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Closed trials

A PORTEC-3; GOG-258: will be presented at ASCO today
A GOG -249 (presented 2014) publication pending

A GOG-277 (leiomyosarcoma) closed for poor accrual

A GOG-275 (GTC) closed for poor accrual

Ongoing trials:
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TOTEM StudyMulticentric randomized controlled clinical trial
between two follow up regimens with different tests intensity
In endometrial cancer treated patients NCT 00916708

Study DesignmulticentricRCT between minimalist and intensive follow up

Primaryobjective: compare the effect of the two followp regimens on fears overall
survival.

PlannedNo. of patients 2300
Current accrual 1651 patientsenrolledon 10th May 2017

Other important information:
V Totalnumber of unitsparticipating inthe trial: 41
V the interim analysis is ongoing: are we able to close the trial?
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Randomization 1:1

N =148
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ENGOT-EN1/FANDANGO

Randomised double-blind phase Il trial of first [ine combination chemo-therapy with
nintedanib or placebo for patients with advanced or recurrent endometrial cancer.

—

N

Primary Endpoint:
Progression Free

Survival (PFS)

Planned no: 148

ARM A

Carboplatin + Paclitaxel
Day 1, 21 day cycle
(6 cycles)

+
Nintedanib

Day 2 — 21, 21 day cycle

ARM B

Carboplatin + Paclitaxel
Day 1, 21 day cycle
(6 cycles)

+
Placebo
Day 2-21, 21 day cycle

Monotherapy
Nintedanib
Daily
Treat to PD/toxicity \
Investigators
choice
(without
nintedanib)
Monotherapy /
Placebo
Daily
Treat to PD/toxicity
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148 Patients in total
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Postoperative chemotherapy or no further treatment for patients with node
negative stage-ll intermediate or high risk endometrial cancer.

ENGOIENZ2DGCGNCT01244789

1:1 randomization
N=240
Chemotherapy
Endometrioid: CarboplatinPaclitaxelx 6
Stage + G3; Il / +Brachytherapy
Non-endometrioid: Supported by
Stage Il \ :
Observation SO
+ Brachytherapy Danish Cancer Society

Randomizedill date = 165/240 OEORTC




A randomized phase Il trial d?albociclibin combination withletrozole versusletrozole for patients
with oestrogen receptor positive recurrent endometrial cancer.

~

Endometrial Cancer

Primary stage 4 or
relapsed incurable

disease —

ER positive
endometrioid
adenocarcinoma

J

NCT02730429

ENGOIEN3INSGO/PALEO

ARM A
Letrozole, 2.5mg d-28 every 28 days
Placebo d 121 every 28 days

Randomization: 1:1

N=78

Until progression

Randomize P

ARM B
Letrozole, 2.5mg d-28 every 28 days

Palbociclib 125mg d-21 every 28 days

Until progression

Stratification:

A Number of prior lines of therapy (primary advanced diseasesslB f | LJAS @a @
A Measurable vs. evaluable disease

A Prior use of MPAVlegace(prior MPAMegaceuse capped to a maximum of 50%)

Study Chair: Mirza MR




STATEC/NCRI

FIGO Stage | endometrial cancer
- FIGO grade 8ndometrioid or mucinous
- High grade serous, clear cell, undifferentiated or-déferentiated
carcinoma or mixed cell adenocarcinoma carcinosarcoma
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RANDOMISE (2000 patients) *Option for patients to be

randomised< 28 days after
hysterectomy and BSO

Sentinel node Hysterectomy and BSO* Hysterectomyand BSO*
substudy [—| plus lymphadenectomy
(pelvic/PA)

Lymph node Lymph node Lymph nodes

negative ~ 80% positive ~ 20% unknown
\ 4 l \ 4
Vaginal Systemic adjuvantreatment:
brachytherapy chemotherapy +£ pelvic radiotherapy

I |

5-year follow up, including adverse events and quality of life

SponsoryUniversity
College London (UK)
2 UK sites open (April
2017), 2030 in setup

1 patient recruited at 12
May 2017

ANZGOG to open sites,
DGOG in setup
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Trial setting: tumour type/stage Progressive or recurrent ovarian and endometrial

CCC within 6 months of previous platinum

Sponsor: NHSGreater Glasgow & Clyde

PlannedNo. of patients: 90 Ovarian and up to 30 endometrial

Current accrual 32

Other important information: OpenSites UK 16, Francel6

Additional Participating Countries: TheNetherlands, Denmari&pain Portugal,
Italy, Belgium still to open

Randomisation: Nintedanib200 mg bid versus chemotherapy

Chemotherapy for endometrial canc€arboplatin (AUC 5) /Paclitaxel 175 mg#i21 or

doxorubicin 60 mg/m2 g21

Primary endpoint: PFS
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Dutch Gynaecological Oncology Group
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Trial settingStage Il endometrial cancer hightintermediaterisk

Study DesignRandomised trial of molecular profietased versus standard
recommendations for adjuvamadiotherapy

Planned No. of patient&00. Current accrual46

Other important information ANZGOG and NCRI UK preparing participation

Individual treatment Randomisation| | Standardtreatment recommendation
recommendation based on 2 <:> 1 based onclinicopathologicalactors
molecular pathology analysis T
4 _ ;
Favourable=> | Observation(~55%) Vaginalbrachytherapy

Intermediatemd | Vaginalbrachytherapy(~40%)

Unfavourablq External beam radiation therapy (~5%)




NR GYNECOLOGIC
CANCER INTERGROUP
Foundation/Partners o C——
ONCO I_OGY % G O G 2 3 8 An Ou;nn‘x.\llmn lo_: ln;‘umlbannl f';\‘-;\en(lvc
b Groups for Clinical Trisks in Gynecakgic Cancers
| Advancing Research. Improving Lives.™ == |

A 2/25/2008 Pelvic Recurrence

A Endorsed by RTOG GOG 238
A 115/154 accrued Regimen |

Whole Pelvis Radiation

4500 cGy in 25 fractions to the whole pelvis
"1 (180 cGy/fraction)
- Interstitial or Intracavitary Brachytherapy or
—~ external beam boost

Recurrent endometrial
carcinoma confined to
the pelvis/vagina

~— Regimen |I
T— Whole Pelvis Radiation

— 4500 cGy in 25 fractions to the whole pelvis
T (180 cGy/fraction)
Weekly Cisplatin
40 mg/m3wk
Interstitial or Intracavitary Brachytherapy or
external beam boost

MN—=00ZX>2X1

Institution IMRT Credentialing is required when IMRT is lo be used before regislering any patient on this trial. A Knowledge
Assessment for this study must be completed by the treating radiation oncologist before registering patients on this trial.

For patients with tumors involving the distal vagina and clinically negative groins, the bilateral inguino-femoral lymph node regions
should be treated to 4500 cGy.

3-D conformal or IMRT boost is allowed for patients who are not candidates for brachytherapy.
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ANNUAL MEETING

Endometrial Cancer Conservative treatment
A multicentre archive

PRIMARY OUTCOME MEASURES: CR, duration of response, pattern of relapse, frequency of
metachronous ovarian cancer, tumor-related deaths;

SECONDARY OQUTCOME MEASURES: morbidity, frequency & oucome of pregnancies,

| center | Code | ___PI____|Registration date | N°of patients registered

National Cancer Institute of Naples,

Naples. ltaly 640 Stefano Greggi March 2014 31
Cenels Uimvesly ef s e 145 Giovanni Scambia September 2015 13
Heart, Rome. Italy

Fege  CovEnl DOl [Hespisl 254 Chiara Malandrino December 2015 6
Bergamo. Italy

San Raffaele Hospital, Milan. Italy 321 Patrizia De Marzi October 2015 4
National Cancer Institute of Rome, 741 i July 2016

Rome. Italy

University of Bari, Bari. Italy 111 Gennaro Cormio October 2015

The Royal Wo me n dHospital,

Parkville. Australia 668 i August 2015

The Obstetrics & Gynecology Hospital i

of Fudan University, Shanghai. China 676 Sl AU

Leiden Medical University, Leiden. 704 i September 2015

Netherlands

s.greggi@istitutotumori.na.it; Tot N 54

ginecologia@istitutotumori.na.it




Phase Il trial of anti-endoglin antibody (TRC105)
without or with bevacizumab in relapsed high risk GTN

. TRC105
30 patients CR " Continued for 4 cycles
Single agent __ pRr , TRC105+
TRC105 bevacizumab
Single agent _, TRC105+
- —‘ bevacizumab J‘ - bevacizumab ‘
Opened Nov 016
Inclusion criteria:
AHigh risk GTN 4 patients recruited: 1 CR and 2 PD and 1 starting

AElevated hCG or
Measurable PSTT/ETT
A2 1 prior multi agent regimen

APS¢ 1
Participating ISSTD Member Institutions
=Brigham & Women’s Hospital, Dana-Farber Cancer Institute, Harvard Medical
. School, Boston, MA, USA GYNECOLOGIC
Imperlal CD"EgE =Charing Cr;ss Hospital, Imperial College, London, UK CANCF.R ,I:I_TERGROUP

=Robert H. Lurie Comprehensive Cancer Center, Northwestern University
Feinberg School of Medicine, Chicago, IL, USA
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Activating trials
ENGOIENG/NSGO/TSB42: Phase3, Randomized Studgf TSR042, an

Anti-PD-1 Monoclonal AntibodyyersusL y @S & G A 3+ 02 NQa [/ K:
In Patients withAdvanced/RecurrenEndometrial Cancer

| Recurrent EndometriaCancer-> MSI test

MSHH MSS

Microsatellite instibility high Microsatellite stable
n =450

1:1 Randomization

t KéaAo
choice
chemotherapy

Primary EndPoint: PES

Primary EndPoint: OS

Crossover
to TSR042



ECLAT-Endometrial Cancer
Lymphadenectomy  Trial

Ahistologically confirmed
endometrial cancer System. lymphadenectomy

AFIGO IB, Il (all subtypes)
AFIGO IA, G3 (endometrioid)
AFIGO IA (serous/cc)
AAbsence of bulky nodes
AAge 18-80y

pelvic

para-aortic

Starting: Q4 2017 n=640
Centers have to qualify no lymphadenectomy

Primary endpoint: Overall Survival
(5 year OS 75 A 83%)

/Subproject FRAILTY SLN in LNE arm as additional procedure allowed
fSubproject SLN Interested groups: GINECO, NSGO
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New trial proposals

Phase Ill randomized trial atezolizumab in combination with
paclitaxel and carboplatin in women with advanced/recurrent

endometrial cancer .

Stagelll/IV or 11
recurrent
endometrial cancer

Stratified by
APrior RT
ARecurrent disease  PrimaryEndpoints OS PFSndPFSn MSI

AMSI SecondaryEndpoints PF, RRQol, safety
TranslationalEndpoints POL, PDL, TILspblood basedbiomarkers
Statistical analysis Powered for PFSand OS in ITT
populationand PF3n MSlsubgroup

Study Duration accrual &rs(+FU 3yrs)
No of patients 550



