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Ovarian cancer in Germany
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9.000 newly diagnosed 7.000 deaths

~RARE BUT DEADLY“

Ovarian cancer

> very limited symtoms
>70% diagnosed at STAGE Il
> no effective strategy for screening
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Ovarian cancer and Screening o

™ Ovarian tumors are ...
O frequent
() easy to detect by US

O .... and benign.... with some rare
exeptions

Ovarian cancer @

Early stage (I-11A) Advanced stage (lIB-1V)
~ 25-30% ~ 70-75%
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Ovarian cancer - open questions in early stage @

> i i ?
Early stage (I-11A) Radical surgical therapy

~ 25-30% > Relevance of the LND?

> Adjuvant therapy?

Optimal staging - early stage OC ©
> longitudinal laparotomy, inspection and > bilateral salpingooporectomy
palpation of the entire abdominal cavity > hysterectomy
> peritoneal cytology »> omentectomy at least infracolic
> peritoneal biopsies > appendectomy (mucinous tumor type)

> lymphonodectomy pelvin and paraaortic
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Optimal staging - early stage OC @

> longitudinal laparotomy, inspection and > bilateral salpingooporectomy
palpation of the entire abdominal cavity > hysterectomy

> peritoneal cytology > omentectomy at least infracolic

> peritoneal biopsies > appendectomy (mucinous tumor type)

> lymphonodectomy pelvin and paraaortic

Incidence of occult intra-abdominal metastases at
"early stage": 20-30%

Positive cytology 20 %
Omentum majus 6 %
Diaphragm 15 %

Peritoneal biopsies 13 %
Lymph nodes paraaortal 14 %

Lymph nodes pelvin 8 % JB Trimbos Int J Gynecol Cancer 2000

Significant for OS and DFS in multivariate analysis : Staging: HR 2.05 and 1.99 (p=0.027/p=0.008)
ACTION/ICON1 Studien

Optimal staging in early stage OC -real world data@®

Staging-OP in FIGO I-IIA

- Zertifiziert
according to QS-OVAR (N=867) DKG c;:,ik:.:,;::m,
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Optimal staging in early stage OC - real world data®

QS-OVAR Kohorte 2012: Treatment quality and
survival (FIGO I llIA) (OP+: max. 1 missing)

Staging-OP in FIGO I-11A
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Option for fertility sparing surgery? o

no randomized trials

adequate staging required

individual appoach for unilateral tumor

FIGO IA grade 1 (and possibly 2) serous, mucinous, endometrioid
FIGO IC G17???

AVAR VARV Va4

TABE 2. Lhoratise reviiow of senls of conmetvaiee imasagenest in EOC (7 seres repoaed ncudig <10 cases)*
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Morice, Denschlag et al.
Int J Gynecol Cancer 2011

High rate of recurrence in potentially curative situation !
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Relevance of LND - early stage OC e

oombr barii~t e s Condlut
pTla-pT2aMO (N=207) SURGICAL ONCOLOGY ®
100 - CORIIEXAL AR TICLY © GYRECOLOOIC OMCHLO0 Y
" pN N
Stage- and Histologic Subty pe-Dependent Frequency of Lymph
> Node Metastases in Patients with Eplthelial Ovarian Cancer
a0 Undergoing Systematic Pelvie and Parasortic Lymphadenectomy
Wherian Modez, MD™, Plipgs Bhaesr, S0, PRDM, Flos haa Gtsnrnn, MIL PN, Selonrien Ddass, ML 190",
3 Rophute Sbaeiter, MDY, Senie Pradkr. VIV, Marvibe Bamomrt, MDY, Asetn Flosbor Eckball MD, P,
- - 0 O 0 Nbvxander Trwar"' and \ndrosm s Thain, MY, 1D
0

5 ST : . . .
& ol o]l o S * low grade endometrioid: no LN metastasis

-S04

 low grade mucinés: pT1-2a: no LN

metastasis
100 T T T T Y
L& S & § & « CAVE: low grade serous: high rate of
& o & & & & 5 itf 2
S P FTF &S positive LN 20-73%

LND may be omitted in certain histological subtyps

Adjuvant Tx - early stage OC o

Early stage (I-IIA) FIGO IA, G1 = no adjuvant chemo Tx

~ 25-30% FIGO IA, G2, FIGO IB G1/2 > pt containig chemo
Tx optional

all FIGO IC, FIGO IA/B G3 - pt containig chemo Tx

Limited data on certain subtypes - adjuvant
chemo Tx to be discussed individually:

- clear cell carcinoma FIGO IA-IC1

- mucinous carcinoma FIGO IB/C G 1/2

Chemo Tx should contain pt, 6 cycles
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Ovarian cancer - Standard of care in advanced @
stage

> Radical surgical therapy 2>
intraabdominal complete Advanced stage (11B-IV)

resection ~ 70-75%

> First line med. Tx

> Maintenance Tx /BRCA /
HRD diagnostic

Optimal surgery - advanced stage OC ©

> longitudinal laparotomy, inspection
and palpation of the entire
abdominal cavity

> Complete resection > multivisceral
surgey (BSO, hysterectomy, resection

i
GO / of bowl, spleen, liver, peritonectomy,
/8~/V

------ DEGE S
Krebrwstivm

> No LNE! T

A (B bt

Complete resection rate in specialized centers in Germany: 60-70%
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Residual Tumor at the end of surgery - the most o
important prognostic factor !

The impact of residual tumour on outcome in advanced ovarian cancer
Data from an individual patient meta-analysis of three randomised phase Il trials with 3,126 patients

5-year survival

100% rate
T HR (95% Cl)
1 1-10mm vs Omm: 2.70 (2.37,3.07)
75% : >10mm vs 1-10mm: 1.34 (1.21,1.49)
= 1 - . -
S R W M log-rank: p<0.0001 Complete debulking is
© . .
. important... because it
g omm saves the patients life !l
5
25%4
| —-10mm 10 % debulking improve
1 >10mm
w0 OAS by approx 2,3 mths
0 12 24 36 48 60 72 84 96 108 120 132 144
Time (months) du Bois A, et al. Cancer 2009;15:1234-44
How about LNE in advanced stage? @

Abstr. 5500: LION - LYMPHADENECTOMY IN Adult pts with suspectad or proven FIGO stage 181V epithelial ovarian cancer
OVARIAN NEOPLASMS b ! 5

A prospective randomized AGO Study Gn ECOG PS 0/1

Gynecologic Cancer Intergroup trial 3t linicalty/ radiologically negative palvic and para-aortic LN

Pheipg Marter

Susss . 5 A no prior CT or LN dissection

@'m) 1 &

v ASCO ANMUAL MEETING T BASCOTY




LION (AGO-OVAR OP.3)

NEW ENGLAND JOURNAL of MEL
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I DRIGINAL ARTICLI
|

A Randomized Trial of Lymphadenectomy
in Patients with Advanced Ovarian Neoplasms

Ta conchasion, in this toal involveng patients swith macvoscapically complers resection of advanced
ovarian canoer and clinécally negasive lvmph nodes, systematic pelvic and panaortic Mmphadenecoan

wits ol sssocuted with betier outoommes than oo hmphadenectooy and was sssociafed with a highes

incidence of postoperative complications,

‘ote e
V. - W) 24 a0 Hidm ¥ »

No LNE in advanced OC |

"N Engl J Med 2019; 380:822-832

Adjuvant CTx in OC
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10



8/18/2022

Standard Med Tx - Optimizing CTx ($

| Toxizitat |; |Effektivitat |

Modifikation Modif;kazt:c;n)l:atbizt;:]'axan (SCOTROC) Despite radical
) ) Su z ;

(z.B. Taxan, Schedulg (Anthrazyk., Topotecan, Alkylantien, cytoreductlve‘: surgery and

,optimal CTx' approx. 2/3

(2.B. Amifoptin) Neue Modalitaten (Antikdrper)

Hochdosistherapie
/ Is adding of a third
drug better ?

Gemcitahine ) . .
= aPtun&stherapuen of all patients with
Supportiv Resistenzmodulation (Cyclosporin D) operable ovarian cancer
will experience relapse.

A\

| Carboplatin-Taxol |

Is more better? - GOG 182 o

GOGO182-ICONS; PFS

Paclitaxel 175 mg/m? 3 h
Carboplatin AUC 5

Gemcitabine 800 mg/m? days 1, 8 x 8 Zyklen
FIGO IlI-IV
All residuum / Paclitaxel 175 mg/m2 3 h

MBS Carboplatin AUC 5
PLD 30 mg/m2x 8 Zyklen

Peritoneal-Ca
International
Topotecan 1.5 mg/m2days 1 -3 Paclitaxel 175 mg/m2 3 h

Carboplatin AUC 5 mg/mLemin, — Carboplatin AUC 6
x4 Zyklen

Ovarial o

GOGO182-ICONS: Overall Survival

x4 Zyklen

=
&
5

Gemcitabine 1,000 mg/m?d 1, 8 Paclitaxel 175 mg/m? 3 h

Carboplatin AUC 6 [== Carboplatin AUC 6
x4 Zyklen x4 Zyklen
. —t
Interval cytoreduction allowed, no second-look surgery
3 ) = “ - i)

Endpoints: PFI, survival, response

n > 4,000 patients n 28 = % T R
Bookman, ASCO 2006, #5002
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Ovarian cancer - Standard of care in advanced @
stage

> Radical surgical therapy 2>
intraabdominal complete Advanced stage (11B-IV)

resection ~ 70-75%

> First line med. Tx

> Maintenance Tx /BRCA/
HRD diagnostic

Maintenance therapy - an old concept o

Will 12 months of paclitaxel prolong survival in patients with clinical complete remission
after primary treatment ?

As c@ AMERICAN SOCIETY o8 CLINICAL ONCOLOGY AS»@ AMBRUICAN SOCETY o7 CLMCAL ONCOLOGY

Markman, Abst. 5004; results Markman, Abst.5004: results

P-0.01

No positive evidence for CTx maintenance Tx in advanced OC

12
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ICON 7 - Design )

ICON7 ICON7 ~ Bevacizumab in ovarian cancer
Result of interim analysis of overall survival in the Updated PFS
GCIG ICON7 phase lll randomized trial of )
bevacizumab in women with newly diagnosed ovarian T Contro n..;-c
cancer |
. o ANC Sert
Trial design < :::::: 'W“"" o o £ o) P
$ Pacitansl 17 CoS | !
o Higheenk FISO steze it 2 Medan 174 158
1A o ° 3 mortre
A R : Togrank st P05
. :.:.:u? '.sgrm[;n Y 1 - S A GO 8T {O.TT0ST
ek MR oo w55 ; >
canfirmed 04 BRRRRE Factavel 175 mghey i !
i | g ] v
Dovacmmsh = 8 wixhy v ' E i
18 cyches (12 monmhs) \
m s - o ® W " '
*Keistensen t al.. J Clin Oncol 28 2011 +*Dec 2006 to Feb 2000 “Kritermen ot 3l J o Oreol 72 2011

(suppt. abstr LBASO06) (supsl: aketr LBAZOOG)

BEV - Optimizing Duration of Tx th

Trial design ENGOT i GelG )

M d cpse

AGO-OVAR 17 BOOST / GINECO OV118 / ENGOT Ov-15

NSSOCTY

Histologically confirmed

epthlal ovara,llopian tube, v mut i 3 o Bevis

or peritoneal cancer {excluding (standard arm)
non-epithelial and borderline I | I I I I Paclitaxel 175 mg/m?*

tumors)

FIGO stage 1IB~1V (any grade/

histalogic subtype)

* Primary debulking surgery 11
<8 weeks before treatment start,
>4 weeks before first BEV dose

* Adequate coagulation

parameters, bone marrow, liver, I I

Paclitaxel 175 mg/m’
and renal function ) BEV30
Carboplstin AUCS o3 weeks {experimental arm)

* ECOG PS0-2
* Standard BEV exclusion criteria Stratification factors
FIGO 1B~/1IC and no residual tumar
n= 927 Nov 7031 - Aug 2013 versus

FIGO 11B-111C with residual tumor or FIGO IV

Carbopiatin AUCS q3 weeks

Jacobus Pfisterer et al. ASCO 2021, oral abstract 5501
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Medianes F-UP 85
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mths (§ )
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Wt s ) man e
" "
PFS N | WMy
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] T\ i Aw R oty
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1" b, "R Median 05, 4. 0.0
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Jacobus Pfisterer et al. ASCO 2021, oral abstract 5501

PARPIi - first line Tx FIGO lll/IV

SOLO1

+ Newly diagnosed, FIGO + Study treatment

stage III-1V, high-grade serous continued until
or endometrioid ovarian, disease progression
primary peritoneal or fallopian 2:1 randomization « Patients with no
tube cancer evidence of disease at
« Germiine or somatic BRCAM Stratified by response 2 years stopped
+ ECOG performance status 0-1 to platinum-based treatment

Cytoreductive surgery* chemotherapy « Patients with a partil

«In clinical complete response or response at 2 years
partial response after platinum- could continue
based chemotherapy atment

2 years' treatment if no evidence of disease

Moore et al. ESMO 2018
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BRCA-Mutation

SOoLo1
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Banerjee et al. ESMO 2020

HR 0.33m(0.25-0.43)
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Gonzalez-Martin et al. ESMO 2019

HR 0.40 (0.27-0.62)

HRD-positiv- BRCAwt

PRIMA PAOLA
' HRd/BRCAmut -
100 == > = ]
T~ Fazard rabo 040 (36% C1, 027062} -
Cw| AV 0 3 ¥ | t8RCAm |
£ ‘ \ i ™= ié :
£ mnm| — s !! 1
5 a0 ! .". e | Niraparit 2; 1
. 22.1vs 10.9 mt s S 535
'E RS ==l B E 4
- Bed bt | ] B ‘
E 0| E E u4 37.2vs21.7mo
g :: 2 A11.2 mo ‘Pl-:ob; 19 A15.5 mo
) T eey I W R T PR R
O 2 4 & 0 W2 MG N0V MHMEM
Mormhs since Mandemization P Whaeiths sincs rangomization

Ray-Coquard et al. ESMO 2019

HR 0.33 (0.25-0.45)

PRIMA PAOLA
HRd/BRCAwt | HRO positive, excluding tBRCAm |
9PN Hazard ratio: 0.5U (35% C1, 0.31-0.83) -
W
o] 1 L ]
i 17 Al J
G0 "y % +_Niraparin E
% YA e 1
0 S R 1
30 E i
s |  19.6vs8.2 Placebo 1 281vs166 ]
w| 8114 Mo { a115M0 i
a oy v e - - < e - | R I | . Py | i Boebe Bre B ol el
U 2 4 C 0 W0 2 1460 I 2224 352 P08 G o9 12 %b BN 230 43 3 Y A2 A
Monghs since Randomszation Months since randomaation
HR 0.50 (0.31-0.83) HR 0.43 (0.28-0.66)

I 7 S, [T

Medianes PFS -
HR

HRd/BRCAwt: 19.6/ 8.2 mo
HRd/BRCAwt: 0.50 (s)

HRd/BRCAwt: 0.

HRd/BRCAwt: 28.1/ 16.6 mo

43 (s)

,Die Zulassung fiir Olaparib Filmtabletten in Kombination mit Bevacizumab in dieser Indikation ist auf Patienten mit positivem HRD Status beschrénkt und erfolgte auf Basis einer préspezifizierten Subgruppenanalyse.”

Gonzalez-Martin et al. ESMO 2019

Ray-Coquard et al. ESMO 2019
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HRD-proficient/negative o

PRIMA PAOLA
I

HR-proﬁcient HRD negative/unksown
'°: Hazand ratia 0 65 (A5% (1 0 43-0 24
20
m Vo = 8.1vs 5.4 16.9 vs 16.0
w0 “~\ £2.7 Mo
&) BN
A NS
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au — 2.
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HR 0.68 (0.49-0.94) HR 0.92 (0.72-1.17)

Medianes PFS — HRp: 8.1/ 5.4 mo HRp: 16.9 / 16.0 mo
HR HRp: 0.68 (s) HRp: 0.92 (ns)
Gonzalez-Martin et al. ESMO 2019 Ray-Coquard et al. ESMO 2019

PARPi + Antiangiogenetic Tx? ©
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PAOLA-1, NEJM 381; 25 (2019)
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Option for an Algorithm: Maintenance Tx in advanced O

Klinikum Essen Mitte, Essen, Germany

Fortgeschrittenes
Ovarialkarzinom

FIGO lll/Iv
(PDS oder IDS)

High grade
EOC

>

Bevacizumab
Indiziert?

Stadium
OP Strategie/Ergebnis
ol

Kontraindikation
Patientenwunsch

6 x Carboplatin
+ Paclitaxel
+ Bevacizumab

BRCA+/
HRD+

(d)

BRCA-/

8/18/2022

6 x Carboplatin
+ Paclitaxel

BRCA+/

HRD+ (d)*

Erhaltungstherapie
Olaparib or
Niraparib

BRCA-/

—

HRD- (p)*

Erhaltungstherapie
Niraparib

* optional

And many more aspects - we did not talk about...

Newly diagnosed OC

AR VAR VARR VARAVEIYS

Recurrent disease
> Is surgery still an option?
> What is the best medical strategy?

> ptagain - mono CTx / combined CTx ?

> PARPi after PAPRi ?

Early detection and Screening
Genetics, genetic risk factors, prevention strategies
NACT - an option for selected patients?

Dose dense CTx
Endoscopic surgery?
Specific needs in comorbid patients?

17
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Endometrial Cancer

riskscreening

ndometrialg munoonkology
lvmphonodecton

DO e

sentinel linggeriafric
MSl-lo }u surge{y
ecularchemotherapy
araaort |

reha gitatlon
essment

Endometrial cancer (EC) &
Germany: Approx. 11.000 new cases / year, approx. 2.500 deaths / year

1/49 women will develop EC

Mbddrg 303

1/200 women will die because of EC

ANAA g 103
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Robert-Koch-Institut 2015
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Endometrial cancer (EC) [§)
Good prognosis because of early detection
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Endometrial cancer (EC) 5
A disease of elderly and very old women
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Robert-Koch-Institut 2015

After more than 30 years - New aspectsin EC &

> New surgical strategies > Sentinel LNE, robotic surgery
> Molecular diagnostics > new classification of EC

> New options for medical treatment - immunooncological Tx and others .
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Standard of care EC since decades @

> Hysterectomy and BSO, radical hysterectomy only for selected cases, Lymphonodectomy in
selected cases

> Option for adj. Tx in according to stage (RTx, CTx)
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New options for surgical Txin EC €3
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After more than 30 years - New aspectsinEC ©

> New surgical strategies > Sentinel LNE, robotic surgery
™ Molecular diagnostics > new classification of EC

> New options for medical treatment - immunooncological Tx and others .

Ready for primetime - The Cancer Genome Atlas @
Research Network, Endometrial cancer
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The Cancer Genome Atlas — Molekular subtyps

KANDOTH CET AL. NATURE. 2013;497:67-73
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Molecular classification of high grade endometrial
cancer

o

Grade 3, all stages Grade 3, stage | conclusions

. fﬁ;;_f':__—l . 4_L_= * Grade 3 endometrial cancer is not a

I —_— £ — homogeneous ‘high risk’ cohort

é é : ® TGCA molecular groups have clear
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3 - ,L_T""e(yea's) T oy Timeoes classification is independent of stage

R g e ® POLE almost zero events in grade 3
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should be performed prior
to definite surgical therapy

Bosse et al, Am J Surg Pathol 2018

n=381; international collaboration
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Dostarlimab in recurrent EC - GARNET Trial

Probability of Progression-Free Survival: dMMR/MSI-H

ASCO gy ASCO

21 ASCO

Probability of Progression-Free Survival: MMRp/MSS
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Study 309/Keynote-775: Lenvatinib and Pembrolizumab vs. Physician’s
Choice Chemotherapy

PFS
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A Phase IB/ll Multi-Cohort Study of Targeted Agents with [$ )
Atezolizumab for Patients with Recurrent or Persistent
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Randomized Phase lll Study of Maintenance
Selinexor vs Placebo in Endometrial Cancer

(ENGOT-EN5/GOG-3055/SIENDO): Impact of
Subgroup Analysis and Molecular Classification

Vicky Makker', J Aleandro Perez-Fidaige?, Aice Bergamin®, Daniel Spitz*, Toon Yan Gorp®, Jalid Sehoul®, Jaroslay lcax
Tamar Perf, Amit Oza*, Estrd Hogdall's, Jason Konner'', Eva M Guena-A¥a", Francesco Raspaghes!’?. Stéphanie He
Bradiey J Monk™® Jerérima Martinez* Brian Skimoitz'!. Sharon Shacham'® Manscor Raza Miza’® Ignace Vergate®
"Memanat Sloan Kehedng Cancer Cerler. “Hospital Cirico Littersiario de Valencls, Vakéncia 850 GEICO. “MITO and Degartment of Obsistnics and Crymecciogy,
Sen Falfeske Scienmfc mittue ‘Fondae Cancer Speciaksiy, S Cnmo‘ Resawcs (mdide, "BOOGC asd Lesven Cancer irtide. Univensdy Hodeial Lauve
Leavwn, Belgium, "NOGGO wd [ AG (3% &1‘ Cartar for Ovatien Cancer Chaith Comprataniien Cancer Canter, Chaid—
Barkn ww of Medizrm, 'GEEGOS and Unversity Jas{-w Vo, 9GO m Sheta Medical Cemer, *Frincess Margaret Cances Cactre. Unmversity Healty
Neow: parimen of Pattology. Hefies Hospial Unfversty of Copentiegen. Coperhiagen Denmark. ''Memonal Sioan Ketarng Moomouh. '"Hosptal
\.mwmmo ﬂar'm y Cajal Modnid and GEICO, “MTC and Fondaziooe IRCCS Istne Nasioagle o8f Tumork- Wiana, 5.C Gnecciogie Onockogica, “EG0G asd
Usrsarsts Cathoiun ce Lowan, D3 UCL Namur Site Ste Exsabeth Scnm doruohﬂmkt:qu (SORMN), Ptace Lovse Godn 15 §-5000 Nemet, “GOG
Umipersity, Fhosn. AZ UIGA, Ho-:w rveﬂ mlaAmuta Nu—um OUVO ‘Gymcologc Oncology, Moot Smal
shagen Usssersty Hotpial, Denoark

Foundation. University of Arzona. Cospttnn
Vaocy Center, O s and Gyrecsciogy. Flonda imematory’ Unbversty, “Naryopherm

Vicky Makker, M.D‘
ASC

o oy o -

- —
Cnrwih LY

R - B ]
S b by W

MASCO Vichy Mabdar. MO ENGOT-ENSGOG- A0SV BENDO

ANMNLUAL MEET
Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse



Trial Design ENGOT-EN5/GOG-3055/SIENDO

Stage IV or first relapse of endometrial cancer
endometrioid, serous, undifferentiated, or carcinosarcoma
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Primary Endpoint: PFS in ITT Population
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Preliminary Analysis of a Prespecified Exploratory
Subgroup PFS: Patients with p53 wild-type EC
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History of management of Endometrial Cancer:
Journey from prognostic to predictive markers

grade, subtype, depth of myometrial invasion,
cervical involvement, tumor size, LVSI and lymph
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“Before | came here | was confused about this subject.
Having listened to your lecture | am still confused. But
on a higher level.”

Enrico Fermi
1901 - 1954

Prof. Dr. med. Gerhard Gebauer, MHM, MBA
Chefarzt Asklepios Frauenklinik Hamburg-Barmbek
g.gebauer@asklepios.com www.asklepios.com

Sekretariat +49 40 1818 82-8898 Ambulanz +49 40 1818 82-1000
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