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Neoadjuvant Chemotherapy Followed by Radical Surgery
Versus Concomitant Chemotherapy and Radiotherapy in

Patients With Stage IB2, IIA, or IIB Squamous Cervical

0

Cancer: A Randomized Controlled Trial

Sudeep Gupta, Amita Maheshwary, Pallavi Parab, Umesh Mahantshetty, Rohini Hawaldar, Supriya Sastri
(Chopra), Rajendra Kerkar, Reena Engineer, Hemant Tongaonkar, Jaya Ghosh, Seema Gulia, Neha Kumar,

T. Surappa Shylasree, Renuka Gawade, Yogesh Kembhavi, Madhuri Gaikar, Santosh Menon, Meenakshi Thakur,
Shyam Shrivastava, and Rajendra Badwe

J Clin Oncol 36:1548-1555,2018

No. of Events/No. of Patients

NACT Plus Surgery CTRT HR (95% CI) P fc
Interaction
Stage
B2 16/57 15/56 I .14
A 22/80 23/78 .04
1B 57/179 36/183 ——
Hemoglobin .78
> 11 g/dL 60/206 44/203 ——
<11 g/dL 35/110 30/114 —m—
Pelvic lymph node status -15
Negative 82/270 58/272 —n—
Positive 13/46 16/45 —=—
ECOG performance status .79
0 90/290 71/293 —
1 5/26 3/24
All patients 95/316 74/317 - <o —
T T
0.1 1 10

NACT Plus Surgeﬂ/ Better

CTRT Better

Sep 2003 — Feb 2015 / 635 pts, accrual not reached / median f-u time 58.5 mos

o



Adjuvant chemoradiotherapy versus radiotherapy alone for 3 % ®
women with high-risk endometrial cancer (PORTEC-3):
final results of an international, open-label, multicentre,

randomised, phase 3 trial

Lancet Oncol 2018; 19: 295-309

Stephanie M de Boer, Melanie E Powell, Linda Mileshkin, Dionyssios Katsaros, Paul Bessette, Christine Haie-Meder, Petronella B Ottevanger, m
Jonathan A Ledermann, Pearly Khaw, Alessandro Colombo, Anthony Fyles, Marie-Helene Baron, ina M Jirgenliemk-Schulz, Henry C Kitchener,
Hans W Nijman, Godfrey Wilson, Susan Brooks, Siivestro Carinelli, Diane Provencher, Chantal Hanzen, Ludy CHW Lutgens, Vincent TH BM Smit,

Naveena Singh, Viet Do, Romerai D’Amico, Remi A Nout, Amanda Feeney, Karen W Verhoeven-Adema, Hein Putter, Carien L Creutzberg,

on behalf of the PORTEC study group®

686 patients enrolled and randomly assigned

v

Y

343 randomly assigned to radiotherapy

343 randomly assigned to chemoradiotherapy

13 excluded
L dwithdrew informed consent
9 did not meet eligibility criteria

h 4

13 excluded
L Qwithdrew informed consent
4 did not meet eligibility criteria

k4

330 assigned to radiotherapy
328 received allocated treatment

330 assigned to chemoradiotherapy
325 received allocated treatment

2 received chemoradiotherapy b received radiotherapy only
¥
660 patients in intention-to-treat population
330in the radiotherapy group
330in the chemaradiotherapy group nov 2006-dec 2013

Pts characteristics:
Endometrioid stage | G3 LVSI+, II, 11l
Serous /clear cell stage I-lll
Age >18
PS 0-2

Treatment plan:
v’ External pelvic RT 48.6 Gy in 5w

v’ External pelvic RT 48.6 Gy in 5 w+

DDP 50mg/m2 w 1 and 4 of RT
followed by

4 cycles of

CBDCA AUCS + Taxol 175 mg/m2 q21

e



C>

PORTEC 3: Evidence before this study

* Jan 1980-Dec 2006: 6 randomized trials
comparing chemotherapy vs radiotherapy in high

risk or advanced endometrial cancer: no
difference in OS

* Because of increased pelvic relapse with CT
alone, combination of CT + RT has been explored

* Since 2006 (PORTEC-3 starts) three randomized
trials of RT alone vs CT+RT have been published,
with no difference in OS



- PORTEC 3

Forest plot of multivariable analysis for overall survival

i Radiotherapy Chemoradiotherapy Chemoradiotherapy vs radiotherapy
77%  puieos el nc)  paents mesne)  82%; p 0.075 e DN
Histology and grade '
Endometrioid grade 1-2 27131 84%(78-01) 15/127 88%(82-94) T : 073 (0-37-1.42) 035 093
Endometrioid grade 3 23/106  77% (69-86) 22/107  80% (73-89) = i 081 (0-45-1-47) 049
Serous, clear cell, other 393  66%(56-76) 24/96  76% (68-85) B : 0-69 (0-41-1.19) 019
Vsi
No 25138 82% (76-89) 18/133  88%(82-94) = : 060 (0-32-113) 011 0.50
Yes 50/192  73% (67-80) 43197 77% (71-84) .—E 078 (0-52-118) 0-25
Lymphadenectomy ,
No 33138  75% (67-83) 28/140  78% (71-86) i : 068 (0-41-1.14) 015 078
Yes 42/192 78% (72-85) 33/190 84% (79-90) ] i 076 (0-48-1.20) 024
Age (years) !
<60 16/140  89%(83-94) 15/128  89%(84-95) :h 1.02 (0-50-2.08) 096  0.059
60-69 37128  72% (64-81) 33/144 78% (71-85) L E 093 (0.57-152) 077
=70 26/62  58% (47-72) 13/58  76% (65-89) & i 037 (0-19-074) 0.004
FIGO stage :
Stageland I 3187  82% (76-88) 271178 84% (79-90) - 079 (047-133) 038 061
Stage Il 43143 70% (62-78) 34/152  79% (72-86) L 066 (0:-42-104) 0074
Total 75/330 77% (72-82) 61/330 82% (78-86) —-—;- 073 (0-52-1.03) 0-075

04 06 08 10 1214

«— —
Favoues chemondothenpy  Favouns radotheapy




<2 PORTEC 3

Forest plot of multivariable analysis for failure- free

survival
8 Radiotherapy Chemoradiotherapy Chemoradiotherapy vs radiotherapy
68.6%% puens amal0()  panens am @) 75.5% ; p 0,022 REHD  piake o
Histology and grade i
Endometrioid grade 1-2 32131  75% (66-82) 26/127 82% (74-88) & { 074 (0-44-126) 0.27 079
Endometrioid grade 3 3106 69% (59-77) 28/106  74% (64-81) <3 = ; 073 (044-122) 023
Serous, clear cell, ather 39/93  59% (48-68) 29/93  69%(58-77) & | 0-60 {0-37-0-97) 0.036
sl
No 3138 77% (68-83) 301133 78% (69-84) \ — 080 (048-133) 030 045
Yes 70192 63% (55-60) NG 74% (67-80) — 063(044090) 0012
Lymphadenectomy \ i
No 46/138  67% (58-74) 35/140 76% (68-83) i : 0.58 (0-37-0-91) 0016 034
Yes 57/192  70% (63-76) 48/190 75% (68-81) ——I—;— 077 (052-1.14) 019
Age (years) :
<60 26140 81% 73-87) /08 81% 72-87) - 177 (068200) 057 0012
60-69 47/128  62% (53-71) 401144 71% (62-79) L I 0.69 (0.45-1.06) 0094
270 3062 53% (40-65) 1558  75% (61-85) . E 033 (018-063) <0001
FIGO stage i
Stage land I 43187 77% (70-82) 35178 81% (74-86) -— 077 (049-121) 026 047
Stagelll 60/143  58% (49-66) 48/152  69% (61-76) ] i 062 (0-42-0.91) 0014
Total 103/330 69%(63-73) 83/330 76% (70-80) —-— i 0-68 (0-51-0.91) 0010
04 06 08 10 1214
“— —>

Favours chemoradiotherapy ~ Favours radiotherapy




C5 PORTEC-3 Trial

GRADE 3 Toxicity: radiotherapy alone events 12%
chemotherapy + radiotherapy 60% (p <0.001)

Linee guida

/\D’I'] MECQPLA SIE DELL'UTERO: 2018
e ENDOMETRIOE CERVICE
Qualita Globale Forza della
delle evidenze Raccomandazione clinica raccomandazione
GRADE clinica

I caso di malarria ad alro rischio di merasrasi la
chem forerapia pudessere considerarda M associazione con
la radioterapia.

* La valutazione complessiva della gualita delle evidenze
ad ogegi disponibili circa “I’efficacia della chemiorerapia
i associazione con la radiorerapia m pazienti ad alro
rischio di recidiva’, la valurazione del rapporfo tra i
benefici ed i rischi correlari e la formulazione della
raccomandazione relariva al gquesito posro, SoRo  Srare
analizzare secondo merodologia GRADE [(vedere capirolo
13

Bassa Positiva debole

Forza della

Raccomandazione clinica raccomandazione
clinica

La chemioterapia pud essere presa in considerazione in
aggiunta alla radioterapia nelle pazienti ad alto rischio
riducendo 1l rischio di recidiva pur non essendo 1n grado
di migliorare la sopravvivenza complessiva. Le pazient
dovrebbero essere informate sulla non conclusivita delle
evidenze (5-8)

Positiva debole
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= LA CHEMIOIPERTERMIA I.P. NEL TRATTAMENTO DEL
CA. OVARICO

ULTERIORE OPZIONE PER LA
CHIRURGIA SECONDARIA

» LA CHEMIOIPERTERMIA |I.P. HA UNO SPAZIO

TERAPEUTICO IN PZ. CON RECIDIVA PLATINO
SENSIBILE IN COMBINAZIONE CON

CHIRURCGIA CITORIDUTTIVA OTTIMALE
(livello Il di evidenza)

(1° italian consensus conference on HIPEC, 2015)

educazionale Aom 2017 O Y/ ARIAN
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ORIGINAL ARTICLE

Hyperthermic Intraperitoneal Chemotherapy

in Ovarian Cancer

W.J. van Driel, S.N. Koole, K. Sikorska, J.H. Schagen van Leeuwen,
H.W.R. Schreuder, R.H.M. Hermans, |.H.J.T. de Hingh, J. van der Velden,
H.J. Arts, LF.A.G. Massuger, A.G.J. Aalbers, V.J. Verwaal, ].M. Kieffer,
K.K. Van de Vijver, H. van Tinteren, N.K. Aaronson, and G.S. Sonke

A Recurrence-free Survival
10

0.9

0.8+

0.7 4

0.6+

0.5

0.4+

034

Probability of Recurrence free Survival

0.2+

0.1+

0.0

Stratified P=0.003 by log-rank test

Surgery plus HIPEC

0

No. at Risk

Surgery 123

Surgery plus 122
HIPEC

T T T T 1
1 2 3 4 5

Years since Randomization

48 18 7 5 2
67 31 15 7

B Overall Survival

Probability of Survival

No. at Risk

Surgery

Surgery plus
HIPEC

1.0

0.9+

0.8

0.7

0.6+

0.5

0.4+

0.3

0.2+

0.1+

0.0

245 pts randomized
(2007-2016)
All hystologies

HIPEC arm:
CBDCA+Taxol q 21 x3 cycles
before surgery +HIPEC (DDP
100 mg/m2 IP followed by
CBDCA+Taxol q 21 x3 cycles

Median f-u 4.7y

Surgery plus HIPEC

Surgery

Stratified P=0.02 by log-rank test

(4]

123
122

T T T
1 2 3 4 5

Years since Randomization

103 70 44 27 12
108 79 56 37 20

N Engl ] Med 2018;378:230-40.



Trabectedin plus PLD in patients with platinum-
sensitive recurrent ovarian cancer (PSROC):
first results of an observational, prospective study

(NIMES-ROC)

Trabectedin plus pegylated liposomal doxorubicin (PLD) in patients with platinum-sensitive recurrent ovarian cancer (PSROC):

first results of an observational, prospective study (NIMES-ROC)

Sandro Pignata!, Giovznni Scambia?, Teresits Mazzei, Mikel Arruti Barbia, Emanuele Naglieri%, Luis Miguel de Sandet
“istituto Nazionale Tumon Pascale - LR .C.CS. — Fondazione Pascale, Napoli, Itaty; 'Policlinico Universitario Agoztino Gemedi, Universita Cattolica Di Roma, Roma, italy; ‘Aziends Ospedaliero-Universitaria Careggi, Firenze, italy; Hozpital de Galdekao, Galdakeo, Spain;
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18-23 0CTOBER 20)8 * Overal, the median PFE of 11 4 months compares very fsvorably with that found in the proty OVA-301 ol (Le. median
o o - PFE 3.2 months), even win more pretreated patient popuiation (33.5% wath >2 prior chamo nes). Addtionaly, ORR and
+ sxfety profiie are I Ine with the resuits of the pivotal registration OVA-301 trisl.
* Acknowiedging the inferim results from cbsenatond studes need Io be imemeetad with caution, cur resuls supgest st
) . MRS S THRS Pt SA, Migat o trabectedn piys FLD & effectve In ROC, prior uze of
ke ~ - * Our preliminary data suggest that patients not trealed win arugs had onger PFS.
= B o * The fnal data are expecied by 2020.

Pignata et al. ESMO 2018 Absract #4449Trabectedin plus PLD in patients with platinum-sensitive recurrent ovarian cancer (PSROC): first results of an

observational, prospective study (NIMES-ROC)




OVA 301 : trabectedine+PLD vs PLD in platinum sensitive ROC.

. PFS

100
90‘1‘_
%0 - . o

PFS events: 226
! HR: 0.73 (0.56-0,95)
| p=0.0170

# censored; 19]

10- ——
4 P B

o
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S 1] e

5 6 e 8

v 507 o T T

3 401 \\ \_ Trabectedin+PLD
g 301 PLD T\ ... 9.2 months
g 7 75months T e

------- —

0 2 4 6 3

Progression-free survival (months)

10 12 14 16 18 20 22 24 26 28

Monk B, Eur J Cancer 2012

Prospective phase i trial of trabectedin In BRCA-
mutated and/or BRCAness phenotype recurrent ovarian
cancer patients: the MITO 15 trial

0 (orase” G Semoer, & Py, LS00, G Ay, & Lo’ A, Moseor G Perey
(gl G bt . Sy . el T e’ o 0 £ Captenge”
VLt 7 Rasaoies’ § G i

Responseto
trabectedin according
to BRCA mutational | WT 48
S MUT I

ORR

(CRHR)
10(396%)
12(57.1%

Later lines

Increased PFS I I

Trab + PLD
L -

- PLD

Increased PFS _I

B 1 Iy |

| Increased Overall Survival
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<> Effectivenes of Chemotherapy + antiangiogenetics at 15t relapse of OC

IRE
Armbruster S, Hematol/Oncol Clin North Am 2018

Tabla 1

Phasa Il trials of cytotoxic chamotherapy in patiants with platnum-sansitive remcurrant

disaasea

RR PFS% o5

Trial Tiraatment {26} | {mao HR {fmao) HR

oM a4~ FPlatinum 54 9 076 (P < Q01) 24 082 (P = .023)
Flatinum and paclitaxel 1=15] 1.2 29

AGOT Carboplatin 21 5.8 Q.72 (P = 003} 17.3 096 (P = .73)
Gemcitabine and carboplatin 47 8.6 18

CAalYPSO Carboplatin and Paclitaxel - 9.4 Q.82 (F = 005) 33.0 099 {(F = .94)
Carboplatin and FPLD — 11.3 30.7

OWwAa-301  PLD 33 7.5 072 (P = 017} 241 083 {{FP=.11)
FLD and Trabectedin a2 9.2 27.0

Table 3

Phasa 1l trials of antiangiogenic agents in women with recurrent apithelial ovariin cancer

Trial Treatmant Population RR (%) PF5 (m§) HR 0% HR({ma) US FDA Approval
OCEANS221 Gemcitabine and Platinum sensitive 57 8.4 0.48 (P < 001) 33.7 0.96 (P = 73) Yes
carboplatin
Gemcitabine, 79 12.4 334
carboplatin,
bevacizumab
GOG 2134 Paclitaxel, carboplatin Platinum sensitive 59 10.4 0.61 (P < .001) 37.3 0.8 (P = .056) Yes
Paclitaxel, carboplatin, 79 13.8 422
bevacizumab
ICON 2524 Paclitaxel, carboplatin (A} Platinum sensitive — a.7 Avs G057 (P 001) 199 AwvsC: 085 (P= 21" No
Faclitaxel, carboplatin, — 9.9 —
cediranib (B)
Faclitaxel, carboplatin, — 1.1 27.3
cediranib
(maintenance) {C)
TRINOVA-1"**  Paclitaxel weekly Platinum sensitive, — 5.4 0.66 (P < .001) 18.3 0.95 (P = 52) No
Faclitaxel weekly, platinum resistant — 1.2 19.3

fatla)




Trabectedin plus PLD in patients with PSROC:
first results of an observational, prospective study (NIMES-ROC)

TOTAL POPULATION

Progression-free survival Overall survival

100 4 1004

40 [

80 a
é N Median PFS: 11.4 E . Median 0S: NE
£ 95%Cl: 10.0-14.0 ¥ 95%Cl: 16.8-NE
|§ HE E &l
; :
é B0 --nmnnmrmemee s s
% 40- i a-
2 30 El
: ;

204 iR

10 104

] Cangior 0 + Censor

1} 1 4 § B 10 12 14 16 ® o i) M 24 n 3 I:I Iﬂ A;- IE ill lIIJ llﬂ 1I4 lIE 'ﬁlﬂ ﬂll 2:11 jE ﬂ!% Jll
Months Months
HNumber at risk Mumber at risk
1 BT - | - 63 L k1| 2 12 & T [ 3 3 1 [ L= T VS 1 -} X 2 3 Fi| 12 1 ] 3 3 2z 1]

Progression-free survival (PFS) Overall survival (PFS)
Interim analysis Interim analysis
Censored*, n (%) 85(53.8) Censored*, n (%) 126 (79.7)
Patients with events*, n (%) Deaths, n (%)
*Patients who have not died and do not have an assessment of disease progression are *Patients who have not been reported as dead are included as ‘censored.” Cl,
‘censored. confidence inferval.

Pignata et al. ESMO 2018 Absract #4449Trabectedin plus PLD in patients with platinum-sensitive recurrent ovarian cancer (PSROC): first results of an
observational, prospective study (NIMES-ROC)



Trabectedin plus PLD in patients with PSROC:
first results of an observational, prospective study (NIMES-ROC)

ANALYSIS BY PRIOR USE OF ANTIANGIOGENICS

Progression-free survival Overall survival

Progression-free survival Prior use of antiangiogenics Overall survival (0S) Prior use of antiangiogenics
PFS . , N _

:nterlim i Yes (n=88) No (n=70) Log-rank Interim analysis Yes (n=88) No (n=70) | |og-rank
d ! test Censored*, n (%) 66 (75.0) 60(85.7) test

CEI'{SDI'E . E . = “ie2) p-value Deaths, n (%) 22(25.0) 10(14.3) p-value

Patlelnts with events”, n (%) 47534) 26(37.) Median OS, months (95%Cl) 17.7(13.2-NE) | NE (16.8-NE) 0.032

Median PFS, months (95%Cl) | 10.1(8.4-12.1) | 14.3(10.4-19.2) | 0.037 “Patients who have not been reported as dead are inchaded as ‘ensored”

*Patients who have not died and do not have an assessment of disease progression are ‘censored.” €I, confidence interval.

CONCLUSION

* Qverall, the median PFS of 11.4 months compares very favorably with that found in the pivotal OVA-301 trial (i.e. median
PFS 9.2 months), even with more pretreated patient population (39.9% with >2 prior chemo lines). Additionally, ORR and

safety profile are in line with the results of the pivotal registration OVA-301 trial.

* Acknowledging the interim results from observational studies need to be interpreted with caution, our results suggest that

trabectedin plus PLD is effective in ROC, regardless prior use of antiangiogenics.

* Qur preliminary data suggest that patients not previously treated with antiangiogenic drugs had significantly longer PFS.
* The final data are expected by 2020.

Pignata et al. ESMO 2018 Absract #4449Trabectedin plus PLD in patients with platinum-sensitive recurrent ovarian cancer (PSROC): first results of an
observational, prospective study (NIMES-ROC)



This article was published on October 21,
2018, at NEJM.org.
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Maintenance Olaparib in Patients with Newly
Diagnosed Advanced Ovarian Cancer

K. Moore, N. Colombo, G. Scambia, B.-G. Kim, A. Oaknin, M. Friedlander,
A. Lisyanskaya, A. Floquet, A. Leary, G.S. Sonke, C. Gourley, S. Banerjee, A. Oza,
A. Gonzdlez-Martin, C. Aghajanian, W. Bradley, C. Mathews, J. Liu, E.S. Lowe,
R. Bloomfield, and P. DiSilvestro




Figure 56. Stage Distribution (%) for Ovarian Cancer by Histology, US, 2007-2013
@ lcalzed @ Fogomal Dsiant @ Unsiaged‘unknown

100 1 1 2 1 2
—n 3 ] I ] I I

0 - SOPRAVVIVENZA a 5 anni per
m | carcinoma OVAIO in EUROPA

m

- » Paese 1991-1993 2000-2003
60 [
. FINLANDIA 30.9 43 .4
E 50 | GERMANIA 37.4 39
& POLONIA 26.7 38.1
40| GRAN BRETAGNA 29.4 30
ITALIA 31.9 3 7.2
10 media europea 32.4 36.3
(Eurocare database 2017)
20
10

ECOLOGIC CANCER UNaT

OVARIAN

Allovanan
Cancars

Epithelial Hon-epithelial

Source:Howladar M, Moono AM, Krapcho M, ot al (ods). 5 EER Carcor Stafis tics Roviow 17 5.0, Matioral Cancar Irstiute, Bathosda, MO weesw soorcanco rgosksn 197 520144
basod on Movombsar 2016 SEER data submision, posted to tha SEER wobsito April 2017 (all cvarancancars SEER 18 Rogstrics, Mational Cancor Irstituts, 2017 (subtypos )

©2018, American Cancar Sociaty, Inc, Surailbnoe Rossanch




Clinical response as a continuum in ROC

Ritardare la progressione!

100 -
90 - s —— Total (n=273)
80 - 3 — Sensitive (n=75)
B —— Resistant (n=119)
70
2 60 - "
C 50- -
18
O 404
30 A )\ Ml ' L
20 - N = ~ L
10 = i b
O | | | | | — |
1 2 3 4 5 6-14
(n=18) (n=50) (n=74) (n=44) (n=32) (n=55)

Previous lines of chemotherapy received

¢

Matulonis , Ann Oncol 2016 IRE



Study design

Primary endpoint

* Investigator-assessed PFS

« Newly diagnosed, FIGO Olaparib 300 mg bd » Study treatment (modified RECIST 1.1)
stage Ill-IV, high-grade serous (N=260) continued unti
or endometrioid ovarian, disease progression
primary peritoneal or fallopian 2-1 randomization * Patients with no Secondary endpoints
tube cancer evidence of disease
« Germline or somatic BRCAm Stratified by at 2 years stopped * PFSusing BICR
« ECOG performance status 01 response to platinum- treatment + PFS2
» Cytoreductive surgery* based chemotherapy * Patients with a partial * Overall survival
* In clinical complete response response at 2 years * Time from randomization to
or partial response after Placebo could continue first subsequent therapy or
platinum-based chemotherapy (N=131) freatment death o
* Time from randomization to
391 pts second subsequent therapy
or death

2 years' treatment if no evidence of disease + HRQoL (FACT-O TOI score)

*Upfront or interval attempt at opfimal cytoreductive surgery for stage Il disease and either biopsy and/or upfront or interval cytoreductive surgery for stage IV disease.
BICR, blinded independent central review; ECOG, Eastern Cooperafive Oncology Group; FACT-O, Functional Assessment of Cancer Therapy -

MUNICH mongress Qvarian Cancer, FIGO, Intemational Federation of Gynecology and Obstetrics; HRQoL, health-related quality of ife; PFS, progression-free survival;
2018

PFS2, time to second progression or death; RECIST, Response Evaluation Criteria in Solid Tumours; TOI, Trial Outcome Index




Patient disposition
Olaparib Placebo

Randomized, n 260 131
Treated, n 260 130
Discontinued treatment before 2 years 11427 92 (70.8)
Completed treatment at 2 years per protocol 123 (47.3) 39(26.9)
Continued treatment beyond 2 years 26 (10.0) 3(23)
Still receiving treatment at data cut-off 13(5.0) 1(0.8)
Discontinued treatment for reason other than protocol-defined
2-year stopping rule 124 (417) 94 (723)
Objective disease progression 51 (196) 78 (60.0)
Adverse event 30 (11.9) 3(2.3)
Patient decision 22 (8.5) 2(19)
Other*/unknown reason 21(8.1) 11(8.5)
Median (range) duration of treatment, months 246 (0-52.0) 139(02456)
Median (IQR) duration of follow-up, months 40.7(34.9-429) 412 (32.2-415)

%HQICH MU”Q[ESS *Other includes study-specific discontinuation criteria, severe non-compliance to protocol and

lost to follow-up, among other reasons. I0R, interquartile range




Olaparib Placebo

PFS by investigator assessment | (N=260) (N=131)
Events (%) [50.6% maturity] 102 (39.2) 96 (73.3)
100- Median PFS, months NR 13.8
90- 60.4% progression free HR 0.30
?32 il 95% C1 0.23, 0.41; P<0.0001

60 » Olaparib
FaT o i i P I el o

:g 70% di riduzione
del rischio di PD

20 26.9% progression free

10 at 3 years Placebo
0 L

Investigator-assessed
progression-free survival (%)

003 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
: Months since randomization
No. at risk

Olaparib 260 240 229 221212 201 194 184 172 143 138 133 111 88 45 36 4
Placebo 118 103 82 65 56 53 47 41 39 38 31 28 22 6 5 1

MUNICH Mongress Cl. confidence interval: NR, not reached
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PFS subgroup analysis

Olaparib 300 mg bd Placebo bd

Subgroup Number of patients with events/total number of patients (%) HR (95% Cl)
All patients 102/260 (39.2) 96/131(73.3) —— 030023 041)

Response after surgery/platinum-based chemotherapy
Clinical complete response 731213 (34.3) 731107 (68.2) ——
Partial response 29/47 (61.7) 23124 (95.8) e

0.35(0.26, 0.49)
0.19 (011, 0.34)

I

1

]

I

I

|

performance status at baseline 1
Normal activity 751200 (37.5) 76105 (72.4) —— : 0.33 (0.24, 0.46)
Restricted activity 27160 (45.0) 20/25 (80.0) : 0.38 (0.21, 0.68)

Baseline CA-125 value 1
sULN 921247 (37.2) 89123 (72.4) —— : 0.34 (0.25, 0.46)
>ULN 10113 (76.9) 7/7 (100.0) I NC

gBRCA mutation type by Myriad testing :
BRCA1 84/188 (44.7) 69/91 (75.8) —— : 0.40 (029, 0.56)
BRCA2 15062 (24.2) 26/39 (66.7) 1 0.20 (0.10, 0.38)
BRCA1/2 {both) 03 00 : NC
Negative 3I7 (42.9) 1/1(100.0) I NC

Age :
<65 years 851225 (37.8) 821112 (73.2) —— : 0.33 (024, 045)
265 years 17135 (48.6) 14113 (73.7) 1 0.45(0.22,0.92)

fage of disease at initial diagnosis i
Stage Il 83/220 (37.7) 79105 (75.2) —— : 0.32(0.24,0.44)
Stage IV 19/40 (47.5) 17126 (65.4) 1 0.49 (0.25, 0.94)

~ Following debulking surgery prior to study entry :
Residual macroscopic disease 2955 (52.7) 23129 (79.3) 1 0.44 (0.25,0.77)
No residual macroscopic disease 70/200 (35.0) 69/98 (70.4) —— : 0.33(0.23, 0.46)

ZMO%HCH MOHgTESS 0.0625 0.12<50 02500 05000 1.0000 20000 -
ULN, upper limit of normal Olaparib better Placebo better




Most common treatment-emergent adverse events

Olaparib (N=260) Placebo (N=130)

Nausea 773

9
b
on

Fatigue/asthenia” 63.5
Vomiting 400

Anaemia” 388

—
=
[=x]

Diarrhoea 342

ol
=
(=3}

Constipation 4 < N K " All grades (frequency >25%)
Dysgeusia 22 [ ) :s Il Grade >3 (frequency >5%)
Arthralgia 254 [ B 2 9 " Allgrades (frequency >25%)

Neutropenia® 231 (eS| 8 s [l Grade >3 (frequency 25%)
1t;cr ?|5 5|n 2|5 [I] {I:n 2|5 5|0 ?|5 1£m

Adverse events of special interest

Olaparib Placebo

(N=260) (N=130)
MDS/AML,* n (%) 3(1.2) 0
New primary malignancies,! n (%) 5(1.9) 3(2.3)

Pneumonitis/ILD, n (%) 5(1.9) 0
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Change from baseline
in TOl score
o

ated quality of life: FACT-O TOI score®

Placebo

I

Olaparib

No. at risk
Olaparb
Placebo

%L{IQIICH Mongress *TOI scores range from 0 to 100, with higher scores indicating better HRQoL and a clinically meaningful difference defined as £10 points

25 371 49 61 713 8 Of

Weeks since randomization
191 186 179 163 144
104 N 75 61 51

5 13

204
114

141
49

137
42

218
115

The difference between olaparib
and placebo in the mean
change from baseling in TOI
score over 24 months
(-3.00; 95% Cl -4.779, -1.216)
was not clinically meaningful



Conclusions

* Maintenance olaparib led to a substantial, unprecedented improvement in PFS in patients with
newly diagnosed, advanced ovarian cancer and a BRCAm, with a difference in median PFS
for olaparib versus placebo of approximately 3 years

— There was no obvious change in Kaplan-Meier curves after 2 years in the olaparib group,
Indicating an apparent enduring treatment benefit after stopping treatment

* There was a statistically significant improvement in PFS2, suggesting that olaparib did not
diminish patients” ability to benefit from subsequent therapy

* Olaparib was generally well tolerated, with a safety profile consistent with that observed in
the relapsed disease setting

* Maintenance olaparib should be considered standard treatment following platinum-based
chemotherapy for women with newly diagnosed, advanced ovarian cancer and a BRCAm
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