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Ovarian Cancer
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Ovarian cancer in Germany

9.000 newly diagnosed 7.000 deaths

„RARE BUT DEADLY“

Ovarian cancer

very limited symtoms

70% diagnosed at STAGE III

no effective strategy for screening
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Ovarian cancer and Screening

Ovarian tumors are ...

frequent

easy to detect by US

…. and benign…. with some rare 

exeptions

Early stage (I-IIA)
∼ 25-30%

Advanced stage (IIB-IV)
∼ 70-75%

Ovarian cancer
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Early stage (I-IIA)
∼ 25-30%

Ovarian cancer – open questions in early stage

Radical surgical therapy?

Relevance of the LND?

Adjuvant therapy?

longitudinal laparotomy, inspection and

palpation of the entire abdominal cavity

peritoneal cytology

peritoneal biopsies

Optimal staging - early stage OC

bilateral salpingooporectomy

hysterectomy

omentectomy at least infracolic

appendectomy (mucinous tumor type)

lymphonodectomy pelvin and paraaortic
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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 %

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

ACTION/ICON1 Studien

JB Trimbos Int J Gynecol Cancer 2000

longitudinal laparotomy, inspection and
palpation of the entire abdominal cavity
peritoneal cytology
peritoneal biopsies

Optimal staging - early stage OC

bilateral salpingooporectomy
hysterectomy
omentectomy at least infracolic
appendectomy (mucinous tumor type)
lymphonodectomy pelvin and paraaortic

Staging-OP in FIGO I-IIA 

according to QS-OVAR (N=867)

Optimal staging in early stage OC – real world data
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Staging-OP in FIGO I-IIA 

according to QS-OVAR (N=867)

QS-OVAR Kohorte 2012: Treatment quality and

survival (FIGO I IIA) (OP+: max. 1 missing)

Optimal staging in early stage OC – real world data

Harter et al. DGGG 2018

no randomized trials 
adequate staging required
individual appoach for unilateral tumor
FIGO IA grade 1 (and possibly 2) serous, mucinous, endometrioid
FIGO IC G1 ??? 

Option for fertility sparing surgery?

Morice, Denschlag et al.
Int J Gynecol Cancer 2011 

High rate of recurrence in potentially curative situation !
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• low grade endometrioid: no LN metastasis

• low grade mucinös: pT1-2a: no LN 
metastasis

• CAVE: low grade serous: high rate of
positive LN 20-73%

Relevance of LND - early stage OC

LND may be omitted in certain histological subtyps

Adjuvant Tx - early stage OC

Early stage (I-IIA)
∼ 25-30%

FIGO IA, G1  no adjuvant chemo Tx

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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Advanced stage (IIB-IV)
∼ 70-75%

Ovarian cancer - Standard of care in advanced
stage

Radical surgical therapy 
intraabdominal complete 
resection

First line med. Tx

Maintenance Tx / BRCA / 
HRD diagnostic

longitudinal laparotomy, inspection

and palpation of the entire

abdominal cavity

Complete resectionmultivisceral

surgey (BSO, hysterectomy, resection

of bowl, spleen, liver, peritonectomy, 

……

No LNE! 

Optimal surgery – advanced stage OC

Complete resection rate in specialized centers in Germany: 60-70%
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du Bois A, et al. Cancer 2009;15:1234–44

5-year survival

rate

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

log-rank: p<0.0001

0%

25%

50%

75%

100%

0 12 24 36 48 60 72 84 96 108 120 132 144

O
v
e
ra

ll
 s

u
rv

iv
a

l 
(%

)

0mm

1–10mm
>10mm

HR (95% CI)

1–10mm vs 0mm: 2.70   (2.37, 3.07)

>10mm vs 1–10mm: 1.34   (1.21, 1.49)

HR (95% CI)

1–10mm vs 0mm: 2.70   (2.37, 3.07)

>10mm vs 1–10mm: 1.34   (1.21, 1.49)
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Residual Tumor at the end of surgery – the most
important prognostic factor !

10 % debulking improve

OAS by approx 2,3 mths

Complete debulking is

important… because it

saves the patients life !!!

How about LNE in advanced stage?
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LION (AGO-OVAR OP.3)

N Engl J Med 2019; 380:822-832
No LNE in advanced OC

Adjuvant CTx in OC

MJ Piccart et al.; J Natl Cancer Inst  92 (2000)

median: 35 vs. 25 mon.

OV-10: 680 Pat. FIGO IIB-IV alle TuR

Months after Entry into Study
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Logrank test: p < 0.001

median: 38 vs. 24 mon.

WP McGuire et al.; N Engl J Med 334 ( 1996)

GOG 111: 410 Pat. FIGO III-IV TuR > 1cm

Platin + Paclitaxel

Platin + Cyclophosphamid

Platin + Paclitaxel

Platin + Cyclophosphamid



8/18/2022

11

(Anthrazyk., Topotecan, Alkylantien, 

Gemcitabine)

3. (+ 4.) Substanz  

Resistenzmodulation (Cyclosporin D)

Neue Modalitäten  (Antikörper)

Hochdosistherapie

Carboplatin-Taxol

Erhaltungstherapien

Standard Med Tx – Optimizing CTx

Toxizität Effektivität

Modifikation  

(z.B. Taxan, Schedule)

Modifikation Platin / Taxan  (SCOTROC)  

Supportiva  

(z.B. Amifostin)

Despite radical
cytoreductive surgery and 
‚optimal CTx‘ approx. 2/3 

of all patients with
operable ovarian cancer
will experience relapse. 

Is adding of a third
drug better ?

Is more better? - GOG 182

FIGO III-IV

All residuum

Ovarial o

Peritoneal-Ca

International

Paclitaxel 175 mg/m2 3 h

Carboplatin AUC 5

Gemcitabine 800 mg/m2 days 1, 8 x 8 Zyklen

Paclitaxel 175 mg/m2 3 h

Carboplatin AUC 5

PLD 30 mg/m2 x 8 Zyklen

Paclitaxel 175 mg/m2 3 h

Carboplatin AUC 6 

x4 Zyklen

Topotecan 1.5 mg/m2 days 1 - 3

Carboplatin AUC 5 mg/mL•min, 

x4 Zyklen

Gemcitabine 1,000 mg/m2 d 1, 8

Carboplatin AUC 6 

x4 Zyklen

Paclitaxel 175 mg/m2 3 h

Carboplatin AUC 6 x 8 Zyklen

Interval cytoreduction allowed, no second-look surgery

Endpoints: PFI, survival, response

n > 4,000 patients

Paclitaxel 175 mg/m2 3 h

Carboplatin AUC 6 

x4 Zyklen

Bookman, ASCO 2006, #5002
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Advanced stage (IIB-IV)
∼ 70-75%

Ovarian cancer - Standard of care in advanced
stage

Radical surgical therapy 
intraabdominal complete 
resection

First line med. Tx

Maintenance Tx / BRCA / 
HRD diagnostic

Maintenance therapy – an old concept
Will 12 months of paclitaxel prolong survival in patients with clinical complete remission
after primary treatment ?

No positive evidence for CTx maintenance Tx in advanced OC
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ICON 7 - Design

Trial design<br />AGO-OVAR 17 BOOST / GINECO OV118 / ENGOT Ov-15

Jacobus Pfisterer et al. ASCO 2021, oral abstract 5501

BEV  - Optimizing Duration of Tx
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Medianes F-UP 85 mths

Jacobus Pfisterer et al. ASCO 2021, oral abstract 5501

PFS
High-risk Gruppe

III+TR
IV

PFS

OS

Bev 15 mths still standard of care

PRIMA PAOLA

Gonzalez-Martin et al. ESMO 2019 Ray-Coquard et al. ESMO 2019

Study design

• Newly diagnosed, FIGO 

stage III–IV, high-grade serous 

or endometrioid ovarian, 

primary peritoneal or fallopian 

tube cancer

• Germline or somatic BRCAm

• ECOG performance status 0–1

• Cytoreductive surgery*

• In clinical complete response or 

partial response after platinum-

based chemotherapy

Olaparib 300 mg bd

(N=260)

Placebo

(N=131)

2:1 randomization

• Study treatment 

continued until 

disease progression

• Patients with no 

evidence of disease at 

2 years stopped 

treatment

• Patients with a partial 

response at 2 years 

could continue 

treatment

Primary endpoint

• Investigator-assessed PFS 

(modified RECIST 1.1)

Secondary endpoints

• PFS using BICR

• PFS2

• Overall survival

• Time from randomization to 

first subsequent therapy or 

death 

• Time from randomization to 

second subsequent therapy 

or death

• HRQoL (FACT-O TOI score) 

*Upfront or interval attempt at optimal cytoreductive surgery for stage III disease and either biopsy and/or upfront or interval cytoreductive surgery for stage IV disease.  

BICR, blinded independent central review; ECOG, Eastern Cooperative Oncology Group; FACT-O, Functional Assessment of Cancer Therapy –

Ovarian Cancer; FIGO, International Federation of Gynecology and Obstetrics; HRQoL, health-related quality of life; PFS, progression-free survival; 

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

Stratified by response 

to platinum-based 

chemotherapy 

2 years’ treatment if no evidence of disease

PARPi – first line Tx FIGO III/IV

Moore et al. ESMO 2018

SOLO1

Moore et al. ESMO 2018 & Banerjee et al. ESMO 2020

HR 0.33

PRIMA-Studie

HR 0.62 HR 0.59
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PRIMA PAOLA

BRCA-Mutation

HR 0.40 (0.27-0.62) HR 0.33 (0.25-0.45) 

Gonzalez-Martin et al. ESMO 2019
Ray-Coquard et al. ESMO 2019

SOLO1

Banerjee et al. ESMO 2020

22.1 vs 10.9 mo

37.2 vs 21.7 mo

Δ 11.2 mo
Δ 15.5 mo

HR 0.33m(0.25-0.43)

56.0 vs 13.8 mo

Δ 42.2 mo

PRIMA PAOLA

HRD-positiv- BRCAwt

HR 0.50 (0.31-0.83) HR 0.43 (0.28-0.66) 

Gonzalez-Martin et al. ESMO 2019 Ray-Coquard et al. ESMO 2019

PRIMA PAOLA

Medianes PFS – HRd/BRCAwt: 19.6/ 8.2 mo HRd/BRCAwt: 28.1/ 16.6 mo

HR HRd/BRCAwt: 0.50 (s) HRd/BRCAwt: 0.43 (s)

19.6 vs 8.2
Δ 11.4 Mo

28.1 vs 16.6
Δ 11.5 Mo

„Die Zulassung für Olaparib Filmtabletten in Kombination mit Bevacizumab in dieser Indikation ist auf Patienten mit positivem HRD Status beschränkt und erfolgte auf Basis einer präspezifizierten Subgruppenanalyse.“
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PRIMA PAOLA

HRD-proficient/negative

HR 0.68 (0.49-0.94) HR 0.92 (0.72-1.17) 

Gonzalez-Martin et al. ESMO 2019 Ray-Coquard et al. ESMO 2019

PRIMA PAOLA

Medianes PFS – HRp: 8.1 / 5.4 mo HRp: 16.9 / 16.0 mo

HR HRp: 0.68 (s) HRp: 0.92 (ns)

8.1 vs 5.4
Δ2.7 Mo

16.9 vs 16.0

PARPi + Antiangiogenetic Tx?

PAOLA-1, NEJM 381; 25 (2019)
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Fortgeschrittenes 
Ovarialkarzinom 
FIGO III/IV
(PDS oder IDS)

Bevacizumab
Indiziert?
Stadium
OP Strategie/Ergebnis
Relative/absolute 
Kontraindikation
Patientenwunsch

High grade 
EOC

6 x Carboplatin
+ Paclitaxel
+ Bevacizumab

JA

Nein

BRCA+/
HRD+ 
(d)

Erhaltungstherapie
Bevacizumab
+ Olaparib

BRCA-/
HRD- (p)

Erhaltungstherapie
Bevacizumab

6 x Carboplatin
+ Paclitaxel

Erhaltungstherapie
Olaparib or
Niraparib

BRCA+/
HRD+ (d)*

BRCA-/
HRD- (p)*

Erhaltungstherapie
Niraparib

* optional

Option for an Algorithm: Maintenance Tx in advanced O
Klinikum Essen Mitte, Essen, Germany

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

Newly diagnosed OC 
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?

Recurrent disease
Is surgery still an option?
What is the best medical strategy?
pt again – mono CTx / combined CTx ?

PARPi after PAPRi ?
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02 
Endometrial Cancer

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

1/49 women will develop EC 1/200 women will die because of EC

Robert-Koch-Institut 2015
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Verteilung der T-Stadien bei Erstdiagnos, ICD-10 C54 – C55, Deutschland 2011 – 2012Verteilung der T-Stadien bei Erstdiagnose, ICD-10 C54 – C55, Deutschland 2011 – 2012 Robert-Koch-Institut 2015

11. Regionale Qualitätskonferenz, Hamburg
© PROF. DR. GERHARD GEBAUER, QUALITÄTSSICHERUNG GYNÄKOLOGISCHE ONKOLOGIE 

Endometrial cancer (EC)
Good prognosis because of early detection

Robert-Koch-Institut 2015

But: high incidence – not 

improved since decades !!!

No improvement for

outcome!!!

11. Regionale Qualitätskonferenz, Hamburg
© PROF. DR. GERHARD GEBAUER, QUALITÄTSSICHERUNG GYNÄKOLOGISCHE ONKOLOGIE 

Endometrial cancer (EC)
Good prognosis because of early detection



8/18/2022

20

Robert-Koch-Institut 2015

Endometrial cancer (EC)
A disease of elderly and very old women

After more than 30 years - New aspects in 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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Hysterectomy and BSO, radical hysterectomy only for selected cases, Lymphonodectomy in 

selected cases

Option for adj. Tx in according to stage (RTx, CTx) 

Standard of care EC since decades

Walker et al. JCO 2012

Walker et al. JCO 2009 

Laparoscopic surgery is save!

New options for surgical Tx in EC
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After more than 30 years - New aspects in EC

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

Kandoth et al., TCGA, Nature, 497: 67-73, 2013
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The Cancer Genome Atlas – Molekular subtyps
KANDOTH C ET AL. NATURE. 2013;497:67-73

45

Molecular classification of high grade endometrial 
cancer

Bosse et al, Am J Surg Pathol 2018

Grade 3, all stages Grade 3, stage I
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n=381; international collaboration

Conclusions
• Grade 3 endometrial cancer is not a 

homogeneous ‘high risk’ cohort
• TGCA molecular groups have clear 

prognostic impact in high-grade EC
• Prognostic strength of molecular 

classification is independent of stage
• POLE almost zero events in grade 3 

disease

p=0.001

p<0.001

p<0.001

p=0.017

Molecular subtyping
should be performed prior
to definite surgical therapy



8/18/2022

24

2020 ESGO / ESTRO / ESP

RISK GROUPS  /GUIDELINES 
FOR MANAGEMENT OF 
PATIENTS WITH 
ENDOMETRIAL CANCER

POLE

MMRd

NSMP

TP53

Slide 11

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Slide 17

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

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

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

Dostarlimab in recurrent EC – GARNET Trial
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Study 309/Keynote-775: Lenvatinib and Pembrolizumab vs. Physician’s Choice Chemotherapy

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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A Phase IB/II Multi-Cohort Study of Targeted Agents with Atezolizumab for Patients with Recurrent or Persistent Endometrial Cancer Alliance Foundation Trial EndoMAP

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

Randomized Phase III Study of Maintenance Selinexor vs Placebo in Endometrial Cancer (ENGOT-EN5/GOG-3055/SIENDO): Impact of Subgroup Analysis and Molecular Classification 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Trial Design ENGOT-EN5/GOG-3055/SIENDO 

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

Primary Endpoint: PFS in ITT Population<br />

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



8/18/2022

29

Preliminary Analysis of a Prespecified Exploratory Subgroup PFS: Patients with p53 wild-type EC

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

History of management of Endometrial Cancer:<br />Journey from prognostic to predictive markers

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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“Before I came here I was confused about this subject. 
Having listened to your lecture I 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

mailto:g.gebauer@asklepios.com
http://www.asklepios.com/

