0.38 Niraparib 6.9 0.58
(N=108) | (81159 | (0045 FET;;:EL {5-3,89-6} 0361,
Placebo 3.8 0.586) N=42 : 0.922)
(N=56) | (35,57) | P<0.0001 (N=42) 1 (3.7.58) | p=0.0226




Progression -free survival (2:)
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0

Number at risk
(censored)
Rucaparib 106 (0)
Placebo  52{0)

Efficacy of PARPi in Patients with BRCAwt Disease
ARIEL-3

PFS: BRCAwt LOH High

T HR 044 (95% C1 0.26-0.66); p<0-0001
‘ — Rucaparib
g Placebo
L4
t_ XL
1 e T P S S—
‘. |
1 +|—-—+—-»

68(6) 31(15) 19(23) 6(35) 2(37) 0(39)
16(5) 505) 3(6) 0(7) 0@7) 0(7)

9.7 months vs 5.4 months
HR 0.44 (0.29-0.66); P<.0001

Coleman RL, et al. Lancet. 2017;390(10106):1949-1961.

PFS: BRCAwt LOH Low

HR 0-58 {95% CI 0-40-0.85); p=00044
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0 3 1 18 2 10 %
Number at risk Months
(censored)
Rucaparib 107 (0) 49 (1) 23(19) 8(m) 4(24) 0(26) 0(26)
Placebo 54 (0) 20(2) 2(3) 1(3) 1(3) 1(3) 0(4)

6.7 months vs 5.4 months
HR 0.58 (0.40-0.85); P =.0049



PARPi Maintenance Therapy is Changing Clinical practice
in Ovarian Cancer

In clinical studies, PARP inhibitors have demonstrated improved progression-free
survival compared with placebo'3

Current approval status of PARP inhibitors as maintenance
therapy for recurrent ovarian cancer:

Olaparib

Niraparib

NOVA trial, 2016’ Study 19, 20142

Not indicated as
maintenance therapy,
Wdicated as single age

Indicated as maintenance Indicated as maintenance
therapy* therapy for patients with
BRCAmut disease®

Indicated as maintenance Indicated as Indicated as
therapy* maintenance therapy and maintenance therapy and
as single agent® as singge agent
(A, breast cuncer su 1 i SRCA mutution; PARP. poiviADF) ribose polymerase

Lo Mirza MR et af. N Engd J Med 2006; 3751221 21542164 2. Ledermann J er af. Lancet Onecof 20014;- 15 (8); 852-X61.3. Coleman RL er @l Laweet 2017, 390 ¢ HOLOG): 1939

1961 4 Tesaro, In¢. ZEJULA™ — package insert: 2017, 5. AstraZenceca Phormaceuticals LP. Lynparza™ — package msert; AstroZeneca Pharmaceuticals LP. Wilmington, USA

201 7.6 AstraZenecal/K Ltd. Lynparza™ —productinformation; AstmZeneca UK Lid Waltham, MA: TESARO, Inc; 2017, 7.Clovis Oncology UK Lid Rubmca®200 g /250

my /300 my filnrcoated tablets —summury o fproduct characteristios. Clovis Oncology UK Ltd . Cambridge. May 2018 .8.Clovis Oncology. In¢. Rubraca® - prescribing

infermation; Apnl 2011%

Domenica Lorusso- Grandaneolo 2018. Un anno di oncolozia. 200 edzione - Genova. 13-15 dicembre 2018



Malattia parzialmente platino sensibile
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Pujade-Lauraine E, et al. ASCO 2002




Effect of platinum-free interval on
platinum rechallenge

9%

3%

B

=12

Response rate, %
= H B BH B B B B @A

Markman M efal J Clin Oneool 22 3120-3125, 2004
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The Sequence Effect

NER-proficient cell NER-deficient cell
low sensitivity to platinum ‘high sensitivity to platinum
high sensitivity to trabectedin low sensitivity to trabectedin

increased sensitivity increased sensitivity
to trabectedin to platinum



Ovarian Cancer: RecentDevelopments in the Standard of Care and Emerging Options ®co

clinicaloptions.com/oncology et “f,‘,,%'g:ggf

OVA-301: Methods—Study Design
Phase lll Trial

PLD 50 mg/m? 90-min
infusion q 4 wks

PLD 30 mg/m? 90-min infusion
followed by
Trabectedin* 1.1 mg/m? 3-hr
iInfusion g 3 wks

R
A
N
D
O
M
I
Z
)
13
I
O
N

*Premedication with dexamethasone is required.

Monk BJ, etal. ESMO 2008. Abstract LBA4. ClinicalTrials.gov. NCT00113607.



Cumulative probability
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Trabectedin: OVA-301 Study Design

o

| Eventsicensored: 177/37
'HR: 0.64 (0.47-0.86)
- p=0.0027 (log-rank)

N \ Yondelis+PLD =
\ _ 22.4 months

PLD=
16.4 months

0 3 6 9 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 57 60

Time (months)

Overall Survival in the pamaumswve population (PFI s-n@

Furthermore:
v'Longer time to
new treatment
(Kaye S ef al.,
2011)

vlonger OS in
patients treated
successively with
platinum based
strategy
(Colombo N et
al., 2011)

Monk B, et al. Eur J Cancer 2012



Pazienti PPS: effetto di trabectedina nelle linee successive

— Nelle pazienti PPS (n=94) che
fanno platino come successiva
terza linea di trattamento |l
braccio trabectedina + PLD
riporta una riduzione del rischio
relativo di morte del 42% verso
PLD (HR 0.58, p=0.0153)

— Dalla randomizzazione... si
riporta una sopravvivenza
mediana nel gruppo
trabectedina + PLD di 27,7 mesi
verso 18,7, con un aumento
significativo di 9 MESI

10

Curmlative peobaleliny

Overall survival in PPS patients with
platinum as subsequent treatment

N=94
| HR: 0.58 (0.37-0.90)
L p=0.0153

Trabectedin+PLD

"% Median=27.7 months

=

PLD -~ , 1

Median=18.7 months

6

9

_'__f’__”__”__’L_{;m_e;‘m‘_J“__"i_i_i_f__”__”__f’
] Concludlamo che trabectedina,

i ! oltre al suo effetto primario,
1
I aumenta l’efficacia della linea

I successiva a base di platino

[Poveda A et al. Cancer Treat Rev 2014; 40: 366—375]



Extension of Platinum Free Interval: Myth o Reality?

=T0o0O0OZ>» o

Standard

MITO 8

QOverall Survival

PBC: Platinum-Based PD
Chemotherapy*

1:1; superiority design in favour of NPBC followed

Experimental

*Pt-based Chemotherapy:
» Carboplatin + Paclitaxel or
« Carboplatin + Gemcitabine

(in case of neurotoxicity at baseline)

e

**Non-Pt-Based Chemoth
* PLD or other approved s

a0 Survieasd

Pmtabity of Qusr

07s

0.5

025

Arm Median 95%C!
PBC->NPBC 245 menths 22.4.33.6

NPBC->PBC  21.8 months  16.3-29.3

Adjusted® HR 1.38; 95%C| 0.99-1.94
p-0.06
* By line of treatment, residual discase and stae
of centre

Norftr
n 45 1 el L] H 5 3 : | b ]
2 * a3 1 » 5 5 1 1

==~ ASCO ANNUAL MEETING 16

Pignata S et al, JCO 2016



Inovatyon Study

Patients with Ovarian Cancer

Closed recruitment: 618 patients

A multicenter, randomized (1:1) phase Ill study
B -
' Group A: PLD 30 mg/m2 as a 1 hour i.v. \
. ' PUsion + Caroplatin AUC 2 ~ | /AL ED, SUDsequeTE F1erepy,
| 30-60 min i.v. Day 1 q4 wks | at investigator discretion |
Relapsed ovarian ” -
cancer with y o= -
progression free ' R |
interval of 6-12 T ET =l == Up to 6 cycles or PD N-n
months after end =S ‘
of last platinum- - *
taxane therapy + *
w | Group B*: PLD 30 mg/m? i.v. infusion ' At PD, subsequent platinum
* \a followed by Trabectedin 1.1 mg/m? - rechallenge is mandatory
3-hour i.v. Day 1 q3 wks r unless refused by the patient |
’ #
’
- Follow Up: until death \ S
*Dexamethasone premedication X
To evaluate overall survival (OS] in patients To evaluate the time from randomization to subsequent
with relapsed ovarian cancer progressing within chemotherapy and the OS counted from the administration
6-12 months after end of last platinum of subsequent chemotherapy

To evaluate serological response of CA-125
= 5p * Quality of life
MaNGO group (Mario Negri Gynecologic Oncology) + Safety profile, progression free survival, objective response rate



Malattia Platino Refrattaria/Resistente

1000 rl00
900 =90
800 = 80
700 70
o 600 60
E 500 50
400 = = 40
300" = 30
200+ 20
100 =10
0 = ()
12-18 Mos 18+ Mos
PFS, days 275 339
M | 0S8, days 375 657 957
B | Response, % 35 52 62
Pujade-Lauraine E, et al. ASCO 2002 QOL
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Studi di fase Ill

Recurrent Platinum Resistant Ovarian Cancer

O’ Byrne 2002

Ten Bokkel Huinik

2003

Gordon 2004

Mutch, Ferrandina

Author

Buda 2004

Bolis 1999

Schouili 2008

Vergote 2010

Monk 2010

L ortholary
2012

2006

PLD vs. paclitaxel

Topotecan vs. paclitaxel

PLD vs. topotecan ence

PLD vs. gemcitabine

No difference

No difference

No difference

No difference

Studi di fase III sull’uso di combinazioni
vs singoli agenti nella malattia

N pts

1J
[
1

502

165

refrattaria/resistente

Drugs

PTX vs
PTXF+EPI

PITX vs
PTXF+EPI

TPT vs
TPT+ VP 16 vs
TPT +GEM

PLD vs
CAN+PLD

PILD vs
PI.D + ET743

PTX w vs
CBDA +PIX w vs
TP w

RR (%)

46.9
37.4

PFS

(median)

6.0m
6.0m

NR
NR

7.0m
7.8 m
S3m

3.7m
S.6m

40m
3.7m

3.7m
4.8 m
S4m

OS (median)

14 O0m
12 0m

18

10

(2-yvear OS)
172 m
17.8m
152 m

NR
NR

12.4m
142 m

199 m
1S2m
18.6m

ased toxicity
in the combination
arm

Increased toxicity
in the combination
arm

Increased toxicity
in the combination
arm

Increased toxicity
in the combination
arm

Increased toxicity
in the combination
arm

creased toxicity
i1y the combinatio



AURELIA

= CT === BEV + CT

1.0 4 (n=182) (n=179)
L Events, n (%) 166 (91%) 135 (75%)
CHEMOTHERAPY ALONE 0.8 - -y Median PFS, months 34 6.7
o y . PTX = 3 95% CI 221037 57t07.9
ecurren = HR (unstratified) 048
resistent - PLD = 95% Cl 0.38 to 0.60
ovarian - TOPOTECAN 8 0.6 7"& Log-rank P value <.001
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Immune Chechpoint inhibitors in Ovarian Cancer: still
room for improvement

Nivolumab® Pembrolizumab? Avelumab® Atezolizumab® Durvalumab®

20 26 124 12 20*
PD-L1+ 80% 100% 7% 83% 73%
prevalence [N ((WJE)] (21% TC) (21% TC) (IC2/3) (>5% TC)
Prior * 25 23 26 4*

RO sk nes3% ns%  Medan

¢

therapies

15% 11.5% 9.7% 25% Not reported

1. Hamanishi, et al. J Clin Oncol 2015,;33:4015-4022. Abstract 5510;

2. Varga, et al. Presented at ASCO 2015,

3. Disis, et al. Presented at ASCO 2016, Abstract 5533;

4. Infante, et al. Presented at ESMO 2016. Abstract 871;

PD-L1: programmed death-ligand 1 5. Lee, et al. Presented at ASCO 2016. Abstract 3015



Conclusioni (1)

La chemioterapia a base di platino rimane una certezza

Il Bevacizumab incrementa la PFS nelle varie linee di
trattamento

La determinazione del BRCA 1-2 diventa una necessita, oltre che
per la prevenzione familiare, anche per la terapia con PARP
inhibitors e i suoi risultati.

| trials randomizzati ongoing in tutti i setting di malattia
risponderanno al quesito sul ruolo dell’immunoterapia nel

trattamento del carcinoma ovarico

Ancora molto c’e da fare



La sopravvivenza a 5 anni del
carcinoma ovarico oggi € ~ 40%
Sopravvivenza a 5 anni

1990-94 37% 2005-09 40% A +3%

AIOM-AIRTUM, | numeri del cancro,2017

Azzerare le differenze tra Sud e Nord
Italia

-Uniformita dei modelli a livello nazionale

ACCESSIBILITA’

-Garanzia di accesso a uguale
qualita/standard assistenziali
-Integrazione dei PDTA
-Ottimizzazione della spesa

-Implementazione della ricerca
ESMO MCBS evaluation
Curalive Non-curative

SOSTENIBILITA’

Bilancio
Benefici/Rischi

Curative- Evaluation form 1: for new approaches to adjuvant
therapy or new potentially curative therapies

Non-curative-Evaluation forms 2a, b or ¢! for therapies that are
not likely to be curative

INFORMAZIONE
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