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Unser Fahrplan

* Frihes und metastasiertes Mammakarzinom
* (Qvarialkarzinom
e Zervixkarzinom

Endometriumkarzinom
* Weitere gynakologische Tumore
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Mammakarzinom adjuvant

(HR positiv, HER2 negativ)

ADAPT CYC I.E adjuvante Therapiemoglichkeit fiir Patientinnen mit HR+/HER2 negativem Mammakarzinom

Adjuvant Dynamic marker-Adjusted Personalized Therapy comparing endocrine therapy plus ribociclib versus

chemotherapy intermediate risk HR+/HER2-early breast cancer
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ADAPT
Low Risk

-> Not Part of the

Study

m Endocrine Therapy at
] Investigator s Choice
Endocrine .
Therapy at " 2 ADAPT
Investigator's Intermediate
Choice H :
im
N=5600 i H : Endocrine Therapy at Investigator ‘s Choice
to be screened |

(estimated) | Biopsy
' ADAPT

High Risk *  Neoadjuvant use up to 6 +/-2 months allowed

** Neoadjuvant use up to 24 weeks allowed (depending on scheme)

Luminal-B-like (G3 or KI-67>20%) or
Genomic Signature (Oncotype Dx)

Clinically Node-Positive or cT2-4c

UKE, Lubeck

Adessyjoweyo

jueanfpe(osu) io0} sajepipued)

(OncotypeDx)

21 +/- 7 days

RS £ 25 with luminal-B-like
or

C/pT2-4 WiX ER (K67 o > 10%)

— ¢/p ND
RS > 25 with luminal-B-like
or

ER = Endocrine Response: ET = Endocrine Treatment
R = Randomisation; RS = Recurrence Score

1

¢/pT2-4 wilh ER (Ki-67 ., = 10%)

RS < 25 wix ER (K67, > 10%) —|
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— GpN2-3 — RS =25 with ER (KI-67 o < 10%) —
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Adjuvant Dynamic marker - Adjusted Personalized Therapy comparing endocrine therapy plus ribociclib
versus chemotherapy in intermediate risk, HR+/HER2- early breast cancer

Deutsche Ubersetzung:

Adjuvante, auf dynamische Marker adjustierte, personalisierte Therapie zum Vergleich einer endokrinen

Behandlung plus Ribociclib mit Chemotherapie bei Hormonrezeptor-positivem, HER2-Rezeptor negativem,
mittleres Risiko aufweisendem, friihen Brustkrebs




Luminal B like
(G3 oder ki-67
>=20%)

oder cN+
oder cT2-4c

+

Studie Adapt cycle (WSG)

=

Oncotype Dx

Endokrine
Therapie fur
21 +/- 7 Tage

Veranderung
ki-67?

=)

Niedriges
Risiko

Ribociclib plus
Aromatase-
hemmer fur 2
Jahre*

Intermediares
Risiko

Hohes Risiko

Chemotherapie
fir 16-24
Wochen

* Operation nach ca. 6 Monaten,
falls neoadjuvantes Regime




5 AXSANA

Je nach Subtyp erreichen bis zu 60% der Frauen mit initial
positivem Nodalstatus unter der neoadjuvanten Chemotherapie
(NACT) eine pathologische Komplettremission (pCR) in der Axilla.

Derzeit gibt es keinen klaren Standard fiir Patientinnen, die eine
cN+ = ycNO Konversion erreicht haben.

Einerseits ist die Axilladissektion mit einer hohen Morbiditat
verbunden, die die langfristige Lebensqualitat nachhaltig belasten
kann, andererseits flhrt eine alleinige Sentinel node Biopsie in
diesem Kollektiv zu hohen Falsch-Negativ-Raten.

Die nationalen und internationalen Leitlinien bewerten die
Datenlage nicht einheitlich, sodass derzeit weltweit
unterschiedliche operative Verfahren eingesetzt werden.

Endpunkte:
iDFS, axillare Rezidivrate, QoL

Stand 25.08.21:
20 Lander
878 Patientinnen rekrutiert
Target accrual 3000
www.axsana.eubreast.com
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HAMBURG

BRCA-P (kommt)

BRCA-P: A Randomized, Double-Blind, Placebo-Controlled, Multi-Center, International
Phase 3 Study to determine the Preventive Effect of Denosumab on Breast Cancer in
Women carrying a BRCA1 Germline Mutation

BC occurrence

Denosumab s.c. 120 mg/gém

-
gBRCA1
Mutation -

N

Placebo s.c. 6gm

| |

LBiobanking, Imaging J

( ABiobanking. Imaging -
(if SoC); Translational
research program

(if SoC); Translational
research program




OlympiaN (kommt)

A Phase II, Multicentre, Open-Label Study to Assess the Efficacy
and Safety of Olaparib Monotherapy and Olaparib Plus
Durvalumab Combination as Neoadjuvant Therapy in Patients
with BRCA Mutations and Early Stage HER2-Negative Breast

Cancer (OlympiaN)
POPULATION TREATMENT

Eligibility .
+ Known BRCAM' Ola pari b
* ER £10%; PgR any
. Hislolpgically confirmed HER2- Cohort A (lower risk)

negative Olaparib 300 mg bid = Post-treaiment iollow-up
= Primary operable, non-metastatic 4-6 x 28-day cycles according to local practice

invasive carcinoma of the breast For participants with: \ - Systemic therapy of
+ Small volume disease (T 1b-c¢/NO or - >5to 20 mm T1b-c/NO g hysician’s choice

T1/N1 or T2/NO) ‘ N=25 Definitive . Primary Endpoint . pRa'dia\tion therapy at
« Would otherwise receive neoadjuvant PCR physician's discretion

temotiery ! Cobort® (igherrisk Surgery - Optional treatment with
. - apa mg bid + durvalumal olaparib in lieu of

No evidence of distant metastases 1500 mg QAW / chemotherapy for participants
" - 4-6 X 28-day cydes with pCR (total duration in the
germline or tumour, based on local test For participants with: neoadjuvant and adjuvant

+ >20to S50 mm T2/NO i hould be 12 |
o Tumour or germline BRCAm must be <20 mm T1/N1 o ~ ,S:i,[g'f, ?oroélpg cycies)
commercially validated assay N=25

c Germline BRCAm screening may be
undertaken for participants meeting

clinical criteria for genetic testing Ola pa rI b + Du rva | uma b



Studienbaum
Metastasiertes Mamma-Ca

. UKE, SOH
— Her2 positiv —> UKE, Kiel
»DestinyBreast-12 Trastuzumab Deruxtecan UKE
HER2CLIMB-05 Tucatinib (kommt) UKE, Liibeck
—> Her2 negatv ———— Captor Ribociclib UKE
Metastasiertes |
_’ "
Mammakarzinom BO41843 epc-9545 UKE
—» EPIK-BS Alpelisib Liibeck
L —»
—» BMBC-Reqister UKE, Liibeck, Kiel
Register —» PRAEGNANT-Regqister UKE, Liibeck, Kiel

> PROB UKE, Liibeck
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Captor Biomarker Ribociclib

. N=1,000 metastastic first line breast cancer patients started on ribociclib . Co-Primary Aims: PFS and OS rates at months 12

*  Liquid biomarker panel testing at therapy begin and sequentially after therapy start *  Secondary Aims: PFS, 0S, Quality of life, Toxicity

. FFPE testing at primary diagnosis, study inclusion and progression . Exloratory Aims: Genomewide discovery and validation of genomic and
= Comprehensive collection of digital data (histopathology, radiologic imaging, PROs) big data biomarker

Study inclusion
into CAPTOR

Primary 1st line treatment with Ribociclib+ET*
Diagnosis *indication according to SmPC
Study Time Thne Progression End of
Inclusion window window ]
15 days 12 months

Liquid
biggsy

* FFPE Sample if obtained in clinical routine

** Liquid biopsy samples compromise of ctDNA, ctRNA, serum, plasma, circulating immune cells and circulating tumor cells

Hubertus Wald Tumorzentrum I
U
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persevERA breast cancer (BO41843): Phase lll Studie zur Wirksamkeit und

Sicherheit von Giredestrant plus Palbociclib im Vergleich zu Letrozol
plus Palbociclib beim HR+/HER2- mBC

HR+/HERZ2- lokal fortgeschritten
oder metastasierter BC

v

+ Keine vorherige Therapie fir die
metastasierte/fortgeschrittene Situation

* Therapiefreiesintervall von mind. 12
Monaten nach Abschluf der
(neo)adjuvanten Al-haltigen Therapie*

* Keine vorherige SERD Therapie

v

+ Keine aktive kardiale Erkrankung oder
Anamnese einer kardialen Dysfunktion

n=978

*Bei adjuvanter Tamoxifen-Therapie Therapiefreies-
intervall mind. vor 24 Monate

Endpunkte:
! Priméarer Endpunkt: PFS (lokal bestimmt)
Sekundare Endpunkte: u. a. ORR, DOR, CBR, OS, PROs, Safety

>
& Universitatsklinikum
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https://clinicaltrials.gov/ct2/show/NCT04546009 Hamburg-Eppendorf



ASCENT 03 und 04: Sacitizumab Govitecan als Erstlinientherapie +/-
Pembrolizumab

/

~

1L mTNEC N=540. No more than 25% de novo.
« Previously untreated,
inoperable, locally
:-?\,vé’g?ecj ormetastatie Sacituzumab Govitecan (SG) Continem Long-term Follow-up
PD-L1 Negative by PD-L1 o o phenel
. -L1 Negative by PD- BICR-verified
IHC 22C3 (CPS<10) OR diseass b
PD-L1 Positive by PD-L1 progression or until death or withdrawal of
IHC 22C3 (CPS = 10) in Arm B (Control Arm) unacceptable consent, whichever octurs
patients previously treated Treatment of Physician’s toxicity frst.
with an anti-PD-L1 agent in Choice (TPC)*
the curative setting. Endpoints
* 26 months since treatment
in curative setting. Primary
- i e . pFST
Dot :jtﬁnz"’we" Stratification factors Secondary
» De novo versus recurrent disease within 6 to 12 months of treatment + 0S5, ORR, PROs, safety
+ PD-L1and TNBC status in the curative setting versus recurrent disease occurring > 12
(per ASCO/CAP) will months of treatment in the curative setting.

Geographic region (US/Canada/Westem Europe vs ROW)

N=440. No more than 25% de novo.

\be centrally confirmed. / .

" 1L mMTNBC PD-L1+
(per ASCO/CAP)

« Previously untreated, Sacituzumab Govitecan (SG)
locally advanced and Pembrolizumab* Continue
inoperable OR treatment until
metastatic TNBC BICR- Long-term
+ PD-L1+ by PD-L1 IHC mﬁg::s:::?:: L.
22C3 (CPS 210) unacceptable
Arm E: Pembrolizumab®and Treatment toxicity
= 26 months since of Physician’s Choice (TPC)
treatment in curative
setting. Endpoints
+ Prior aPD-(L)1 used Primary
allowed in the curative + BICR-assessed PFS in
it {
A Strauncauon iacwors 111 paptiiaiony
+ PD-L1and TNBC status + De novo versus recurrent disease within 6 to 12 months of treatment in the Secondary

curative setting versus > 12 months from completion of treatment in the *+ OS5, ORR, PROs, safety
curative setting
+ Geographic region (US/Canada/Western Europe vs Rest of World)

+  Prior exposure to anti-PD-(L)1 therapy (yes/no)

must be centrally
confirmed

I E I““W‘“’W‘W“"""“‘"W"‘ I I Universitatsklinikum I
I Uniwersitires Cances Cenies Hamburg

Hamburg-Eppendorf



PHASE 3 STUDY OF TUCATINIB OR PLACEBO IN COMBINATION WITH TRASTUZUMAB AND PERTUZUMAB AS MAINTENANCE
THERAPY FOR HER2+ METASTATIC BREAST CANCER (HER2CLIMB-05, TRIAL IN PROGRESS)

V. Miller’, E. Hamilton?, C. O’Sullivan®, M. Martin®, J. Sohn®, K. Tryfonidis®, L. Santarpia’, S. Yang?®, V. Dieras®

'Universitatsklinikum Hamburg-Eppendorf, Hamburg, Deutschland; *Sarah Cannon Research Institute at Ten: / 0 | Universitario, Gregorio Marafién, Madrid, Spanien; “Yonsei Cancer Center, Seoul, Korea, Republik
®Merck & Co., Inc., US Staa eS 1es, Frankreich

* Erhaltungstherapie Erstlinie HER2 positiv optimieren

« HER2CLIMB-05 (NCT05132582) is a phase 3, randomized, double-blind study
evaluating tucatinib or placebo in combination with trastuzumab plus pertuzumab as
maintenance therapy in the 1L setting for patients with unresectable LA or metastatic
HER2+ breast cancer following SOC induction therapy

1L HER2+ Tucatinib®
unresectable LA/MBC + trastuzumab®© N
+ pertuzumab®¢ o g
: : : rimary endpoint
Completed induction therapy: every 21 days PFS by Investigator
Trastuzumab
+ pertuzumab Key secondary endpoint
+ taxane Placebo® 0s
+ trastuzumab®©
4-8 cycles a4

+ pertuzumab®*
every 21 days

Randomization will be stratified by diagnosis (de novo vs recurrent MBC), hormone receptor status (positive vs negative), and presence or history of BM (yes vs no)
#Tucatinib/placebo 300 mg will be administered PO from Cycle 1 Day 1 onward, BID on each day of study treatment. IV trastuzumab will be given at a dose of 6 mg/kg once
every 21 days. Alternatively, trastuzumab may be administered as an SC dose, at a fixed dose of 600 mg once every 21 days. SC trastuzumab does not require a loading
dose. <A fixed dose of trastuzumab + pertuzumab (600 mg pertuzumab, 600 mg trastuzumab, and 20,000 units hyaluronidase) can be administered every 21 days by SC
administration, in lieu of trastuzumab and pertuzumab administered IV individually. *Pertuzumab 420 mg will be administered every 21 days intravenously over 30-60 minutes.

Copies of this poster obtained through Quick Response (QR) Code are for personal use only and may not be reproduced
without permission from DGHO® or the author of this poster, Volkmar Miller, v.mueller@uke.de




HER2-positiv: DESTINY-Breast 12 mit TDx nach T-DM1
auch fur Patientinnen mit Hirnmetastasen

Eligibility criteria

+ Confirmed advanced or metastatic HER2-positive BC
* HER?2 positivity per ASCO CAP Guidelines 2018
+ Radiologic/objective evidence of disease progression
on trastuzumab, pertuzumab, or T-DM1
*  Prior tucatinib not permitted
« <2 prior anti-HER2-based regimens in the
metastatic setting
+ ECOGPS 01
+ LVEF 250% within 28 days before enrollment —
« Patients with:
* No evidence of BM
* Untreated BM not needing immediate
local therapy

* Previously treated stable or progressing BM
*  Provision of FFPE tumour sample
+ Atleast one lesion >10 mm
+ EXCLUSION: LMD

Cohort 1

No baseline BM
(n=250)

Target FPFV: April 2021

Cohort 2
Baseline BM
(untreated BMs? or
previously treated stable
or progressing BMsP)
(n=250)

T-DXd¢

5.4 mg/kg Q3W IV

Co-primary endpoints

Cohort 1 primary endpoint:
ORR by RECIST v1.1

L Cohort 2 primary endpoint:
PFS by RECIST v1.1

I Universitatsklinikum I
Hamburg-Eppendorf
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PRAEGNANT REGISTRY

Acknowledgements to the PRAEGNANT Steering-Board Committee o RAE GN ANT

D. Wallwiener, H. Tesch, A. Schneeweiss, T. Fehm, W. Janni, P. Hadji, A. Hartkopf, HC
Kolberg, D. Luftner, M. P. Lux, F. Overkamp, F.-A. Taran, E. Belleville, J. Ettl, V. Muller,
M. Wallwiener, S. Brucker, P. A. Fasching

- ongoing multicentric metastatic breast cancer registry
- 61 hospital and practices in Germany

- n=4,704 5002 patients

30.06.2022
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BrainMet-Register Deutschland Dezember 2022 (BMBC; GBG79)

* 163 Zentren registriert, 126 aktiv
* 4306 Patienten angelegt

* 3867 mit komplettem Datensatz




BrainMet-Register Deutschland Projekte (Auswabhl)
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& multizentrische, zweiarmige, randomisiert-kontrollierte
Interventionsstudie

& Evaluation der Auswirkungen eines intensivierten digitalen
PRO-Monitorings auf die Lebensqualitat und das Uberleben
von Patientinnen mit metastasiertem Mammakarzinom

& Konsortium

o . I Universitatsklinikum I
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Ovarialkarzinom

Primires Ovarialkarzinom  ——> Systemtherapie i AGO-OVAR 28

Ovarialkarzinom Rezidiv ——> Systemtherapie ~ AGO-OVAR 2.34 / MIROVA P-sensibel

MITO-33 NItCHE trial P-resistent

Maligner Keimzelltumor —> Systemtherapie —> NOGGO ov32 — MAKEI'V

niversitatsklinikum I
amburg-Eppendorf



Niraparib vs Niraparib in combination with Bevacizumab in patients
with carboplatinum-taxane based chemotherapy in advanced
ovarian cancer (A multicentre randomised phase lll trial)

ENGQT AGO-OVAR 28 / ENGOT-ov57

European Network of

Gynaecological Oncological Trial groups St u dy Des ig n
Run in Period | Chemotherapy Phase ‘ ‘ Maintenance Phase
Primary endpoint:
N:g?o . Progression Free Survival
Randomization
] Stratlflc_atlon.
5 Cycles * Surgical outcome:
:::mareyd ?:agn?sish?fh Carboplatin AUC5 Complete resection of all
advanced invasive hig| Paclitaxel 175 mg/m? .
grade ovarian cancer, o ’ m?croscoplc tu.mor at
peritoneal canceror | | oL o N=485 primary debulking surgery
fallopian tube cancer & Cycle 1 1 (PDS 0) versus others
Screeni . .
FIGO llI/IV except FIGO reening exams, Carboplatin AUCS, o —_— *  Tumor biology - tBRCA
1IA2 without nodal paclitaxel 175 mg/m? Al
: E status:
involvement N=485
(= FIGO INIB-1V according to Presence or absence of a
FIGO 2009 classification}. BRCA test result must be available deleteri ous_/suspected
Primary SI.II'GEIV (or prior to randomization i
planned IDS) deietel.rlous tBRCA
mutation
Sponsor: AGO (ENGOT model A) * Planned bevacizumab
Stratification : Surgical outcome: PDS 0 vs others dosi ng:
Tumor biology: tBRCA status : K k
Planned bevacizumab dosing: 7.5 mg/kg vs 15 mg/kg DS allowed 7.5 mg/ gor 15 mg/ g
Primary endpoint: PFS Of note, bevacizumab must be
*  The recommended starting dose of niraparib is 200 mg, taken once daily. For those patients who weigh 2 77 kg and have baseline platelet count 2 150,000/ pL the recommended given at a dose of 15 mg/kg
starting dose of niraparib is 300 mg, taken once daily. body weight at all
*+ Bevacizumab dosing according to national standard (either 7.5 mg/kg or 15 mg/kg). In Germany, bevacizumab must be given ata dose of 15 mg/kg body weight at all participating participating study centers in

study centers,
In patients with planned DS, bevacizumab could be given before IDS according to local guidelines, but has to be omitted at the last cycle before IDS AND first cycle after IDS.
Irrespective of the application of bevacizumab before IDS, bevacizumab should to be started 2 cycles after IDS. E.g. if DS is planned after 3 cycles, bevacizumab should be omitted

SIV presentation VO1F / 29-Aug-2022 9

Germany.

at cycle 3 and cycle 4 and could be started at cycle 5

UKE

I Universitatsklinikum I
Hamburg-Eppendorf




NOGGO-ov53 — N-Plus

Randomized, open-label study of Niraparib Maintenance after Carboplatin and Paclitaxel in optimally
debulked advanced HRD positive high grade ovarian cancer patients in first line therapy

Stage llIB-IV
HGSOC or
high-grade
endometrioid
tumors

Primary
Surgery
Optiraly
debulked patients
(without any

residuals)
confirmed by
CT-5can

Clinical CR/NED
after 3 cycles

4-8 weaks

1 Stratification factors: BRCAm vs BRCAwt/LOH =
R‘, : FIGO stage Il vs IV; countries
I

Niraparib
3ys

Clinical CR/ NED
after 6 cycles

4-8 waeKs

Niraparib
3ys

* Die Standard-Chemotherapie muss innerhalb von 8 Wochen nach der primaren
Operation beginnen und kann vor der Randomisierung beginnen. Die Randomisierung
muss spdtestens am Tag C2D1 erfolgen.

Einschlusskriterien (Auswahl)

1. FIGO Stage llI-1V high-grade ovarian cancer (all histological types, except
mucinous histology)

2. Complete primary debulked patients (without any macroscopic
residuals), confirmed by CT-Scan postoperatively

3. Availability of archival tumor tissue for NGS Analysis

4. Known BRCA Status

5. Postmenopausal Status, ECOG 0/1

Ausschlusskriterien (Auswahl)

1. Endometrioid, clear-cell, germ-cell mucinous histology, mixed tumours,
low-grade/borderline ovarian tumor

2. Received any anti-cancer therapy for ovarian cancer other than primary
surgery or undergone interval debulking of the tumor

3. Treatment with another PARPi in the past

4. Clinically significant cardiovascular disease

5. History or evidence of brain metastases/spinal cord compression

UKE

I E IHulxrtus Wald Tumorzentrum I
I | I Unversthres Cances Centes Hambung,

g Upiversitatsklinikum I
&) }-imburg-Eppendorf




MIROVA: MIRvetuximab soravtansine in OVArian Cancer - AGO-OVAR 2.34

A randomized phase Il trial of Mirvetuximab soravtansine (IMGN853), in folate receptor alpha

(FRa) high recurrent ovarian cancer eligible for platinum-based chemotherapy.

Pre-Screening / Screening / Baseline

-~

recurrent epithelial cancer

of the ovary, fallopian tube or
peritoneum

all histologic subtypes

FRa high by PS2+ Scoring
(= 75% of tumor cells with
FRa membrane staining and
= 2+ intensity

TFl-p = 3 months

21 prior chemotherapies

measureable disease

~

UKE

RANDOMISATION

Treatment

-

Arm A (Gontrol):
Platinum-based chemotherapy:
Carboplatin + PLD

or Carboplatin + Gemcitabine
or Carboplatin + Paclitaxel

Y2

Arm B:
Carboplatin
+ Mirvetuximab soravtansine

Maintenance

PARP inhibitors if
indicated or
Standard of Care

Mirvetuximab

soravtansine
(IMGNBS53

Follow Up

Safety Follow-up
(30 days (£ 7)
after last dose)

Efficacy Follow-up
(3-monthly
(14 days))

Einschlusskriterien (Auswahl)

1. All patients must have a pathologically documented, definite
diagnosis of epithelial cancer of the ovary, the fallopian tube

or the peritoneum

2. Relapsed disease with a platinum-free interval > 3 months

3. All histologic subtypes of ovarian carcinoma including carcinosarcoma
(malignant mixed Mullerian tumors, MMMT)

4. Patients with wildtype BRCA1/2 mutation status or with a
deleterious BRCA1/2 mutation in germline or somatic testing

if they underwent PARP inhibitor therapy in previous treatment.

5. Patients must be willing to provide archival tumor tissue

from current relapse or previous surgeries/biopsies for central
confirmation of FRa high status by PS2+ scoring:

all tumors must exhibit 275% of tumor cells with FRa membrane
staining and 2 2+ intensity by immunohistochemistry(IHC)

6. Patients must have measurable disease or evaluable disease in
combination with GCIG CA-125 criteria.

7. Patients had one or more prior lines of chemotherapy. The

last line of chemotherapy should have included platinum

and has resulted in a partial or complete response.
Ausschlusskriterien (Auswahl)

1. Non-epithelial tumor origin of the ovary, the fallopian tube or the
peritoneum (i.e. germ cell tumors)

2. Ovarian tumors of low malignant potential (e.g. borderline
tumors)., unknown BRCA status.

3. Patients who are planned to receive bevacizumab for the

current relapse, prior systemic anticancer therapy within 28 days before
randomization,

4. Patients with > Grade 1 peripheral neuropathy.

I - Imnomw..\.: Tumorzentrum I

I Universitatsklinikum
Hamburg-Eppendorf



UKE

MITO 33

Randomized phase lll trial on Niraparib-TSR 042 vs physician’s choice chemotherapy in recurrent, ovarian,
fallopian tube or primary peritoneal cancer patients not candidate for platinum retreatment: MITO 33 trial

N= 427

-Epithelial ovarian,
primary peritoneal
and / or fallopian-

tube cancer

-Patients unfit for
platinum treatment
-No more than 2

previous CHT lines
- Measurable or 11

Evaluable disease

ZO=-—A>N-z00Z>» |

Stratification Faclors:

e HRD status ( HRD pesitive vs negative va unknown)
» PDL 1 slatus (CPS > 10)

e Previous immunotherapy treatment

® Previous paip inhibitor treatment

e Bevacizum ab treatment

ARM A
Chemotherapy
(physician choice):

- PLD 40 mg/mq d1 q28;
- Weekly Paclitaxel 80 mg/mq d1,8,15 q28
- Gemcitabine 1000 mg/mq gg1,8,15 q28

- Topotecan 1.25 mg/mq gg1-6 q 21
~+/- Bevacizumab s

ARM B: TSR 042 500 mg q 3W for the
fist4 cycles, 1000 mg q 8W thereafter +

Niraparib 200 mg QD q 3W

PU/SI: Prof. Schmalfeldt/ Jaeger
StudyNurse: J. Granzow

Einschlusskriterien (Auswahl

1. Participant must have recurrent ovarian, Fallopian tube or

primary peritoneal cancer cancer not candidate for platinum

retreatment; and in particular:

- platinum resistant patients (platinum-free interval 1-6 months

from last dose of platinum)

- patients for which platinum is contraindicated because of

previous allergic reactions or residual toxicity (i.e nephrotoxicity or

neurotoxicity)

- patients not able (in physician's opinion) to receive further
platinum or not willing (in patients’ opinion) to receive further
platinum

2. Participants must have measurable disease or evaluable based

on RECIST 1.1 (patients with only CA 125 increase without

evidence of disease are not included).

3. Participants must agree to provide tissue from a newly obtained

core or excisional biopsy of a tumor lesion.

Ausschlusskriterien (Auswahl)

1.Participants have received >2 previous CHT lines (previous
treatment with parp inhibitors and/or anti check point inhibitors is
allowed providing that at least 6 months from last treatment are
intercurred)

2. Participant has had radiation therapy encompassing >20% of
the bone marrow within 2 weeks; or any radiation therapy within 1
week prior to Day 1 of protocol therapy.

3. Patient experienced 2 Grade 3 immune-related AE with prior
immunotherapy

\ Hubertus Wald Tumorzentrum
11l Unnversitioes Cances Cenles Hamburg
|
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Closed
IN FOLLOW-UP AGO - Ovar 2.29

Randomisierte Phase lll Studie zur Wirksamkeit und Sicherheit von Atezolizumab in Kombination mit
Bevacizumab + Chemotherapie vs. Bevacizumab und Chemotherapie bei rezidiviertem Ovarialkarzinom.

« epithelial ovarian, fallopian tube Einschlusskriterien (Auswabhl)
or primary peritoneal cancer —— * Histologisch gesichertes Ovarial-, Tuben- oder primares
PLD or Paclitaxel (qw)* + Bevacizumab Peritonealkarzinom mit dem ersten oder zweiten
¥ * Rezidivinnerhalb von 6 Monaten nach einer platinbasierten

« 1st or 2nd relapse:

TFl p < 6 months Placebo Chemotherapie oder dem dritten Rezidiv, wenn
+ OR 3rd relapse * keine Platin-basierte Therapie in Frage kommt
* PLD or Paclitaxe?;mw?‘ S ievacieirasis * Vorherige Bevacizumab Therapie erlaubt (Auswaschphase:
* Prior Bevacizumab allowed 3 mind. 20 Tage nach der letzten Bevacizumab
Atezolizumab * Therapie)
+ Bev and atezolizumab specific 121 « Verfligbarkeit und Einwilligung fur frische Tumorbiopsie (nicht
exclusion criteria n= 664 alter als 3 Monate) oder zugangliche Tumorlasion
¢ Reprasentative archivierte Tumorprobe (FFPE Block,
+ Archival and recent biopsy mandatory bevorzugt von Primardiagnose)
« PS 0/1, life expectancy 3 months + Ausschlusskriterien (Auswahl)
* Nicht — epitheliale Ovarial-, Tuben — oder Peritonealkarzinome
*In arm A and B cohorts capping: 50% PLD and 50% paclitaxel (z.B. Keimzelltumore)
PLD, pegylated liposomal doxorubicin; PS: performance status * Mandatory Biopsy + Ovarialtumore mit niedrigpotentem Potential (z.B. Borderline
Tumore)

* Andere maligne Tumore in den letzten 5 Jahren
* Pat. mit Autoimmunerkrankungen (Ausnahmen: Autoimmun
Hypothyreose, kontrollierter Typ | Diabetes mellitus)

Ergédnzende Informationen sind unter ClinicalTrials.gov verfiigbar

UKE,
Lubeck IC.
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NOGGO ov32 - MAKEI V

Prospective, multicentre phase lll-trial in malignant extracranial germ cell tumours including a randomization between Carboplatin
— and Cisplatin — combination standard chemotherapy based on a risk — stratification derived frm preceding MAKEI 96 trial and
publised data

MAKEI V: Risk stratification for malignant ovarian germ cell tumours

RANDOMIZATION
FIGO stage FIGO stége ' FIGO stage FIGO stage
la-b, Ic1 Ic2 .'Tca 1 ma-m mo v
Tumour- / Tumour- \ / — \ Elﬂ Open
ovarectomy ovarectomy ovarectomy biopsy biopsy
complete ||nc0mpleie| ||:0mple1e ]||ncomplele]

Randomization:

Inclusion criteria

* Confirmed extracranial MGCT up to 17 11/12 years of age or patients with ovarian
primaries up to 29 11/12 years of age on the date of written informed consent

¢ Diagnosis of a chemotherapy-naive extracranial MGCT

¢ Karnofsky-Index of >70% or ECOG-Status O-II

¢ Negative pregnancy test within 7 days prior to start of treatment for female patients of
childbearing potential, in case of -HCG secreting MGCT pregnancy has to be excluded by
appropriate methods

1 course
watch & wait Randomization: Randomization: Randomization: w Exclusion criteria in general:
with marker 2 courses 2 courses 4 courses . courses N
control PE vs CarboPE! PEl vs CarboPEI' PEI vs CarboPEI" diPEI vs Carbo-diPEI * Pregnancy, Lactation
e HIV-positivity
In case of At 27 and 4™ At 27 and 4™ . . . . . P
patnologically R avalition course: course: e Live vaccine immunization within two weeks before start of protocol treatment
3356.,.‘-,.“,,,“,_,..;,": : (imaging) R':r"‘:::ll::;" R':IG"‘:::I‘::;" » Sexually active adolescents not willing to use highly effective contraceptive method
bbb g (pearl index <1) until 12 months after end of chemotherapy
st cogtett W s ne® JJurgiest / Jorgesl \ * Any other medical, psychiatric or drug related condition, or social condition
o {in caseof residue (in case of residue) incompatible with protocol treatment.
. LOWRISK INTERMEDIATE RISK HIGH RISK VERY HIGH RISK Exclusion criteria in special indication:
: Cr - = - ¢ Second malignancies
._In case of progression stratification according to risk group * Negative preoperative tumour markers AFP and RB-HCG and solely pure teratoma
Important notes: (Please contact the study coordinator immediately) hiStOlOgy
1) Intermediate and high risk group: reports of tumour markerare r (see A 3.8h), if able tumour marker decline at day . . .
18-21after start of 1st cycle of apy sidered for in of and should go stem cell ap after the 2nd * Hearing impairment Grade 3 and 4 (CTCAE Vers.4.03)
cycle of S[ﬂnﬂﬂfﬂ Carboplatin or Cisplatin :hemolneraw If tumour marker decline is still unfavourable after the 2nd cycle of chemotherapy two cycles of dose-
ind C. or Cisplatin (Carbo-di-PEl or di-PEIl) with stem cell support are administered.

2) in case of vital malignant cells at final surgery: patient is valued as non-responder and will receive individual treatment.

IHubc'maWa\d mmw.-nnmml I Universitatsklinikum I
Unversthres Cances Centes Hambung, Hamburg-Eppendorf
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Zervix — und Vulvakarzinom

. . —
Ze_rV|_>.<karzmom 5 Radiochemotherapie MSD MK3475 A-18
primar (LACC) ENGOT - Cx11
: Closed
1line IN FOLLOW-UP
ZervixCA rez./met > Vakzinierung + > BEATcc

Systemtherapie _ .
>2line Vaccibody C-02
/
Cx6 (innovaTV 301)

PIERCE (in preparation)

v

VulvaCA rez/met
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amburg-Eppendorf



Closed

IN FOLLOW-UP

MSD-MK3475-A18 ENGOT - Cx11

Randomized, phase lll, double-blinded study of chemoradiation with or without Pembrolizumab for the treatment of high

- risk, locally advanced cervical cancer

Participants

High Risk Locally Advanced

Cervical Cancer:

= FIGO 2014 Stage IB2-1IB
(node-positive disease)

* FIGO 2014 Stage ITI-IVA
(either node-positive or
node-negative disease)

Randomization

I:1
N=980

( Treatment with cisplatin
(40 mg/m’ x § infusions
[1 infusion per week]) and

radiotherapy (EBRT followed by

brachytherapy) in combimnation
with

Pembrolizumab 200

\ (Q3W, 5 infusions)

g

h

[

Treatment with cisplatin
(40 mg/'m’ x 5 infusions
[1 infusion per week]) and
radiotherapy (EBRT followed by

Stratification Factors:

* Planned type of EBRT: IMRT or VMAT versus non-IMRT and

non-VMAT

Einschlusskriterien (Auswahl)
* high-risk LACC (a or b below):
a. FIGO 2014 Stage I1B2-1IB (with node-positive disease)

im::‘&“::b b. b. FIGO 2014 Stages llI-IVA (either node-positive or node-negative
15 infusions) Follow-up disease)
Years 1-2: QI2W * not previously received any definitive surgical, radiation, or

Year 3: Q24W
Years 4+: Annually
Safety and Efficacy

Ovenll Survival
Placebo .

systemic therapy for cervical cancer and is immunotherapy-naive.
Note: Previous surgical procedure for localized cervical tumor is
allowed.

ECOG performance status of 0 or 1

* PFS

«  Stage at screening of cervical cancer (FIGO 2014 Stage IB2-1IB « 0§
[node-positive disease] versus FIGO 2014 Stage III-IVA [node
negative or node-positive disease])
* Planned total radiotherapy dose (EBRT + brachytherapy dose) of

<70 Gy versus >70 Gy

brachytherapy) in combination (Q6WY, 15 infusions) * radiographically evaluable disease, either measurable or
—— (os‘;:ifls — nonmeasurable per RECIST 1.1,
. 7 * tissue sample from a core or excisional biopsy of a tumor lesion for
confirmation of adequacy
* adequate organ function
Ausschlusskriterien (Auswahl)
Dual Primary Endpoints: R

histological subtypes other than those allowed (eg, sarcoma,small
cell carcinoma with neuroendocrine differentiation, non-epithelial
cancer).

UKE, Libeck

*  FIGO 2014 Stage IVB disease.

* previous hysterectomy defined as removal of the entire uterus or
will have a hysterectomy as part of their initial cervical cancer
therapy

* treatment with systemic immunostimulatory agents such as
bacterial or viral vaccines, colony stimulating factors, interferons,
interleukins and vaccine combinations

e prior therapy with an anti-PD-1, anti-PD-L1, or anti-PD-L2 agent or
with an agent directed to another stimulatory or co-inhibitory T-
cell receptor (eg, CTLA-4, OX-40, CD137).

I E I Hubertus Wald Tumorzentrum I I
l | I Unversthres Cances Centes Hambung,

I Universitatsklinikum
Hamburg-Eppendorf




Closed ENGOT-Cx10 / GEICO 68-C / JGOG1084 /
IN FOLLOW-UP GOG-3030 / BEATcc

A Randomized Phase Il Trial of Platinum Chemotherapy plus Paclitaxel with Bevacizumab and Atezolizumab versus
Platinum Chemotherapy plus Paclitaxel and Bevacizumab in Metastatic (stage IVB), Persistent, or Recurrent Carcinoma of
the Cervix

Eligibility Criteria:

Cisplatin/Carboplatin + paclitaxel + bevacizumab

Persistent/Recurrent/metastatic cervical cancer

until disease progression, unacceptable toxicity or Primary Endpoint:
ECOG PS 0/1 withdrawal of consent PFS
N h f 05
o prior systemic anti-cancer therapy for metastatic or .
recurrent disease Secondary endpomt.
ORR
Available archival or fresh tumour for PD-L1 expression. Safety
PRO/HRQoL

Stratification factors:

» Prior concurrent Cisplatin-RT

» Histology: SCC vs. ADK ( including adenosquamous) . . . . .
» Chemotherapy backbone ( Cisplatin vs carboplatin) Cisplatin/Carboplatin + paclitaxel + bevacizumab

+ atezolizumab until disease progression,
unacceptable toxicity or withdrawal of consent

* A tumour tissue biopsy collected within 3 months prior to study enrolment will be mandatory in the absence of an archival biopsy. Fine-needle
aspiration, brushing, cell pellets from pleural effusion and lavage samples are not acceptable. For core needle biopsy specimens more than one core ( if
clinically feasible) should be submitted for evaluation. Retrieval of already available recent ( withing 3 months prior to study enrolment) tumour sample
can occur outside the 28 day screening period. Paired recent biopsies at baseline ( lesion not previously irradiated; withing 3 months of randomization)

and at progression disease will not be mandatory nevertheless they are encourage as long as these are feasible.

ClinicalTrials.gov Identifier: NCT03556839

I Universitatsklinikum I
Hamburg-Eppendorf

Hubertus Wald Tumorzentrum
Unwersithres Cancer Center Hamburg
i




Closed

IN FOLLOW-UP Vaccibody C-02

Multi-Centre, open-label Phase lla Trial of the Combination of VB10.16 and Atezolizumab in Patients with Advanced or
Recurrent, Non-resectable HPV16-Positive Cervical Cancer

Treatment Period FU Period

28 days 48 weeks 12 months
>
Q3W Q6W
12 weeks 36 weeks
Atezolizumab
Visit Number

S 1to7 8to 18 19 20/ 21/

EoT ET EoS

UKE . T
creening 30 days
12 months

Baseline = Day 1

11 intramuscular (i.m.) vaccinations for up to 48 weeks from first vaccination. 5 vaccinations of 3 mg VB10.16 during the first 12 weeks,
followed by vaccination every 6 weeks for up to 48 weeks + Atezolizumab (1200 mg) i.v. infusion every 3 weeks

Einschlusskriterien (Auswahl):

- persistent, recurrent, or metastatic non-
resectable squamous cell carcinoma, adeno-
squamous carcinoma, or adenocarcinoma of
the cervix, not eligible for treatment with
systemic CTX, radiotherapy or other
standard-of-care anticancer treatment.

- HPV16 positive tumour. Provision of an
archival tumour tissue sample not older than
2 years or new biopsy for analysing HPV16
status .

- a biopsy for PD L1 assessment at screening
and measurable disease as assessed by the
local site radiology as per RECIST 1.1.

Ausschlusskriterien (Auswahl)

- prior treatment with CD137, anti-PD-1, or
anti-PD-L1 therapeutic antibody or other
immune checkpoint targeting agents

- concomitant or prior malignant disease,
brain metastases, known or suspected
autoimmune disease

Hubertus Wald Tumorzentrum
Unwersithres Cancer Center Hamburg

I Universitatsklinikum
Hamburg-Eppendorf




ENGOT-cx12/GOG 3057/innovaTV 301
Study design

Third-Line Recurrent or Metastatic Cervical Cancer

SGNTV-003: A Randomized, Open-Label, Phase 3 Trial of Tisotumab Vedotin vs Investigator’s Choice Chemotherapy in Second- or

Key Eligibility Criteria

Recurrent or metastatic cervical

cancer

Squamous cell, adenocarcinoma or

adenosquamous histology

Must have progressed during or

after 1L SOC?

Received 1 or 2 prior lines of

chemotherapy doublet for
recurrent and/or metastatic
disease

ECOGPS:0or1

Tisotumab vedotin Primary Endpoint

2.0 mg/kg IV Q3W « Overall survival

* PFS(Inv)

Investigator‘s choice

chemotherapy* * DOR
* TTR
» Safety
* |C chemotherapy: e QolP
‘ :imtteca" Exploratory Endpoints
° opotecan X
« Gemcitabine * TF expression (IHC or RNA)
* Vinorelbine * PK

* Pemetrexed

Estimated enrollment: 482 participants

aChemotherapy doublet or platinum doublet therapy with bevacizumab (if eligible); PIncluding EQ-5D-5L index, EQ-5D visual analog scale, EORTC-QLQ30, and EORTC-CX24.
1L, first-line; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; IC, investigator’s choice; IHC, immunohistochemistry; Inv, investigator-assessed; IV, intravenous; ORR, objective
response rate; PFS, progression-free survival, PK, pharmacokinetics; Q3W, every 3 weeks; Qo,: quality of life; RNA, ribonucleic acid; SOC: standard of care; TF, tissue factor; TTR, time to response; TV, tisotumab vedotin.

UKE

I E I Hubertus Wald Tumorzentrum I
I | | Unversthres Cances Centes Hambung,

Secondary Endpoints

* Confirmed ORR (Inv)

4
I*;

=
ol
o
U

Universitatsklinikum
Hamburg-Eppendorf




VULVA-1 / PIERCE

Pembrolizumab in combination with lenvatinib in patients with recurrent, persistent, metastatic or locally advanced vulvar cancer not
amenable to curative surgery or radiotherapy

Histologically
confirmed locally
advanced, recurrent,
persistent and/or
metastatic VSCC not

amenable for salvage -
surgery or definitive Sl el to PD by

(chemo)radiation RECIST 1.1/

Measurable disease Pembroli T T el toxicity
(RECIST 1.1) embrolizuma mg IV qéw

ECOG 0-1 (max 18 cycles)
Up to 2 prior

chemotherapy lines Y
Available
archival+/fresh tumour

Tumor assessment every 8,16 and 24 weeks of
treatment and thereafter every 12 weeks

tissue

Primary endpoint: investigator-assessed ORR within 24 weeks evaluated by RECIST 1.1
Secondary endpoints: Overall ORR, DCR, DOR, OS, PFS, TFST, TSST, safety and health-related QoL
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Endometriumkarzinom

Primares
Endometriumkarzinom _— operativ E— AGO-OP 6 ECLAT
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AGO - OP 6 — ECLAT

Pelvine und paraaortale Lymphadenektomie bei Patientinnen mit Endometriumkarzinom Stadium | oder Il mit hohem
Rezidivrisiko. Eine multizentrische, prospektive randomisierte kontrollierte Studie.

1.1.1  Primary Surgery

112 Secondary Surgery

Patients with histologically confirmed endometria cancer and high risk of recurrence

Patients with histologically confirmed endometrial cancer and high risk of recurrence

clinical stage T1h - T2 (all histological types and gradings) orT1a (type 1-EC | G3; type 2-EC)

clinical stage pT1k - pT 2 (all histological tynes and gradings) or pT1a (type 1-EC, G3, twe 2EC) foand
after fiys terectoary for supposed lowrisk EC and no LME perform ed and no susped lymph nodes

J

J

| Baseline Visit (mae. 3 weeks prior to surgery)

J

Baseline Visit (max. 3 weeks prior to sscondary surgery, secondary surgery max. 8 weeks after first
SUFgErYL

ALL inclusionfe xclusion criteria need to be verifed based on standard documents - atherwise
Randomization is not allowed. Random ization max. 2 weeks hefore secondary surgery

| Randomization curing peivasy sargey §F #o macroscopically suspect Nmpi rodes )

J

a: Randomization before secondary syrgery (&l surgical procedures already done, no LNE 50 far

l J

b: Randomization before secondary surgery (not all surgical procedures slready dons e g

omentectomy, no LNE S0 far

Arm A ArmB

4 J

primary surgery

total hysterectom y,

bilsteral salping o-oophorectom y,
omertedomy tvpe 2-EC)

primary surgery

total hysterectomy,

bilateral zalpingo-oophorectomy,
om entectomy ttype 2-EC)

no lymphadenectomy (LHE ) LHE (zydematic pelvic and para-aoric

Ivm phadenectomy LME up to the renal vessels)

Am A Am B

a: no LNE = no further surgery az LHE (systsmatic pelvic and paraaortic LNE up

to the renal vessels)

! ﬂ

b: secondary surgery to pesform so far
missing standard procedures

b: secondary surgery to pesform so far
missing standard procedures

no LHE LHE

| |

Recommended adjuvant therapy:

vaginal brachytherapy + B courses of carboplatinum haclitaxel (A1C 51 75m grmz.fevery 3 weeeks)

{

J

of presence of lymphedemsa
UKE

months (years 4 and 5).

Control of disease status and complications from surgene.

by clinical examination, transvaginal zonography, sonography of kidneys, evaluation of Gol, evaluation

azzessment of serdous complications on day 60, vistz every 3 months (vears 1 - 3), then every &

Einschlusskriterien (Auswahl)

Histologisch gesichertes EC T1b und T2 (alle histolog.
Typen) und Stadium T1la G3 Typ 1 oder Typ 2
Tumore oder Karzinosarkom.

a) keine vorhergehende Operation bezgl. Des EC

(primare Operation) oder
b) Operation nach Hysterektomie ist erlaubt innerhalb
von 8 Wochen nach Hysterektomie, wenn
keine LNE erfolgt ist (sekundare Operation).

Keine vergroserten Lymphknoten
ECOG 0-1
Alter 18 - 75

Ausschlusskriterien (Auswahl):

Stadium pT1la, G1 oder G2 mit Typ 1 Histologie
Sakome (mit Ausnahme Karzinosarkome = maligen
Mullersche Mischtumore)

EC FIGO Stadium Il oder IV (auser mikroskopische
Lymphknotenmetastasen)

Nachweis einer extrauterinen Erkrankung
Rezidivierendes EC

Vorangegangene Chemo-, Radio-, oder endokrine
Therapie fur EC

Jede Begleiterkrankung, die eine Operation
einschlieslich LNE und/oder Chemotherapie nicht
zulasst

Jede Krankengeschichte, die auf ein ubermasiges
perioperatives Risiko hinweist.
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