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Discussion Outline

❖ Review what is new in ovarian cancer 
❖ Review what is new in uterine cancer
❖ Review what is new in cervical (vaginal & vulvar) cancers
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Trastuzumab Deruxtecan (T-DXd) was 
Designed with Seven Key Attributes

T-DXd is an ADC with three components:
1. A humanized anti-HER2 IgG1 mAb with the same amino acid 

sequence as trastuzumab

2. A topoisomerase I inhibitor payload, an exatecan derivative

3. A tetrapeptide-based cleavable linker

4
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Cleavable tetrapeptide-based linker

Topoisomerase I inhibitor payload
 (DXd=DX-8951f derivative)

Deruxtecan1,2

Seven Key Attributesa,1–5

Payload mechanism of action:

topoisomerase I inhibitor

High potency of payload

High drug-to-antibody ratio ≈8

Payload with short systemic half-life

Stable linker payload

Tumor-selective cleavable linker

Bystander antitumor effect

Humanized anti-HER2
IgG1 mAb1–3

aThe clinical relevance of these features is under investigation.
ADC, ant ibody–drug conjugate; HER2, human epidermal growth factor receptor 2; IgG1, immunoglobulin G1; mAb, monoclonal antibody; T-DXd, trastuzumab deruxtecan.

1. Nakada T, et al.  Chem Pharm Bull (Tokyo). 2019;67(3):173–185. 2.  Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097–5108. 3. Trail PA, et al. Pharmacol Ther. 2018;181:126–142. 

4. Okamoto H, et al. Xenobiotica. 2020;50(10):1242–1250. 5. Nagai Y, et al. Xenobiotica. 2019;49(9):1086–1096.
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Other tumorsb

DESTINY-PanTumor02: A Phase 2 Study of T-DXd for 
HER2-Expressing Solid Tumors

Funda Meric-Bernstam, MD

An open-label, multicenter study 

(NCT04482309) 

aPatients were eligible for either test. All patients were centrally conf irmed. bPatients with tumors that express HER2, excluding tumors in the tumor-specific cohorts,  and breast cancer, non-small cell lung cancer, gastric cancer, and colorectal cancer.  

cInvestigator-assessed per Response Evaluation Criteria In Solid Tumors version 1.1.

2L, second-line; ASCO, American Society of Clinical Oncology; DCR, disease control rate; CAP, College of American Pathologists; DOR, durat ion of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 
2; 

IHC, immunohistochemistry; ORR, objective response rate; OS, overall survival;  PFS, progression-free survival;  PS, performance status; q3w, every 3 weeks; T-DXd, trastuzumab deruxtecan; WHO, World Health Organization.
1. Hofmann M, et al. Histopathology 2008;52(7):797–805.

Primary endpoint

• Confirmed ORR 

(investigator)c

Secondary endpoints

• DORc

• DCRc

• PFSc

• OS

• Safety 

Data cut-off for 

analysis:

• Nov 16, 2022

• Advanced solid tumors not eligible 

for curative therapy

• 2L+ patient population

• HER2 expression (IHC 3+ or 2+) 

• Local test or central test by 

HercepTest if local test not 

feasible (ASCO/CAP gastric 

cancer guidelines1)a 

• Prior HER2-targeting therapy 

allowed

• ECOG/WHO PS 0–1

Bladder cancer

Endometrial cancer

Ovarian cancer

Pancreatic cancer

Biliary tract cancer

Cervical cancer

n≈40 
per 

cohort 
planned

T-DXd
5.4 mg/kg 

q3w

(Cohorts with no objective 

responses in the first 15 

patients were to be closed)
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Best Percentage Change in Target Lesion From Baseline
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ORR in 

IHC 3+

Cervical
 (n=8)

Endometrial
(n=13)

Ovarian
 (n=11)

BTC 
 (n=16)

Pancreatic
 (n=2)

Bladder
 (n=16)

Othera

 (n=9)

n (%) 6 (75.0) 11 (84.6) 7 (63.6) 9 (56.3) 0 9 (56.3) 4 (44.4)

Analyses were performed in patients who received ≥1 dose of T-DXd (n=267). Analysis of ORR in IHC 3+ was performed in patients with centrally confirmed HER2 status (n=75).  
aResponses in extramammary Paget’s disease, head and neck cancer, oropharyngeal neoplasm, and salivary gland cancer.

BTC, biliary tract cancer; IHC, immunohistochemistry; ORR, objective response rate.

M
ax

im
u

m
 c

h
an

ge
 in

 s
u

m
 o

f 
di

am
et

er
s 

of
 

ta
rg

et
 le

si
o

n 
fr

om
 b

as
el

in
e,

 %

120

100

80

60

40

20

0

–20

–40

–60

–80

–100

IHC 3+



PRESENTED BY:

DESTINY-PanTumor02

Percentage Change in Target Lesions Over Time
7
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Analyses were performed in patients who received ≥1 dose of T-DXd (n=267).
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Prolonged response and disease stabilization in many patients



❖ ORR: 37.1% (61.3% in patients with IHC 3+)
❖ Median DOR: 11.8 m (22.1m in patients with IHC 3+)
❖  Safety of T-DXd was consistent with  the known profile



Ovarian cancer



BRCA1/2 mutations remain our BEST biomarker for PARPi benefit accross 1st line trials

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



What we have learned… Beyond BRCAm OC, a further subset likely homologous recombination deficient (HRD)

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



High genomic instability score (GIS) is our 2nd best biomarker to select patients for PARPi – 1st line trials

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















Uterine cancer





















Cervical (vaginal & vulvar) cancers



A randomised phase III trial of 
induction chemotherapy followed by 
chemoradiation compared with 
chemoradiation alone in locally 
advanced cervical cancer.

The GCIG INTERLACE trial

CRUK grant number: C37815/A12832

M. McCormack1, D. Gallardo2, G. Eminowicz1, P. Diez3, L. 

Farrelly4, C. Kent5, E. Hudson6, M. Panades7, T. Mathew8, 

A. Anand9, M. Persic10, J. Forrest11, R. Bhana12, N. Reed13, 

A. Drake14, H. Stobart15, A. Mukhopadhyay16, A.M. Hacker4, 

A. Hackshaw4, J.A. Ledermann4

1University College Hospital NHS Trust, London, UK; 2INCAN, Mexico; 3East and Nor th Hertfordshire 

NHS trust, UK; 4University College London CTC, UK; 5University of Leicester NHS trust, UK; 6Velindre 

Cancer Centre, UK; 7United Lincolnshire Hospitals NHS Trust, UK; 8Sheffield Teaching Hospitals NHS 

Trust, UK; 9Nottingham University NHS Trust, UK; 10University of Derby and Burton NHS Foundation 

Trust, UK; 11Royal Devon and Exeter NHS Foundation Trust, UK; 12University Hospital of North Midlands 

NHS Trust, UK; 13Beatson West of Scotland Cancer Centre, UK; 14Belfast Health and Social Care Trust, 

UK; 15Independent Cancer Patients' Voice, UK; 16Kolkata Gynaecological Oncology  Trials and Translational 
Research Group, Kolkata India



• Newly diagnosed histologically 

confirmed FIGO (2008) stage 

IB1 node+,IB2 ,II,IIIB,IVa  

squamous, adeno, 

adenosquamous cervical cancer

• No nodes above aortic 

bifurcation

• Adequate renal/liver and bone 

marrow function

• Fit for chemotherapy & radical 

RT

• No prior pelvic RT

RT=Radiation

IMRT=Intensity modulated radiation

EBRT=External beam radiation

BT= Brachytherapy

RTQA=Radiation quality assurance

Randomised 
(n=500)

Induction chemotherapy 
(n=250)Carboplatin (AUC2) & paclitaxel (80mg/m2) given 

weekly for 6 weeks 

Standard CRT (n=250)
Chemotherapy: cisplatin (40mg/m2) weekly for 5 weeks

Radiotherapy: EBRT (40-50.4Gy in 20-28 fractions) & brachytherapy 
to give a minimum total EQD2 dose of 78Gy to point A,3D 

brachytherapy recommended
Overall treatment time </=50days

All centres underwent RTQA

Follow-up
3-monthly for 2 years then 6-monthly 

for 5 years

INTERLACE Trial Design

Week 7

Key eligibility criteria

• Site
• Stage
• Nodal status
• 3D v IMRT EBRT
• 2D v 3D BT
• Tumour size
• SCC v other

Stratified by

• PFS
• OS

Primary endpoints

Secondary 
endpoints

• Adverse events
• Pattern of 

relapse
• QOL
• Time to 

subsequent 
treatment 

Mary McCormack
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Mary McCormack

INTERLACE Progression-Free Survival (median FU 64m)  

146 PFS events
HR 0.65;95% CI:0.46 -0.91
P=0.013

Induction 

Chemo+ CRT 

(n=250)

CRT alone

(n=250)

3yr PFS 75% 72%

5yr PFS 73% 64%
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Mary McCormack

INTERLACE Overall Survival (median FU 64m)

109 deaths
HR 0.61;95% CI: 0.40-0.91
P=0.04

Induction 

Chemo + CRT 

(n=250)

CRT alone 

(n=250)

3yr OS 86% 80%

5yr OS 80% 72%



Pembrolizumab Plus Chemoradiotherapy for 
High-Risk Locally Advanced Cervical Cancer: 
The Randomized, Double-Blind, Phase 3 
ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study

Domenica Lorusso,1 Yang Xiang,2 Kosei Hasegawa,3 Giovanni Scambia,4 

Manuel Leiva,5 Pier Ramos-Elias,6 Alejandro Acevedo,7 Julia Vizkeleti,8 

Andrea Gomes,9 Fernando Contreras Mejía,10 Ari Reiss,11 Ali Ayhan,12 

Jung-Yun Lee,13 Valeriya Saevets,14 Flora Zagouri,15 Kan Li,16 Karin Yamada,16 

Sarper Toker,16 Sandro Pignata,17* Linda R. Duska18* on behalf of the 

ENGOT-cx11/GOG-3047/KEYNOTE-A18 investigators
1Gynaecology Oncology Unit, Fondazione Policlinico Universitario A Gemelli IRCCS and Catholic Univers ity of Sacred Heart, 

Rome, Italy; 2Department of Obstetrics and Gynecology, Peking Union Medical College Hospital, National Clinical Research 

Center for Obstetric  & Gynecologic Diseases, Beijing, China; 3Saitama Medical University International Medical Center, 

Hidaka, Saitama, Japan; 4Scientific Directorate, Fondazione Policlinico Univers itario Agostino Gemelli IRCCS and Catholic 

University of the Sacred Heart, Rome, Italy; 5Instituto de Oncologia y Radioterapia Clinica Ricardo Palma, Lima, Peru; 6Integra 

Cancer Institute, Edificio Integra Medical Center, Guatemala City, Guatemala; 7Oncocentro, Valparaiso, Chile; 8National 

Institute of Oncology, Centre of Radiotherapy, Budapest, Hungary; 9Liga Norte Riograndense Contra o Cancer Rio Grande do 

Norte, Braz il;  10Instituto Nacional de Cancerologia, Bogota, Colombia; 11Rambam Medical Center, Gyneco-oncology Unit, 

Haifa, Israel; 12Turkish Society of Gynecologic Oncology (TRSGO), Başkent University, Ankara, Turkiye; 13Severance Hospital, 

Yonsei University  College of Medicine, Seoul, Republic of Korea; 14Chelyabinsk Regional Clinical Center Oncology and 

Nuclear Medicine, Chelyabinsk, Russia; 15Alexandra Hospital, Athens, Greece; 16Merck & Co., Inc., Rahway, NJ, USA; 
17Department of Urology and Gynecology, Is tituto Nazionale Tumori IRCCS Fondazione G. Pascale, Napoli, Italy; 18University 

of Virginia School of Medicine, Charlottesville, VA, USA

*Drs. Pignata and Duska contributed equally  to this presentation.



ENGOT-cx11/GOG-3047/KEYNOTE-A18:
Randomized, Double-Blind, Phase 3 Study

aA 6th cyc le was allowed per investigator discretion. EBRT, external beam radiotherapy; FIGO, International Federation of Gynecology and Obstetrics; Gy, grays; IMRT, intensity-modulated radiotherapy; Q3W, every 3 weeks; Q6W, every 6 weeks; 

RECIST, Response Evaluation Criteria in Solid Tumors; VMAT, volumetric-modulated arc therapy. ENGOT-cx11/GOG-3047/KEYNOTE-A18 ClinicalTrials.gov identifier, NCT04221945.

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.Pr esented by: Domenica Lorusso

Stratification Factors

• Planned EBRT type (IMRT or VMAT vs 
non-IMRT or non-VMAT)

• Stage at screening (stage IB2-IIB vs III-IVA) 

• Planned total radiotherapy dose (<70 Gy vs 
≥70 Gy [EQ2D])

Key Eligibility Criteria

• FIGO 2014 stage IB2-IIB (node-
positive disease) or FIGO 2014 
stage III-IVA (either node-
positive or 
node-negative disease)

• RECIST 1.1 measurable or non-
measurable disease

• Treatment naïve 

Cisplatin 40 mg/m2 QW for 
5 cyclesa + EBRT followed by 

brachytherapy 
+

Pembrolizumab 200 mg Q3W for 
5 cycles

Cisplatin 40 mg/m2 QW for 
5 cyclesa + EBRT followed by 

brachytherapy 
+

Placebo Q3W
for 5 cycles

Pembrolizumab 400 mg Q6W
for 15 cycles

Placebo Q6W
for 15 cycles

R
1:1

N = 1060



Pts w/ 
Event

Median, 
mo 

(95% CI)

Pembro Arm 21.7% NR
(NR-NR)

Placebo Arm 29.0% NR
(NR-NR)

Primary Endpoint: Progression-Free Survival

HR 0.70 (95% CI, 0.55-0.89) P 
= 0.0020a

24-mo rate (95% CI)
67.8% (61.8-73.0) 
57.3% (51.2-62.9)
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529 400 282 171 26462 331 222 100 3 0

531 379 263 149 20463 306 208 88 0 0

Response assessed per RECIST v1.1 by investigator review or histopathologic confirmation. aWith 269 events (88.5% information fraction), the observed P = 0.0020 (1-sided) crossed the prespecified nominal boundary of 0.0172 (1-sided) at this  planned first 

interim analys is . The success criterion of the PFS hypothesis was met, and thus no formal testing of PFS will be performed at  a later analysis. Data cutoff date: January 9, 2023. 

Median (range) follow-up: 17.9 mo (0.9-31.0)

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.Pr esented by: Domenica Lorusso



Pts w/ 
Event*

Median, mo
(95% CI)

Pembro Arm 8.3% NR
(NR-NR)

Placebo Arm 11.1% NR
(NR-NR)

*42.9% information fractiona

Primary Endpoint: Overall Survival

HR 0.73 (95% CI, 0.49-1.07)

24-mo rate (95% CI)
87.2% (82.4-90.8) 
80.8% (74.8-85.5) 
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No. at risk

529 456 351 223 67496 405 294 151 1 010

531 449 339 214 62498 402 278 139 0 012
aAt this analysis, 103 of the 240 deaths expected at the f inal analysis had occurred.

Data cutoff date: January 9, 2023. 

Median (range) follow-up: 17.9 mo (0.9-31.0)

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.Pr esented by: Domenica Lorusso





innovaTV 301/ENGOT-cx12/GOG-3057:
A Global, Randomized, Open-Label, Phase 3 
Study of Tisotumab Vedotin vs Investigator’s 
Choice of Chemotherapy in 2L or 3L 
Recurrent or Metastatic Cervical Cancer

Prof. Em. Dr. Ignace Vergote

University Hospitals Leuven, Katholieke Universiteit Leuven, Leuven, and Belgium and 

Luxembourg Gynaecological Oncology Group, Belgium, European Union

Antonio González Martín, Keiichi Fujiwara, Elsa Kalbacher, Andrea Bagaméri, 

Sharad Ghamande, Jung-Yun Lee, Susana Banerjee, Fernando Maluf, 

Domenica Lorusso, Kan Yonemori, Els Van Nieuwenhuysen, Luis Manso Sanchez, 
Linn Woelber, Anneke Westermann, Allan Covens, Elizabeth Whalley, 

Melinda Siew Leng Teng, Ibrahima Soumaoro, Brian M. Slomovitz
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innovaTV 301: A Randomized, Open-Label, Phase 3 Trial

Prof. Ignace Vergote

IC, investigator’s choice
End of treatment visit occurred 30 days after the last dose of treatment. Survival follow-up occurred every 60 days after the last dose of treatment.
aChemotherapy regimens were given at the following doses: topotecan: 1 or 1.25 mg/m2 IV on Days 1 to 5, every 21 days; vinorelbine: 30 mg/m2 IV on Days 1 and 8, every 21 days; gemcitabine: 1000 
mg/m2 IV on Days 1 and 8, every 21 days; irinotecan: 100 or 125 mg/m2 IV weekly for 28 days, every 42 days; pemetrexed: 500 mg/m2 on Day 1, every 21 days; bOS was defined as the time from the date 
of randomization to the date of death due to any cause; cAssessed by investigator.

• Data presented herein are a planned interim analysis

Stratified by:

• ECOG PS (0 vs 1)

• Prior bevacizumab (yes vs no)

• Prior anti-PD-(L)1 therapy (yes vs no)

• Geographic region (US, Europe, Other)

Key Eligibility Criteria Outcomes/EndpointsTreatment

Tisotumab Vedotin

(n=253)

2.0 mg/kg IV Q3W

IC Chemotherapya

(n=249)

• Topotecan

• Vinorelbine

• Gemcitabine

• Irinotecan

• Pemetrexed

Primary Endpoint

• OSb

Key Secondary Endpoints

• PFSc

• ORRc

• Safety

Randomization 1:1

N=502

• Recurrent or metastatic 

cervical cancer

• Disease progression on or 

after chemotherapy doublet ± 

bevacizumab and an anti-PD-

(L)1 agent, if eligible and 

available 

• ≤2 prior lines

• Measurable disease per 

RECIST v1.1

• ECOG PS 0-1
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Progression-Free Survival Per Investigator

Prof. Ignace Vergote

aThe threshold for statistical significance is 0.0453 (2-sided), based on the actual number of PFS events at interim analysis. 

30.4

%

18.9%

Tisotumab Vedotin

IC Chemotherapy

+ Censored

Treatment Events/Total Median (95% CI)
Tisotumab Vedotin 198/253 4.2 (4.0, 4.4)

IC Chemotherapy 194/249 2.9 (2.6, 3.1)

Stratified log-rank P valuea: <0.0001

HR (95% CI): 0.67 (0.54, 0.82)
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Overall Survival (Primary Endpoint)

Prof. Ignace Vergote

aThe threshold for statistical significance is 0.0226 (2-sided), based on the actual number of OS events at interim analysis. 

48.7

%

35.3

%

Tisotumab Vedotin

IC Chemotherapy

+ Censored

Treatment Events/Total Median (95% CI)
Tisotumab Vedotin 123/253 11.5 (9.8, 14.9)

IC Chemotherapy 140/249 9.5 (7.9, 10.7)

Stratified log-rank P valuea: 0.0038

HR (95% CI): 0.70 (0.54, 0.89)



UPMC Magee-Women’s Hospital

Pittsburgh

Thank you
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