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Symptoms R p—
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* Feeling bloated - XKoI=RU

* Pain in the belly - I&E

* Feeling full fast o fERk

Feeling the need to urinate often +« FRE1]HE:




Testing for Ovarian Cancer

IMRZEDRE

* General test incl. pelvic exam
* Blood test (cal25)

* Imaging

* Biopsy
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Management of Ovarian Cancer — First-Line Therapy i [——
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 Surgery o Fif
« Chemotherapy . {LEEE

* Targeted Therapy - BEERELER
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Primary Cytoreductive Surgery i [——

Bl F 17 (FE % R = F=1i7)

» Bilateral Salpingo-Oopherectomy @i & 25 (=00 £ - BF &) 4 H i
* Total Abdominal Hysterectomy &ifi+ =4 &

* Omentectomy XiEoIkiT

 Appendectomy mELiR

 Removal of all macroscopic tumor/metastases
RIRHEHE - SRR E D UIER

* Lymphadenectomy 1>, <HiEz:#E
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Macro-radicality i

Du Bois 3126 patients; Stage llb-IV
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Ovarian Cancer: Primary Treatment | JFE D #)EE 5 wgq _—
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Two phase Il trials of bevacizumab front-line: different designs~N=80
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Conventional vs. Dose-Dense TC (NOVEL)

Progression-Free Survival (PFS)

BERBETHATCUND)AXEIL-DILIRTSFU) &L vs
IND) X1 )LD ERREHESH T-Dose-Dense TCH L

= dd-TC
= C-TC

wNSGO

»
E Rigshospitalet

dd-TCOANEBREFPRMMAEEICERL-(B AR DERKHER)

1-0

L

" [ -
S o

29 =
2w
S

5 c -

5c 0.6

]
=

gnho 0.4
g 2

o a -
a

0.2

L

g g &
| Mos From Randomization I

Treatment n Event Median PFS, mos P Value HR 95 %Cl

c-TC 319 200 17.2

dd-TC 312 160 28.0 .0015 0.714 0.581-0.879

Isonishi S, et al. ASCO 2008. Abstract 5506.
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Management of Ovarian Cancer — Recurrent Disease VE,- S—

DN RZDHES - BHELI-BS-




wNSGO

Qutcomes by therapy-free interval Bl oot
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Surgery for relapsed disease: DESKTORP Il ‘“’;’SKSED
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Surgery No surgery
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Surgery for relapsed disease: GOG 213 V;SMED

Primary Endpoint OS: Surgery vs. No Surgery

Overall Survival
by Randomized Surgical Treatment

Treatment Group Events Total Median(mos)
1: Cytoreductive Surgery 78 240 53.6
2: No Surgery 245 65.7

| No Surgery

o

Proportion Surviving

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

T T T T
(0] 12 24 36 48

60 72

Number at-risk (Number censored)
24 months 36 months 48 months 60 months 72 months
47 (130) 23 (146) 16 (150)
32 (153) 19 (162)

0 months 12 months
Surgery 240 (0) 180 (52) 122 (84) 78 (110)
No surgery 245 (0) 188 (50) 143 (83) 91 (111) 52 (138)
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Courtesy Robert Coleman at 2018 ASCO Annual Meeting
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ANNUAL MEETING permission required for reuse.
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Recurrent Chemo-sensitive disease

Treatment Free Interval >6 months
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° C&bepl&tiﬂ-P&C”t&XEl vs. Carboplatin
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Antiangiogenic therapy
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Bevacizumab in Recurrent Ovarian Cancer: Platinum-Sensitive Relapse

2 positive trials
Improved PFS by adding bevacizumab to platinum based chemo and subsequent maintenance therapy
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OCEANS: PFS CG+/-Bev
HR 0.484; 95% CI 0.388-0.605, p<0.001

Aghajanian C et al. J Clin Oncol 2012
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+ RNV XTT

GOG 213;: TC +/- Bev
HR 0.61; 95%CI 0.52-0.72, p<0.0001

Coleman RA et al. SGO 2015
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Outcomes by therapy-free interval
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Recurrent Chemo-resistant disease
TFI < 6 months

L EEIEM R R
(= AEHAR <67 H)

e PLD R —LAEREVILE S Y B
* Topotecan R T B
* Wkly paclitaxel B/ S )L B

® Others: Gemcitabine, Vinoralbine.............
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AURELIA trial design |4 —LU75
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Platinum-resistant OC? Chemotherapy Treat.tt.) L,
. . . PD/toxicity
e <2 prior anticancer regimens \ y
* No history of bowel
obstruction/abdominal fistula or ( ™)
clinical/ radiological evidence of BEV 15 mg/kg q3w* Treat to Investigator’s choice
rectosigmoid involvement + chemotherapy PD/toxicity (without BEV)
\ J

\_ J

Chemotherapy options (investigator’s choice):

=4, N = -
'“:'%Jﬁ'i &*ﬂ' Eﬁ%(»*\j’bf ¢ Paclitaxel 80 mg/m? days 1, 8, 15, & 22 g4w

e Topotecan 4 mg/m?days 1, 8, & 15 g4w
(or 1.25 mg/m?, days 1-5 q3w)

e PLD 40 mg/m? day 1 g4w

ORR = objective response rate; PD = progressive disease; PFS = progression-free survival; IGCS

3gpithelial ovarian, primary peritoneal or fallopian tube cancer INTERNATIONAL
ore . . . . . . . SYNEC Gl

bStratification factors: selected chemotherapy; prior anti-angiogenic therapy; platinum-free interval (<3 vs 3—6 months) éﬁ?gﬁ%fm

Or 10 mg/kg g2w. 915 mg/kg q3w, permitted on clear evidence of PD

|
GYNECOLOG C

Pujade-Lauraine...Mirza, et al. JCO 2014
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Antiangiogenic therapy | 75FFHEREBRICETENNIIITOHER .
Bevacizumab in Recurrent Ovarian Cancer: Platinum-Resistant Relapse '

1 positive trial
Improved PFS by adding bevacizumab to non-platinum based chemo + QoL benefit in symptomatic pts.

1.0 4 — CT BEV +CT
’ {n = 182) {m=179)
Events, n (%) 166 (919} 135 [75%)
0.8 - Median PFS, months 34 6.7
E“ ’ 95% CI 22t0 37 57tn7.9
= HR {unstratifiad] 0.48
=1 0.6 95% CI 0.38 to 0.60
g =7 Log-rank P walue < D01
= - = = - —_ - [2-sided, unstratified]
= pga-
[
[
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0.2 H
T T T T T T T T
0] 3 6 9 12 15 18 21 24
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No. at risk l: }
CT 182 93 37 20 8 1 1 0 o
BEV + CT 179 140 a3 49 18 4 1 1 o

100 CT (n =182)
BEV-CT (n = 179)
80
=
(=]
~, 60+ 14.2 10.0
P .
£ 12.7 12.0 P 13.3 (95% Cl,
[<E} (95% ClI, (95% CI, -P—O 003 ! (95% ClI, —2.1to 22.1)
= 40 44t020.8) 45to 19.5) = 4.5 to 22.1) P=.13
a P=.002 P=.002 P=.003
20 29.0 27.9
- 2.9 23.4
18.2 e 17.9
0 93 - 10.1
T T T T T
Primary* ltems 10% MNon-PD All missing
31-371 cutoff: missing excluded]||
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AURELIA: PFS NonPlat +/- Bev
HR 0.48; 95% CI 0.38-0.60, p< 0.001

AURELIA: Primary and sensitivity analysis of
the primary hypothesis (= 15% improvement
in symptomatic pts)
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Pujade-Lauraine E.... Mirza MR et al. J Clin Oncol 2014
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PARP Inhibitor & Homologous Recombination Repair o J—_—
PARPIEE I (AARTIEAS/8) T H 201844 A 75“91%@171"3) B BECRENEEEE
DNA SSBs occur all the time in W PARPELNSBERZ ST L CONABMBES NS
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_ — 4R (% th D DNAIS A HE At
During _the replication process Replicating cells BiELTWNAE=HEELTLNS
unrepaired SSBs are converted

into DSBs - (=HRD)
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Normal cell
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Repair by Homologous
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No effective repair
(No HR pathway)
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Tumour specific killing by

Survival PARP Inhibitors




Status of FDA & EMA approvals | &2z

Maintenance Therapy
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I ™ S

Niraparib All patients
Olaparib All patients
Rucaparib All patients
=3/\)7

A35/1\)7
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Post Multiple-Lines of Therapy

All patients Awaited
All patients All patients
Awaited Awaited

Rucaparib

Olaparib

BRCAZEHY DH
BRCAmut only

BRCAmut only

BRCAmut

ﬁlatinum-sensi’give 1IGCS
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Platinum-Sensitive Recurrent High Grade Serous WwWNSGO

ENGOT'OV1 6 l NOVA Ovarian Cancer %I Rigshospitalet

Niraparib, as a selective NOVASRER(=Z/\) T MERER)

PARP1/2 inhibitor, will provide
a clinical benefit to all patients
who have platinum-sensitive

recurrent ovarian cancer who

Treatment with 4-6 Cycles of Platinum-based Therapy
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are in response to platinum, Response to Platinum Treatment S>BEHEFELI- LT,
regardless of gBRCA

mutation status 7 Vv

n 553 -
’ gBRCAmut ‘ Non-gBRCAmut
n 203 n 350
| 2:1 Randomization |
Niraparib Niraparib
300 mg once daily | Placebo ‘ 300 mg once daily Placebo

\4

| Treat until Progression of Disease | Treat until Progression of Disease I G Cs

A INTERNATIONAL
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Mirza MR et al. N EnglJ Med 2016;375:2154-64




ENGOT-OV16 / NOVA: PFS | NOVAZHER (4% B 5 4 17 2 R8) wNSE0

Phase 3 randomised trial of maintenance niraparib in platinum-sensitive high-grade serous relapse OC E’ Rigshospitalet

i~ Z'R T
PFS: gBRCAmut | BRCAZEHY PFS: non-gBRCAmut | BRCAZE7GL
PFS % of Patients PFS % of Patients
Median Hazard Ratio without Progression Median Hazard Ratio without Progression
(95% CI1) (95% CI1) or Death (95% Cl1) (95% CI1) or Death
Treatment (Months) p-value 12 mo 18 mo Treatment (Months) p-value 12 mo 18 mo
Niraparib 21.0 0.27 62% 50% Niraparib 9.3 0.45 1% 30%
(N=138) (12.9, NE) ( . : ° 0 (N=234) (7.2,11.2) ( . ) 0
0.173,0.410 0.338,0.607
Placebo 5.5 b Placebo 3.9 b
16% 16% 14% 12%
(N=65) (3.8,7.2) p<0.0001 ’ ) (N=116) (3.7,5.5) p<0.0001
100 4 o 100 -
c T Peeo. - ——Niraparib
o ® ===Flacebo
S 75 =
£ 751 . -
= g ZON)TREHTERBRAFIRNAFRRICER
2
g 50+ [ ]
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g & 90+
O 1
E 25 - ?-- 5
s A : \.
w v v ° % 23 “i....a
0 . : : . . . . . . . . : & bl et L E— Fo——
0 2 4 6 8 10 12 14 16 18 20 22 24
Time Since Randomization {months) 04 : : : : : : : : Iﬁ c s
No. at Risk
Nraparb 138 125 107 98 89 79 63 44 28 26 16 3 1 0 2 4 6 8 10 12 14 16 18 20 22 oy
Placebo 65 52 34 21 12 8 6 2 2 2 1 1 0 - ot
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Mirza MR et al. N EnglJ Med 2016;
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BRCAZETHITY

BRCA status not determined

Chemotherapy
6 months
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Available data from Maintenance Therapy in ovarian cancer 2 Jr—
NEFEOHFREICEAT L. WAEFXTITTHON TUOSERKREER
BRCAZEZiL
gBRCA patients BRCAZE L) 21#,?:20 non-gBRCA patients gﬁgg"
Chemotherapy . Chemotherapy .
& 6 months ' 6 months H
() & n=138 n=234
23 i
i = E A5.4
N (§)| ; n=57§
@ > i
£3 et (| ALO
n i
o,
% 9 =198 not studied
<O :
oo 5
™3,
O |
o not studied as a cohort
T 5
I T T T T T T T ’ T
0 5 10 15 20 25 0 5 10 15 20

AMIEBREFHROER (BA:A)

PFS = progression free survival; BRCA = breast cancer gene.

0 5 10

1
M Treatment W Placebo ]iecs
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1. Mirza, M.R. et al., New England Journal of Medicine, vol. 375, no. 22, 2016, pp. 2154-2164; 2. Ledermann J. et al., Lancet Oncology, vol. 15, no. 8, 2014, p}dy3

861; 3. Pujade-Lauraine, E. et al., Lancet Oncology, vol. 18, no. 9, 2017, pp. 1274-1284; 4. Coleman, R.L. et al., Lancet, vol. 390, no. 10106, 2017, pp. 1949—
5. Coleman et al., Lancet Oncology, vol. 18, no. 6, 2017, pp. 779-791; 6. Aghajanian, C. et al., Journal of Clinical Oncology, vol. 30, no. 17, 2012, pp. 2039-2




HALLMARKS OF CANCER
PARPi: Combination approaches
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EGFR
inhibitors

Aerobic glycolysis

inhibitors
Dereguiating
cellular
Pro-apoptotic Resvsltlnng
i i ce
BH3 mimetics =

Genome
instability &
mutation

PAPRREZE FI

PARP
inhibitors

Sustaining
proliterative

signaling

Inducing
angiogenesis

Inhibitors of
VEGF signaling

VEGFPEZHI(R/3 X7 D) |

Hanahan D & Weinberg RA. Cell 2011;144:646-74-64
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kinase inhibitors

Cyclin- dependeD ﬁ,ﬁ?’-l“/77ﬁ’f‘/|~ﬁﬂ%gﬁu

Evading
growth

Activating
invasion &
metastasis

Immune activating
anti-CTLA4 MAD

Avoiding

En'abh(ng Telomerase
replicative ibi
bl Inhibitors

Tumor-
promoting
inflammation

*_

Selective anti-
inflammatory drugs

Inhibitors of
HGF/c-Met

o and Weinberg, 2011
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Ovarian Cancer Targeted Therapy Landscape Overview
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PARPi

PDL1/L1i

VEGFi

PARPi + VEGFi

PARPi + PD1/L1i

Niraparib + TSR042

wNSGO
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VEGFi + PD1/L1i

PD-L1 + Bev + chemo;

Veliparib + chemo Avelumab + chemo Bev + chemo FIRST
First-line VELIA JAVELIN 100 GOG-218 Olaparib + Durvalumab IMagyn50
Treatment DUO-0
Bev + chemo Rucaparib + Nivolumab
ICON7 ATHENA
Ofaparib-+Pembro--
Olaparib, T Olaparib + Bev ov43
First-line Soto1 PAOLA-1
Maintenance Niraparib Rucaparib + tBRCA,
PRIMA Bev, MITO25 HRD+
gBRCA Ola.+ Durva. PD-L1 + Bev + chemo;
Recurrent, OL0- Bev + chemo; OCEANS GY.004 MEDIOLA EBREA ATLANTE
PS Rucparlb; nca Niraparib + Bev
Treatment At Bev + chemo; GOG- AVANOVA Ruca. + PD-1
| Niraparib I 213 (Part 2)
QUADRA
| Rucaparib; ARIEL3 ] Olaparib + Cediranib
ICON-9
Olaparib, SOLO-2 RFLI
Recurrent,

PS Maintenance

[ Olaparib; OReO ]

[ Niraparib, NOVA ]

Recurrent, PROC
Treatment

© Mirza MR

Avelumab + chemo;
JAVELIN 200

Further readings (invited review):

Bev + chemo; AURELIA

e
Olaparib + Cediranib,

Ola. + Cediranib,
CONCERTO

Niraparib + Pembro
TOPACIO

GY-005

Mirza MR et al. Annals of Oncol 2018, May 10

OVAR 2.29 PD-L1 + Bev
+ chemo
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