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Onderwerpen

A Primaire behandeling

I Destandaard:Primaire debulking chirurgie (PDS)
+CT

I Controverse
APrimaire debulking chirurgie (PDS) + CT

A Neo-adjuvantechemotherapie (NAQF Interval
debulking chirurgie (IDS)

A Behandeling van het recidief
I Onderhoud€PARPen angiogenese remmers
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Focus op gevorderde stadia lll en IV
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Prognose van FIGO stadia Ill en IV

A FIGGstage atdiagnosis %ear survival

| stage 25% 90%
| stage | 10% 80%
| stage Il 47% 15-20%
| stage IV 17/% 5%

Ozols RF, et al. Cancer: Principles & Practice of Oncology. 5th ed. 1997;1510-1511.
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Behandeling van het gevorderd
2 O NA dzY Ol NOA Y 2 2

Laparotomie
histologie/ debulking'staging  Adjuvantechemotherapie

Paraaortalée lliacale
lymfklierdissectie

A Medianeincisie

A Abdominalevochtcytologie R Van 6-12 kuren

A Inspection/palpation chemotherapienaar 6
A Uterus/adnexextirpation kuren CP

A Omentectomie

A Stageringdiopten

A

A

Verwijderenvanalle
macroscopisch&umor (maximale
chirurgischeeffort)
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Prognostischéactoren

~IGGstadium

Patientsleeftijd
Residualéumorvolumenadebulkingd & R S
chirurgg U

PostoperatieiCA125
Histologischitumorsubtype
Histologiscliumorgradering

Performance score

A Soortchemotherapie
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Adjuvantechemotherapie na optimale debulking
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Adjuvantechemotherapie na primaire
debulking chlrurgle

McGuireW d0G #111

CCvs CP Stagdic IV
residualmass
Med DFS13vs18 mths
Med OS 24vs38 mths

CisplatinumPaclitaxel

CarboplatinPaclitaxel
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Proportion Surviving
Progression-free

0 6 12 18 24 30 36 42 48
Months after Entry into Study

Median
No. No. with Progression-
Progression- Treatment free Survival
Treatment free Failure  Total {mo)

— Cisplatin + 28 174 202 13
cyclophospham ide

18

Proportion Surviving

0 6 12 18 24 30 36 42 48
Months after Entry into Study
Me
No. No. Su
Treatment Alive Dead Total o)

dial

urvivi
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—— Cisplatin + cyclophosphamide 65 137 202 24
---- Cisplatin + paclitaxel 86 98 184 38



- Designof the two phaseltiieaaisg NACT
| EORTB971 CHORUS

Intentidstreat analysis

10 10

9 — Primadgbulkisgrgery (PDS) 9 — Primary surgery

Q — Neoadjuvant-tnenayay (NACT) Q — Primary chemothel
S 8Q g 8Q
g 79 g HR=0.@E% OI7&.05
S 6Q] ©  6Q (p value not given becau
? _E Is a namferiority outcome)
= 5Q £ 50Q
© o)
o 4Q g— 4Q
© 30 & 3q

2Q] 2Q]

1Q] 1Q]

0 | 0

0 2 4 6 8 10 0 6 121824303642485460667278849096

Years Months

No. of events Number of patients at risk Number at risk
PDS 253 336 189 62 14 2 Primary sui2jg®249895328 83 51 22 17 6 3
NACT 245 334 195 46 13 2 Primary chemo@223®036137 88 59 31 21 14 3

*Definitiohsuccessful surgery: maximum effort for complet@uesection of visibhlgergotet al. NE2IMQ. Keha al. Lancet 20.



Randomised EORTC-GCG6/NCIC-CTG trial
on NACT + IDS versus PDS
< 1cm residual per country (PP1)

PD5* MACT -> D5 Difference
(n=329) (n=339)* PD5-1D5
Belgium (n=133) 1% 92% 21%
Spain (n=62) 43% 7154 28%
Italy (n=38) 36% G794 20%
The Netherlands (n=104) 37% 75% 38%
Norway (n=82) 32% Bo% 8% |
UK (n=101) 313 75% 8%
Canada (n=84) 31% 71% 0%

*Mo residual tumor varying per country from b63% to 6%
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CamstThi's be eddlolre d ?2« ma

CHORUS trial

ry in 64 centres, recruitment period 5 yrs 5 months 1.35 OP / year / centre

Excluding 19 pts. w/o extrapelvic disease (19 x FIGO IIAT
HIA): 8.5%*
(probable) complete resection rate FIGO [lIB-IV

Complete resection rate 17%*

Median duration of surgery (minutes) ‘ 120 (301 450)
Bowel resection rate 11%
Lymphadenectomy <10%
Infragastric omentectomy 48%
Median OS (months) 23
Post-op mortality (28 days) 5.6%

*The mechanism of action of surg@noisr cesguBtm Kehoe, et al. Lancet



Surgical outoooneidémnd mortality in published seri
spegcialg@uecologic cantess

Charite
Mayo MSKCC IEO Milan UKE HSK Fotopol.

Aletti 2006 Chi 2010 Peiretti 201W/6lber 201Blarter 2011 2011
(n=194) (=141) (=259) (n=174) (n=287) (n=332)

70% Anastomosafficiency n.a 2.1% 5% 2% 5% 5.6%
no
gross
resid. Bleeding n.a 2.1% 3% 5% 3% 3.1%
disease
Thrombosis/embolism n.a n.a 2.3% 5% n.a 7.2%
Relaparotomy n.a n.a n.a 10% 12% n.a

3aynortality 1.4%

Months
Du Bois et al. Cancer .
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~ After primary debulking surgeAFPDHPENd

g PFS (median; mogt®$ (median; months)

40%u >1¢ 33%u >1¢ 29%u >1¢

1st line trialdevacizumab




Survival M€ [+13Similasurvival after unsucces:
surgery in thel pastfissihe tfiass
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What we_should aim for in a trial if vaaswilid like
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Totaal aantal ovariumcarcinomen
NL (12.054) en Limburg (784)
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Figuur 2: Incidentie van ovariumcarcinoom patiénten gecorrigeerd voor leeftijd tussen 2005 en 2014, voor
zowel de gehele populatie (n=12.054) als de Limburgse populatie (n=784)
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FIGO Ill zonder standaard behandeling KNL htf’l'dtm
(n=5.612)
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Figuur 4: Aantal FIGO IIl ovariumcarcinoom patiénten die geen chemotherapie, operatie of beiden
ondergingen tussen 2005 en 2014 (n=5.612)
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Figuur 5: Aantal FIGO IV ovariumcarcinoom patiénten die geen chemotherapie, operatie of beiden
ondergingen tussen 2005 en 2014 (n=2.411)



FIGO Il met een vorm van behandeling
(n=5.612)
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Figuur 7: Aantal FIGO IIl ovariumcarcinoom patiénten die chemotherapie, een operatie of beiden ondergingen

tussen 2005 en 2014 (n=5.612)
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FIGO IV met een vorm van behandeling KNL htf|l<}m
(n=2.411)
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Figuur 8: Aantal FIGO IV ovariumcarcinoom patiénten die chemotherapie, een operatie of beiden ondergingen
tussen 2005 en 2014 (n=2.411)



PDS + CT vs NACT + IDS
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Figuur 9: Aantal ovariumcarcinoom patiénten die primaire debulking of neoadjuvante chemotherapie met

intervaldebulking ondergingen tussen 2005 en 2014 (n=5.782)
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FIGO Il PDS + CT vs NACT + IDS
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Figuur 10: Aantal FIGO IIl ovariumcarcinoom patiénten die primaire debulking of neoadjuvante chemotherapie
met intervaldebulking ondergingen tussen 2005 en 2014 (n=4.184)
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FIGO IV: PDS + CT vs NACT + IDS
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Figuur 11: Aantal FIGO IV ovariumcarcinoom patiénten die primaire debulking of neoadjuvante chemotherapie
met intervaldebulking ondergingen tussen 2005 en 2014 (n=1.197)
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Figuur 12: Uitkomst van de debulking van patiénten die een primaire debulking of neoadjuvante
chemotherapie met intervaldebulking ondergingen tussen 2005 en 2014 (n=5.782)

Compleet/optimaal <1 cm Inadequaat >1 cm Onbekend = niet geregistreerd
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Figuur 13: Uitkomst van de debulking van patiénten die een primaire debulking ondergingen tussen 2005 en
2014 (n=2.749)

Compleet/optimaal <1 cm Inadequaat >1 cm Onbekend = niet geregistreerd
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Uitkomst NACT en IDS
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Figuur 14: Uitkomst van de debulking van patiénten die neoadjuvante chemotherapie gevolgd door een
intervaldebulking ondergingen tussen 2005 en 2014 (n=3.033)

Compleet/optimaal <1 cm Inadequaat >1 cm Onbekend = niet geregistreerd
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Figuur 15: Overall survival voor patiénten die primaire debulking of neoadjuvante chemotherapie gevolgd door
een intervaldebulking ondergingen tussen 2005 en 2014 (n=5.782)
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Overall survival na primaire debulking KNL e
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Figuur 16: Overall survival per uitslag van de debulking voor patiénten die een primaire debulking
ondergingen tussen 2005 en 2014 (n=2.749)

Compleet/optimaal <1 cm Inadequaat >1 cm
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Figuur 17: Overall survival per uitslag van de debulking voor patiénten die neoadjuvante chemotherapie
gevolgd door een intervaldebulking ondergingen tussen 2005 en 2014 (n=3.033)
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Overgrote deel van de gevorderde
ovariumcarcinoom recidiveert !!

A Platinum gevoelig: >6 maanden ziektevrij
A Platinum resistent: <6 maanden ziektevrij
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AngiogeneseremmelPlatinumgevoelig recidief

OCEANS: Study schema
f{;hﬁnum-ﬁensith.re_\'\ BER L I I I I I I CAUC 4

recurrent OC# G 1000 mg/m2, d1 & &

*Measurabledisease

“ECOG 0/1

*No prior chemo for

recurrent OC

*No prior BV IIIIII CAUC 4
(n=484)

\ /) cG+Bv

Stratificationvariables:

* Platinum-free interval
(6—12 vs =12 months)

* Cytoreductive surgery for
recurrent disease (yes vsno)

G 1000 mg/m? d1 & 8

BY 13 mg/kg gdw until progressicn

CG for6(upto10)cycles

BV = bevaczumab; FL = placebo

*Epithelial ovarian, primany pertoneal, or fallopian tubse cancer PRLSENTED AT ﬁ&i{_@' ”“ﬁﬂ'ﬂi:gr
- ' - _I-- il R 1 ;

VA

FIC



OCEANS: Primary analysis of PFS

CG+PL CG + BV
[n=242) [n=242)

Events, n (%) 187 (77) 151 (62)
1.0 = ]
2 Median PF5, 8.4 12.4 Geen OS winst:
= months (35% CI) [8.397) (1.4-127)
S 0.8+ Stratified analysis 0.484 Crossover
= HR [35% CI) (0.288-D 605)
93]
E 0.6 4 Log-rank p-value <. 0001
=R
=]
=
= 0.4 4
o
=
S 02-
=]
[ ™
o
I] | | I | | I | |
] [+ 12 18 24 30
A — Months
G+ P 242 77 IE 3 0
CE+ BY 247 3 a2 ]

1 .
PRISINTLE AT f\m J"Ir.::‘l:..:;;:li]ll%
1 LF Al fchis &N

Median PFS
(months)

Baseline risk factor I\.IO' of cG+PL CG+BV
patients

Platinum -free interval, 202 . 11.9  0.41(0.29i 0.58)
. months
Maastricht 282 . 124  0.55 (0.41i 0.73)




AngiogeneseremmelPlatinumresistentrecidief

Weeklypaclitaxe) pegylated
liposomaldoxorubicinor
topotecanz bevacizumab

— T BEV +CT
[m= 1821 [m=1749)

Events, n (%) 166 (9155 135 (75%)
Median PFS, months 34 6.7
955% CI 221037 571079
HR {unstratified) 0.48
95% Cl 0.33 to 0.60
Log-rank F value < 001
{2-gided, unstratified)

=
@
=
o
b
=
oo
i
o

15
Time (months)

Mo, at risk
CT 182
BEV +CT 179

= (T BEV +CT
[n=182] [n=119)
Events, n (%] 136 (75%) 128 [72%)
Median OS5, months 133 166
9% CI 11910164 13710190
HR |unstratified) 085
95% Cl (.66 to 1.08
Log-rank P value < 174
(2-sided, unstratified)

0S (probability)

12 18 24

N, at risk Time :mﬂﬂthﬁ}

cT 182 120 8 28
BEV+CT 179 148 75 39



PARHemmersplatinumgevoelig recidief

Study 19: Phase Il trial design, endpoints and BRCA testing

N=265 ‘ ]
Primary endpoint:

« ‘Platinum-sensitive’ n=136 Olaparib maintenance o Progression-free survival (PFS)
by RECIST 1.0

recurrent high-grade E— monotherapy
serous ovarian cancer (400 mg bid, capsules)

Secondary endpoints included:
* 22 prior regimens of Double-blind _ ! L Overall survival (OS),
platinum-based randomization | eatment until progression safety and tolerability

chemotherapy 1:1 ‘
Exploratory endpoints:

Time to first subsequent therapy
or death (TFST), time to second
subsequent therapy or death (TSST)

« Complete or partial — Placebo (bid, capsules)
response to most n=129
recent platinum-based

regimen
BRCA testing: ____M BRCAm: n=136

* Previous local germline BRCA testing (case report forms)
* Retrospective germline BRCA testing or tumour BRCA testing W BRCAwt:* n=118

*BRCAwt patients did not have a detected BRCAm or had a BRCAm of unknown significance
bid, twice daily, BRCAwt, BRCA1/2 wild type, RECIST, Response Evaluation Criteria in Solid Tumors

ISI® 30O ®a & a0
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Study 19: Overall survival
Overall population*

100 =
el Overall study population (N=265)
80 Olaparib (n=136) Placebo (n=129)
e Deaths, n (%) 94 (69) 109 (84)
2
% 60 = Median OS, months 298 27.8
F Blain HR=0.73
§ 404 95% C1 0.55-0.96
g 90 - Nominal P=0.02483
i Maturity: 77%
10 = = Olaparib Criterion for statistical significance
el B not met (P<0.0095)
1 1 | ] 1 1 1 1 | | 1 | 1 1 b
0 6 122 18 24 30 36 42 48 54 60 66 72 78 684
Number of Time from randomization (months)
patients at risk
Olaparib 136 129 117 97 79 62 52 43 42 a1 37 35 15 ‘ 0
Placebo 129 122 112 90 75 57 44 37 32 27 24 18 9 1 0 DCO 30 Sep 2015

*Cox proportional hazards analysis

asco.org weergeven in een volledig scherm? (Druk op Esc om af te sluiten.) Eenmaal toestaan Opties voor deze website ~

‘,j) —’I

| 3 D4:45 | 10:41
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Study 19: Overall survival
BRCAmM patients*

100 = -
e BRCAm (n=136)
80 < Olaparib (n=74) Placebo (n=62)
N 70 - Deaths, n (%) 47 (64) 48 (77)
% 60 = Median OS, months 34 .9 30.2
g % HR=0.62
E 40 = 95% C10.41-0.94
30 - Nominal P=0.02480
il Maturity: 70%
10 < = Olaparib Criterion for statistical significance
el M s not met (P<0.0095)
[ — [y pr— j— p— (Y [— [fo— fo— [m— [— —] [y—
0 6 12 18 24 30 36 42 48 54 60 66 72 78 &4
Number of Time from randomization (months)
patients at risk
Olaparib 74 69 65 56 50 39 33 27 27 27 25 23 11 1 0
Placebo 62 58 52 40 34 29 25 20 19 15 13 10 6 0 0 DCO 30 Sep 2015

*Cox proportional hazards analysis
ﬁ. . = - y " - - I - = - o'
:!.' - n icrosoft Forefro... / appsts.prd.corp - ... resentatiel - Mic... | @ - * @ W o @ @ Ll i) 12-252—.52(2)16 q
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Long-term exposure to treatment

« Median follow-up of 5.9 years: 15 patients (11%) still receiving olaparib
(8 BRCAm, 7 BRCAwt); one patient (<1%) still receiving placebo (BRCAm)

50 -
45 4

W W H
o O O
2 Il

M Overall study population
M BRCAm subgroup
B BRCAwt subgroup

N
o

- —
o O O O,
L 1 L A 1

Patients on olaparib (%)
N
8]

21 22 23 24 25 26
Time on olaparib (years)
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Platinum-Sensitive Recurrent Hi rade Serous
ENGOT- &

Ovarian Cancer VINSGO ﬁ
OV16/NOVA Trial tanse

Treatment with 4-6 Cycles of Platinum-based Therapy
Response to Platinum Treatment

\ 4 v
gBRCAmut Non-gBRCAmut
2:1 Randomization

Niraparib Niraparib
v
Treat until Progression of Disease Treat until Progression of Disease
Primary Endpoint: PFS

+  HRD-positive population
+ Tested at 100 events to achieve p<0.05;
+  [ftest was positive then:

+  Test overall non-gBRCAmut cohort (p<0.05)

Tested at 100 events to achieve p<0.05

— .AA T
ENGOT-0OV16/NOVA trial presented by Mansoor R Mirza “wESMD .l .-ﬁ i a
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Progression-free Survival: gBRCAmut B «Nseo &
100

% of Patients
without

PFS Hazard Progression
Median Ratio or Death

95%cCl) | (95%cy | 12 | 18
Treatment | (Months) p-value mo | mo

Niraparib 21.0 0.27
(N=138) | (12.9,NE)

62% @ 50%

(0.173,
0.410)

p<0.0001 | 16% | 16%

Placebo 5.5
(N=65) @ (38,7.2)

c
o
=

Qo

=1

3
'8
]
2

[«

3
W
B
2

m
£
W
w

10 12 14

Mo, ot Risk Time Since Randomization (months) PFS was analyzed using a 2-sided log-rank test using
Niraparib 138 125 107 98 89 70 63 44 28 26 randomization stratification factors, and summarized
Placebo 65 52 M 21 12 8 6 2 2 2 using the Kaplan-Meier methodology. Hazard ratios with
2-sided 95% confidence intervals were estimated using a
stratified Cox proportional hazards model, with the
stratification factors used in randomization.
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Progression-free Survival: non-gBRCAmut

100
: % of Patients
: without
E i PFS Hazard | Progression or
: Median Ratio Death
i (95%CI) | (95% Cl)
g & Treatment | (Months) | p-value | 12mo | 18 mo
=2
3 Niraparib | 9.3 0.45 . u
: (N=234) | (7.2,11.2) 41%  30%
E > - | (0.338,
E 0.607)
. Placebo 3.9 D ﬂ
m (N=116) | (3.7,5.5) p<0.0001 14% = 12%

0 -

0 2 4 6 8 10 12 14 16 18 20 22 24

_ Time Since Randomization (months) PFS was analyzed using a 2-sided log-rank test using
No. at Risk randomization stratification factors, and summarized
Nirgparib 234 188 145 113 88 75 57 41 23 21 18 7 3 : : ‘ S
Placebo 116 B8 52 33 23 19 10 8 4 4 3 1 1 | using the Kaplan-Meier methodology. Hazard ratios with
2-sided 95% confidence intervals were estimated using a
stratified Cox proportional hazards model, with the
stratification factors used in randomization.

TeRIED By
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100
Niraparib
§ ------
e 754
3
L
®
&
g 90 4
7 D‘.
3 R
E 254 =
: 1
w --q-------L_
n-'l L] ] ] ] ] ] ] i | ] ] ]
0 2 B 6 8 10 12 14 1% 18 20 22 24
_ Time Since Randomization (months)
No. at Risk
Niraparib 106 90 15 64 52 46 40 29 16 14 11 4 2
Placebo 6 4 26 16 11 9 < 3 1 1 1 1 1

ENGOT-0V16/NOVA trial presented by Mansoor R Mirza

Progression-free Survival: Non-gBRCAmut HRD-positive Bl “NSSO ¥/

% of Patients
without
PFS Hazaid Prog;si:m or
Median Ratio 8

(95% Cl) | (95% CI)

Treatment | (Months) | p-value | 12mo | 18 mo
- : 12.9

N b

Il\fﬁgg (8.1, 038 | 519% @ 37%
(N=106) | 159) | (0243, | |
Placebo 3.8 L98)

(N=56) | (35,5.7) | P<0.0001 13% | 9%

PFS was analyzed using a 2-sided log-rank test using
randomization stratification factors, and summarized
using the Kaplan-Meier methodology. Hazard ratios with
2-sided 95% confidence intervals were estimated using a
stratified Cox proportional hazards model, with the
stratification factors used in randomization.
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Niraparib

100
§
g 754
-
w
®
2
g 50 4
n
-
E 25
®
w
D-‘I |
0 2
No. at Risk
Niraparib 106 %0
Placebo 56 41

ENGOT-OV16/NOVA trial presented by Mansoor R Mirza

7%
26

6 8 0 12 14 16 18
Time Since Randomization (months)
64 52 46 40 20 18 14
16 11 - 4 3 1 1

24

Progression-free Survival: Non-gBRCAmut HRD-positive Bl “NSGO ¥

% of Patients
without
PFS Hazard Progression or
Median | Ratio Death
(95%CI) | (95% ClI)
Treatment | (Months) | p-value | 12mo | 18 mo
: : 12.9
T;ﬁgg? 61 | 038 | 5% | 37%
B _ 15.9) | (0.243, |
Placebo 3.8 ) 3% | 99
(N=56) | (35,57) | P<0.0001 : :

PFS was analyzed using a 2-sided log-rank test using
randomization stratification factors, and summarized
using the Kaplan-Meier methodology. Hazard ratios with
2-sided 95% confidence intervals were estimated using a
stratified Cox proportional hazards model, with the
stratification factors used in randomization.
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Molecular Profiling of Serous Ovarian Cancer

BRCA1 germline
8% BRCA2 germline

Other
31%

BRCA2 somatic
3%

BRCA1 methylation

// 1%
MMR germline

2% Rb1loss EMSY amplification

4% PTEN loss 6%
CCNE1 amplification / Other HRD g%

14% 5%
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Conclusion§iraparibstudie

A Niraparibgeeft een verbeterde PFS in
platinumgevoeligecidief ovariumcarcinoom
ongeacht de BRCA of HRD mutatiestatus (HR

0.27

c 0.45)

A ledere patiént meplatinum gevoelig recidief

van
Opp

nooggradigereusovarium die reageert
atinumchemotherapie Is een potentiele

kanc

iIdaat voomniraparib
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Algemene conclusies

A Primaire complete debulking, indien mogelijk, geeft de beste
overlevingsresultaten!

A Hoe selecteer je de patiénten die in aanmerking komen voor
primaire complete debulking?

A NACT en IDS is geen standaard behandeling!

A Onderhoudsbehandeling métrgetedtherapie
(angiogeneseremmeisf PARP remmers) geeft
overlevingswinst, wie komt ervoor in aanmerking (selectie)?

A Immunotherapie met checkpoint inhibitors is in de
onderzoekfase.

A De juiste selectiés de kwestie!
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