
Copyright © 2021 Aptitude Health. All Rights Reserved. APTITUDE HEALTH® is a federally registered service mark of Aptitude Health Holdings, LLC

Global Perspectives in 
Gynecologic Malignancies 
at ESMO 2021
22 September 2021

FULL REPORT



Report Contents

Content Slide

Meeting Snapshot 3

Faculty Panel 4

Meeting Agenda 5

Flash Report 7

Strategic Recommendations 13

Global Perspectives
> Summary of faculty presentations
> Key insights from discussions

16



Meeting Snapshot

DATE: 
22 September 2021

PANEL: Key experts in 
gynecologic oncology
> 4 from US
> 4 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

GYNECOLOGIC CANCER-
SPECIFIC DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 4 US and 4 European Gynecologic 
Cancer Experts

CHAIR: 
Robert Coleman, MD 
FACOG, FACS
US Oncology Network

Nicoletta Colombo, MD, PhD
European Institute of Oncology

Christina Fotopoulou, 
MD, PhD 
Imperial College London

Leslie Randall, MD, MAS
Virginia Commonwealth 
University Health
Massey Cancer Center

David O'Malley, MD 
The Ohio State University 

Comprehensive Cancer Center

Mansoor Mirza, MD 
Copenhagen University 

Hospital

Jonathan Ledermann, MD 
Cancer Research UK 
London and UCL Cancer 
Trials Centre 

Ursula Matulonis, MD 
Dana-Farber Cancer 
Institute



Meeting Agenda (1/2)
Time (EDT) Topic Speaker/Moderator
9.00 AM – 9.05 AM Welcome, Introductions, and Meeting Objectives Robert Coleman, MD, FACOG, FACS

9.05 AM – 9.20 AM
First-Line Treatment and Maintenance Therapy for 
Advanced Ovarian Cancer Christina Fotopoulou, MD, PhD 

9.20 AM – 9.45 AM Key Questions and Topics for Discussion Robert Coleman, MD, FACOG, FACS

9.45 AM – 9.50 AM Key Takeaways Christina Fotopoulou, MD, PhD; 
Robert Coleman, MD, FACOG, FACS

9.50 AM – 10.05 AM Treatment Strategies for Relapsed Ovarian Cancer Mansoor Mirza, MD

10.05 AM – 10.30 AM Key Questions and Topics for Discussion Robert Coleman, MD, FACOG, FACS

10.30 PM – 10.35 AM Key Takeaways Mansoor Mirza, MD
Robert Coleman, MD, FACOG, FACS

10.35 AM – 10.50 AM
Current Treatment and Future Directions for Advanced 
Endometrial Cancer Ursula Matulonis, MD

10.50 AM – 11.15 AM Key Questions and Topics for Discussion Robert Coleman, MD, FACOG, FACS

11.15 AM – 11.20 AM Key Takeaways Ursula Matulonis, MD; 
Robert Coleman, MD, FACOG, FACS



Meeting Agenda (2/2)
Time (EDT) Topic Speaker/Moderator
11.20 AM – 11.25 AM Break

11.25 AM – 11.40 AM
Advanced Cervical Cancer: Current and Future 
Treatment in First Line David O'Malley, MD

11.40 AM – 12.05 PM Key Questions and Topics for Discussion Robert Coleman, MD, FACOG, FACS

12.05 PM – 12.10 PM Key Takeaways David O’Malley, MD; 
Robert Coleman, MD, FACOG, FACS

12.10 PM – 12.25 PM
Recurrent Cervical Cancer: Current and Future 
Treatments Leslie M. Randall, MD, MAS

12.25 PM – 12.50 PM Key Questions and Topics for Discussion Robert Coleman, MD, FACOG, FACS

12.50 PM – 12.55 PM Key Takeaways Leslie M. Randall, MD, MAS;
Robert Coleman, MD, FACOG, FACS

12.55 PM – 1.00 PM Conclusion and Wrap-up Robert Coleman, MD, FACOG, FACS



GLOBAL PERSPECTIVES



First-Line Treatment and 
Maintenance Therapy for 
Advanced Ovarian Cancer



Current Landscape of Frontline Ovarian Cancer

Ovarian cancer has seen recent changes in systemic treatments 
with the introduction of bevacizumab and PARP inhibitors
> The understanding that ovarian cancer is a phenotypically and 

molecularly heterogeneous disease has led to the use of more 
targeted therapy approaches

> Carboplatin-paclitaxel has been the standard frontline treatment 
of ovarian cancer since 2011, and ICON8 established 3-weekly 
dosing of paclitaxel + carboplatin dosing as standard

> Bevacizumab, used in combination with chemotherapy and as 
maintenance, was approved in the US and Europe after GOG 
218 and ICON-7 for patients who have not already received 
bevacizumab 

> PARP inhibitors have not been incorporated into the 
ESMO/ASCO guidelines for first-line therapy yet, but are 
expected to be after a consensus meeting in 2022

Global Perspectives in Gynecologic Malignancies – ESMO 2021 
(1/3)
Presented by Christina Fotopoulou, MD, PhD 

First-Line Maintenance Options in Ovarian Cancer



PARP Inhibitors

PARP inhibitors have shown strong efficacy as maintenance therapy, both alone or in combination with bevacizumab 
> The SOLO-1 trial of olaparib showed prolonged PFS benefit for patients with BRCA mutations, even after stopping the drug
> Niraparib was approved as maintenance therapy regardless of HRD and BRCA mutation status, on the basis of results of the PRIMA study
> Rucaparib maintenance following bevacizumab maintenance is being investigated in the MAMOC trial
> The combination of olaparib + bevacizumab was FDA approved as first-line maintenance in in patients with HRD on the basis of the PAOLA-

1 trial
− Updated data* also showed improved PFS2 for patients who received the combination, especially in those with high-risk disease

> The phase II OVARIO trial of maintenance niraparib + bevacizumab showed an 18-month PFS of 62%; these promising results could lead to 
a future phase III study

> While studies of PARPi + bevacizumab so far have used bevacizumab alone as a comparator, advisors are interested to see how the 
combination compares with PARP inhibition alone; in this regard, the MITO-25 study will compare maintenance rucaparib alone to rucaparib 
+ bevacizumab combination therapy

Data also support the use of PARP inhibitors in combination with frontline chemotherapy
> Veliparib in combination with frontline chemotherapy, followed by veliparib maintenance therapy, led to prolonged PFS in both HRD and HRP 

patients in the phase III VELIA trial 

Global Perspectives in Gynecologic Malignancies – ESMO 2021 
(2/3)
Presented by Christina Fotopoulou, MD, PhD 

*Presented at ESMO 2021.
HRD, homologous recombination deficient; HRP, homologous recombination proficient.



Global Perspectives in Gynecologic Malignancies – ESMO 2021 
(3/3)
Presented by Christina Fotopoulou, MD, PhD 

Choice of First-Line Therapy

When choosing frontline therapy, advisors are strongly guided 
by biomarkers 
> In all countries, it is expected to be standard to perform upfront 

HRD testing and BRCA mutation testing
> For patients who are BRCAm or HRD, physicians can use PARPi 

with or without bevacizumab, depending on contraindications, 
patient preference, and financial considerations

> For patients who are HRP, advisors mainly give bevacizumab, 
but niraparib is also available for these patients 

Advisors feel there is an urgent need to identify more 
biomarkers in order to further optimize outcomes

Biomarker-Based Treatment Algorithm

Immunotherapy

Immunotherapy has not yet demonstrated efficacy in ovarian 
cancer
> The phase III JAVELIN trial was negative for both PFS and OS 

with the addition of avelumab to chemotherapy
> Additionally, the phase III IMagyn050 trial did not show promising 

results with the addition of atezolizumab to chemotherapy + 
bevacizumab, even for PD-L1–positive patients

Ovarian Cancer Biomarkers



Key Insights: First-Line and 
Maintenance Therapy for 
Advanced Ovarian Cancer



Approaches to Biomarker Testing in Ovarian Cancer

Testing Algorithms

Experience with biomarker testing in ovarian cancer varies between countries, and between institutions within the same country
> In the UK, most patients receive BRCA testing upfront, but advisors noted that not all patients receive HRD tests

− The patient will likely discuss testing with the gynecologist first, and a medical oncologist will order the test. Genetic counselors are only 
used if a germline BRCA mutation is discovered. Currently, germline samples are only locally tested for BRCA1/2 and BRP1, though 
some patients pay extra to receive full-panel testing

− Somatic tumor testing and HRD analysis are funded through the NHS for all patients with stage 3 or 4 ovarian cancer, and non-
mucinous patients can receive germline testing. Oncologists work closely with the pathologists who send the samples for testing at 
regional genetic hubs. Advisors feel this process works quickly and effectively

− Advisors noted an issue with the increasing number of patients undergoing neoadjuvant therapy, resulting in patients not having enough 
tissue for HRD and somatic analysis at resection. Decision making can be delayed if the patient did not receive a 2- or 3-pass biopsy to 
collect enough tissue, since oncologists will then have to wait until the interval debulking surgery specimen for analysis 

> In Italy, testing for BRCA mutations and HRD can be performed in parallel
− Large centers use Myriad for HRD testing, funded by AstraZeneca, typically starting with somatic samples. Smaller centers perform 

BRCA and HRD tests locally, typically starting with germline samples
> In Denmark, ovarian cancer patients receive BRCA testing upfront, and only BRCAwt patients receive HRD testing

> All cancer treatment is centralized and done in university hospitals
> After the gynecologist performs a biopsy, pathologists perform somatic BRCA testing. Once the patient is seen by an oncologist, 

germline BRCA tests will be performed. All BRCAwt patients receive HRD testing with Myriad
> Advisors from the US noted that germline panel testing is common



Expert Perspectives on the Frontline Setting

Frontline Therapy

Most advisors would prefer to use PARP inhibitors in the first line and 
reserve bevacizumab for later lines in the recurrent setting
> In the US, advisors may be hesitant to use bevacizumab in first line, 

unless the patient has true stage 4 disease and difficult-to-control 
ascites. Bevacizumab is mostly used in the recurrent setting

− Factors that lead to avoidance of bevacizumab are the 4-month 
PFS without OS benefit, toxicity, and the requirement for frequent 
visits

> Advisors noted that some patients refuse bevacizumab on the basis of
perforation risks and pre-existing hypertension or kidney dysfunction

> In England, advisors can only use bevacizumab in the first-line setting. 
Efforts are being made to acquire funding for use in the recurrent 
setting with non-platinum chemotherapy, as is the case in Scotland 

> Ultimately, advisors feel that PARP inhibitors work better in earlier lines, 
with preferable toxicity profiles

HRP disease remains an unmet need in ovarian cancer
> Patients with HRP disease will likely receive bevacizumab as frontline 

maintenance, but bevacizumab can only be given once in Europe, and 
other options for these patients are limited

> Advisors feel the ENGOT-Ov17 study has demonstrated that 
bevacizumab reuse can be efficacious 

Dr Ledermann:
Many people would not particularly want to use 
[bevacizumab] in the first-line setting, particularly 
now as we are using more PARP inhibitors in the 
frontline setting. You might want to reserve your 
bevacizumab for the second and subsequent lines of 
treatment. That is an issue that needs to be tackled 
from both the pharma side and from the payors’ side 
within the individual country.

“

“
Dr Matulonis:
How much does the bevacizumab help? It’s toxic. It 
brings patients in continuously for several months 
post-chemotherapy, with no survival benefit.  
I think our group does not use bevacizumab, for the 
most part. We use it in the recurrent setting for 
certain, but not in the upfront setting.

“

“



Treatment Strategies for 
Relapsed Ovarian Cancer



Landscape of Platinum-Sensitive, Relapsed Ovarian Cancer 

More patients now live with ovarian cancer as a chronic disease, due to recent advancements in treatment

Surgical approaches in recurrent disease have shown contradictory results
> The DESKTOP-3 trial showed both PFS and OS benefits with surgery, especially in patients who were completely resected
> However, GOG 213 was unable to show a benefit with surgery

The addition of bevacizumab to platinum-based chemotherapy and as maintenance therapy led to improved PFS in 3 trials – OCEANS, 
GOG 213, and ENGOT-Ov17
> Bevacizumab is more efficacious in later lines; however, if physicians wait too long to use it, many patients will miss the opportunity to 

potentially benefit from it
> In Europe, bevacizumab is the standard of care in first line, which leads to questions of whether it can be used again in later lines. ENGOT-

Ov17 demonstrated that bevacizumab reuse prolongs PFS in the relapsed setting

A major shift in approaches to managing relapsed ovarian cancer occurred with the introduction of PARP inhibitors; these agents can 
be used as maintenance therapy following response to platinum-based chemotherapy, regardless of BRCA mutation status
> The phase II STUDY-19 trial showed striking PFS curves in all-comers (BRCAm and BRCAwt patients) with olaparib maintenance. The 

phase III SOLO-2 trial of olaparib also demonstrated significantly improved PFS with olaparib in patients with BRCAm ovarian cancer
> The phase III ENGOT-Ov16/NOVA trial of niraparib demonstrated clear and prolonged PFS benefit as maintenance therapy, regardless of 

BRCA status 
> The ARIEL-3 study showed benefit in the ITT population with rucaparib maintenance therapy

Treatment Strategies for Relapsed Ovarian Cancer (1/3)
Presented by Mansoor Mirza, MD



Sequencing Therapy in the Relapsed Setting

Restrictions on reuse of bevacizumab and PARP inhibitors has led to limited options for treatment in relapsed disease
> In both Europe and the US, PARP inhibitors cannot be reused in later lines

− The results of OReO/ENGOT-Ov38* (olaparib maintenance retreatment) show there is a modest benefit to rechallenging with PARP 
inhibitors regardless of BRCA status; however, advisors do not expect to see approval in Europe, on the basis of efficacy shown so far 

− In order to reuse PARP inhibitors, the mechanism of PARP resistance will need to be better understood to determine which patients 
would most benefit from this approach

> In Europe, bevacizumab cannot be reused in subsequent lines of treatment

Treatment Strategies for Relapsed Ovarian Cancer (2/3)
Presented by Mansoor Mirza, MD

Biomarker-Based Algorithm for Platinum-Sensitive, Relapsed Ovarian Cancer

*Presented at ESMO 2021.



Immunotherapy

Immunotherapy has not yet shown efficacy in relapsed ovarian 
cancer 
> JAVELIN-200 did not show an OS benefit with adding avelumab 

to PLD chemotherapy; additionally, the results of IMAGINE-50 
were not impressive

The combination of PARP inhibitor, IO, and antiangiogenic 
agent has shown more promising results
> The addition of bevacizumab to olaparib and durvalumab showed 

impressive response rates 
> Advisors look forward to the results of ongoing trials investigating 

PARPi, IO, and antiangiogenic combinations

Treatment Strategies for Relapsed Ovarian Cancer (3/3)
Presented by Mansoor Mirza, MD

ADCs

Folate receptor alpha-targeted ADCs have shown interesting 
data in the biomarker-positive population 
> Advisors expect to see positive results from the phase III trial of 

mirvetuximab soravtansine in platinum-resistant relapse
> Advisors also await further results from studies of MORAb-202

Other Investigational Approaches 

> Advisors are also interested in therapies targeting the Axl/Gas6 
pathway, such as AVB-500 in platinum-resistant disease

> A chemotherapy-free regimen of the PI3K inhibitor alpelisib and 
olaparib has shown promising response rates compared with 
chemotherapy in gBRCAwt, platinum-resistant patients

FORWARD-1 (mirvetuximab soravtansine)



Key Insights: Relapsed 
Ovarian Cancer



Sequencing Drugs in Platinum-Sensitive Relapse

Treatment of Platinum-Sensitive Ovarian Cancer

Advisors anticipate increased use of bevacizumab in the relapsed setting with the uptake of PARP inhibitors in the first line
> While advisors feel bevacizumab is efficacious in frontline and in both platinum-sensitive and platinum-resistant relapse, they feel PARP 

inhibitors work best in frontline; in this regard, advisors would like to use PARPi upfront, where they will have the best efficacy
− However, physicians in England who are restricted to using bevacizumab in the first line may continue to use frontline bevacizumab 

maintenance, in order to not miss the opportunity
Bevacizumab is favored upfront for HRP patients, but PARPi may be used in later lines in these patients if they have a complete 
response to platinum-based chemotherapy
> Advisors feel an HRD test may not be necessary to use PARP inhibitors in the platinum-sensitive setting
Global differences in approvals impact sequencing strategies
> In Europe, when a patient progresses after receiving bevacizumab, the only remaining option is to use PARP inhibitors in HRD patients

Dr O’Malley:
We know biomarker HRD is an imperfect test, and 
we know that probably at least 10%, if not 20%, of 
HRP patients will get a wonderful benefit from 
PARPi. We just need to identify those, and maybe a 
way to identify them is this platinum sensitivity.

“ “Dr Matulonis:
I think we’re going to see increasing use of 
bevacizumab in the recurrent setting because 
patients are going to be getting PARP inhibitors 
upfront. It’s going to happen more in HRD, and 
certainly HRP patients as well. 

“ “



PARP Inhibitors in Platinum-Sensitive Relapse

Choice of PARP Inhibitor

> Advisors generally feel that all 3 available PARP inhibitors have 
consistent efficacy; choice of PARP inhibitor is largely driven by 
patient preference on dosing and toxicity profile

> Advisors shared anecdotal experience that niraparib is more 
efficacious when a patient progressed on other PARP inhibitors

> Some pharmacologic data suggest that niraparib crosses the 
blood-brain barrier and is sustained longer in the brain than other 
PARP inhibitors

PARP Inhibitor Reuse

PARP inhibitors could potentially be reused in some patients, on 
the basis of modest results in the OReO trial
> There may be more benefit in PARPi reuse in patients who 

discontinued PARPi for reasons other than progression
> Advisors feel that alterative maintenance therapies, including 

PARPi combinations such as olaparib + alpelisib, would be better 
than reusing a single-agent PARPi

> One current approach to using “PARPi after PARPi” in a patient 
who has been stable on their current PARP inhibitor for a long 
time is to perform debulking surgery and continue PARP inhibition 
without giving chemotherapy



Rebiopsy and Platinum-Resistant Disease

Emerging Therapies for Platinum-Resistant Disease

Advisors feel ADCs will be game-changers for ovarian cancer 
treatment in biomarker-positive populations for folate receptor 
alpha and NaPi2b
> Advisors believe we will see clear efficacy with ADCs, and are 

especially enthusiastic about FRα-targeting ADCs; advisors await 
phase III trial data, but expect them to be positive

> Advisors appreciate the addition of a new drug to the available 
treatment options, rather than a new combination

When treating platinum-resistant disease, advisors would prefer 
to sequence drugs, rather than moving all treatments to an 
upfront combination
> Advisors feel this approach will best prolong survival if each 

sequenced drug provides 3–4 months of PFS

Dr Randall:
We need long-game sequencing and options, so 
developing them as single-agent maintenance 
makes sense, depending on what their mechanism 
of action is. They may need to be combined, but if 
they can stand as single agents, then we should 
develop them as single agents.

“ “
Rebiopsy After Relapse 

The BRIDGEROCK study in the UK found a shift in genomic 
profile of tumors after platinum-sensitive relapse, leading to 
questions on whether tumors should be rebiopsied in either 
relapse setting
> A tumor changes naturally over time, but also from the treatments 

the patients receive
> Advisors believe it makes sense for rebiopsy to guide treatment, 

especially since patients are living much longer than before and 
receive many more lines of treatment

> Rebiopsy in the platinum-resistant setting may provide new 
biomarkers to target



Current Treatment and 
Future Directions for 
Advanced Endometrial Cancer



Landscape of Advanced Endometrial Cancer in 2021

Incidence of endometrial cancer in the US and worldwide is 
rising, prompting the need for more effective therapy options
> Recently, in the US, there has been a 1% increase in incidence 

in endometrial cancer per year, driven mainly by non-
endometrioid subtypes, and a 1.9% increase in death rates

> A concerning disparity in treatment outcomes in Black women 
has also been observed

Historically, there have been limited drug approvals in 
endometrial cancer, but recent years have seen multiple new 
treatment options
> Since the approval of pembrolizumab in 2017, many physicians 

commonly use IO for recurrent patients with MSI-H tumors. 
Ongoing studies could position IO in upfront setting in the future

> In 2019, the combination of pembro + lenvatinib received 
accelerated approval on the basis of impressive results in the 
KEYNOTE-775 study, and received full approval in 2021

> The use of IO in endometrial cancer expanded after 
pembrolizumab was fully approved for TMB-high disease in 2020

> In 2021, another IO, dostarlimab, received accelerated approval 
for MSI-H recurrent endometrial cancer

Endometrial Cancer (1/4)
Presented by Ursula Matulonis, MD

Molecular Subtyping of Endometrial Tumors

Molecular subtypes are used when making treatment decisions 
in endometrial cancer
> Following frontline carboplatin + paclitaxel, patients who have 

MSI-H/dMMR tumors can now receive either pembro or 
dostarlimab, and TMB-high tumors can be treated with 
pembrolizumab

> Second-line pembro + lenvatinib is preferred for patients with 
MMR-proficient cancers, which represents the majority of
patients with recurrent disease, high-grade serous 
carcinosarcomas, and high- or low-grade endometrioid 
carcinoma

dMMR, mismatch repair deficient; MSI-H, microsatellite instability-high; TMB, tumor mutation burden.



Endometrial Cancer (2/4)
Presented by Ursula Matulonis, MD

HER2-Targeted Approaches

Trastuzumab may play a role in treating patients with HER2-
positive serous disease
> Herceptin by itself has limited activity, but a small randomized 

phase II trial showed a PFS benefit with adding trastuzumab to 
chemotherapy and using it as maintenance for HER2+ patients. 
OS was improved in patients with newly diagnosed disease, but 
not in recurrence

> Trastuzumab likely has the largest impact when used upfront, but 
this is not always possible, due to delays in recognizing a serous 
diagnosis and obtaining HER2 testing

Trastuzumab deruxtecan (T-DXd) has shown strikingly positive 
responses in HER2-positive uterine carcinosarcomas
> Trials are ongoing in recurrent endometrial cancer with T-DXd 

alone (DESTINY-PanTumor02) or in combination with olaparib or 
ceralasertib

Trastuzumab + Carboplatin-Paclitaxel



Endometrial Cancer (3/4)
Presented by Ursula Matulonis, MD

Pembrolizumab + Lenvatinib (KEYNOTE-775)

The phase III KEYNOTE-775 study demonstrated that pembro + 
lenvatinib is superior in PFS and OS to doxorubicin or 
paclitaxel in previously treated, advanced endometrial cancer
> The ORR doubled with pembro + lenvatinib compared with 

chemotherapy in MMR-proficient patients (ORR 30% vs 15%)
> Additionally, in MMR-proficient patients, DOR was 9.2 months 

with pembro + lenvatinib, vs 5.7 months with chemotherapy 
> Activity was observed in recurrent endometrial cancer

However, this regimen displayed notable toxicities that led to 
dose modifications or discontinuations
> Nearly 40% of patients had grade ≥3 hypertension, and 

numerous other toxicities were commonly observed, including 
hypothyroidism, diarrhea, hand-foot syndrome, and low appetite 
that resulted in weight loss

> Nearly two-thirds of patients had the dose of lenvatinib reduced, 
and 31% had to discontinue lenvatinib

> Consideration should be given to the decision of which lenvatinib 
starting dose to use

KEYNOTE-775: PFS by BICR



Endometrial Cancer (4/4)
Presented by Ursula Matulonis, MD

Wee1 Inhibitors

Wee1 inhibitors have shown promising results in patients with 
serous endometrial cancer
> A phase II trial of adavosertib showed a 30% ORR rate, a 38% 

clinical benefit rate, and DOR around 6 months
> Early clinical data from the phase II trial of ZN-c3 shows that this 

Wee1 inhibitor may be better tolerated

CDK4/6 Inhibitors

Early data suggest the combination of a CDK4/6 inhibitor + AI is 
a good option for patients with ER-positive recurrent 
endometrial cancer
> The phase II MONSTER trial of ribociclib + letrozole in patients 

with ER-positive endometrial cancers met its primary endpoint of 
PFS12 and showed 2 confirmed responses

− MONSTER2 demonstrated that this regimen is favorable 
for those with no prior megestrol use and in patients with 
relapsed disease

> The combination of abemaciclib + letrozole has shown 
impressive results thus far in phase II trials of ER-positive 
patients 

> The PALEO trial of palbociclib + letrozole in recurrent or newly 
diagnosed advanced endometrial cancer showed positive results 
in the ITT population

> Addition of the CDK4/6 inhibitors to therapy resulted in expected 
toxicities and was manageable

Adavosertib



Key Insights: Advanced 
Endometrial Cancer



Molecular Characterization in Endometrial Cancer

Molecular Characterization

Advisors agreed that molecular characterization is an important 
part of patient workup in endometrial cancer
> Advisors test for MMR deficiencies upfront in all patients. ER/PR 

status may occasionally be tested upfront, although advisors 
might not use the results until later in treatment. p53 and HER2 
may additionally be tested in serous cancers

> Advisors use NGS testing more often in the recurrent setting to 
guide systemic treatment

> Some advisors indicated they are guided by the ProMisE 
(Proactive Molecular Risk Classifier for Endometrial Cancer) 
criteria, which include routine testing for MMR status, POLE
mutation status, and p53

> Advisors typically do not test for androgen receptor expression in 
endometrial cancer

Molecular Classification of Endometrial Cancer 
(The Cancer Genome Atlas)



Evolving Treatment Landscape of Advanced Endometrial 
Cancer

Dr Mirza:
Do we really need carboplatin-paclitaxel for our 
patients? Can we get rid of it at some point? We are 
starting to think about it. 

“ “Dr Coleman:
We're identifying a number of different alternatives to 
our traditional model, which is chemotherapy. 

“ “
Frontline Immunotherapy

Ongoing trials are investigating the addition of IO to frontline chemotherapy. However, advisors question whether carboplatin-
paclitaxel in frontline will continue to be needed in the future, as moving IO upfront may provide superior efficacy
> In this regard, advisors look forward to the readout of the phase III LEAP-001 trial of frontline pembrolizumab + lenvatinib
> Despite concerns about toxicity, advisors feel trials testing upfront immunotherapy should be pursued
> One advisor pointed out that these new regimens are just a start. The chemotherapy or hormone therapy comparators have very low efficacy 

to start with, which may set a low bar for investigational approaches

Future Directions

Moving IO to earlier lines of therapy will create the need for new treatment options in later lines after relapse
> Advisors look forward to using more biomarker-driven approaches to therapy, including HER2-targeted approaches and hormone therapy

There still exists a need for new drugs and regimens in endometrial cancer, as incidence is increasing, and survival is decreasing
> An important objective moving forward will be addressing the racial disparity observed in survival outcomes, especially since Black women 

have been underrepresented in previous trials



Advanced Cervical Cancer: 
Current and Future Treatment 
in First Line



Current Frontline Treatment Landscape

The addition of bevacizumab to frontline chemotherapy has helped to further increase survival in cervical cancer
> GOG 204 defined cisplatin + paclitaxel as the standard frontline chemotherapy regimen for many years; the subsequent GOG 240 trial 

showed that adding bevacizumab to chemotherapy is superior
> Mature OS data from GOG 240 showed PFS of 8.2 months with bevacizumab + chemo vs 6 months with chemo alone, an OS increase of

3.5 months to 16.8 months, and an improved ORR of 49% vs 36% 
> Notably, those who had not been previously irradiated benefited more from adding bevacizumab, and they had a lower rate of fistulation

Despite the benefit bevacizumab provided, more efficacious regimens in frontline are necessary

First-Line Advanced, Metastatic Cervical Cancer: Current and 
Future Treatment (1/3)
Presented by David O’Malley, MD

Median OS (Months)



KEYNOTE-826

The addition of pembrolizumab to chemotherapy ± bevacizumab 
resulted in clinically meaningful improvements in PFS and OS 
in patients with advanced cervical cancer in the KEYNOTE-826 
trial*
> The addition of pembrolizumab showed benefit across all 

protocol-specified primary-analysis populations (PD-L1 CPS ≥1, 
all-comer, and CPS≥10)

− Less benefit was observed in the PD-L1 CPS <1 group 
(11% of patients) and those with metastatic disease at 
diagnosis; however, the trial was not powered to conclude 
pembrolizumab does not benefit these groups

> Approximately two-thirds of patients received bevacizumab in 
each arm, and benefit was consistent between the + and –
bevacizumab subgroups

> This regimen was relatively well tolerated, with expected adverse 
events related to the profile of the drugs

> Notably, the control arm did not underperform to lead to these 
results; the control OS curve in KEYNOTE-826 is consistent with 
the GOG 240 experimental arm

First-Line Advanced, Metastatic Cervical Cancer: Current and 
Future Treatment (2/3)
Presented by David O’Malley, MD KEYNOTE-826: All-Comer PFS

KEYNOTE-826: PFS Across Protocol-Specified Subgroups

*Presented at ESMO 2021.



Additional Trials of Frontline Immunotherapy

In addition to KEYNOTE-826, several other trials are moving 
immunotherapy to the frontline setting. Advisors anticipate 
positive results from these trials
> In the advanced setting, BEATcc is investigating the addition of 

atezolizumab to chemo + bevacizumab, and ENGOT-cx13 adds 
the PD-1 inhibitor BCD-100 with physician’s choice of ±
bevacizumab to platinum-based chemotherapy

> In the locally advanced setting, CALLA adds durvalumab to 
concurrent chemo and radiotherapy, and KEYNOTE-A18 adds 
pembrolizumab to concurrent chemo and radiotherapy followed 
by pembrolizumab maintenance for 2 years

First-Line Advanced, Metastatic Cervical Cancer: Current and 
Future Treatment (3/3)
Presented by David O’Malley, MD

Emerging Therapies

LN-145 TIL therapy received Breakthrough Therapy designation 
for recurrent, metastatic, or persistent cervical cancer
> On the basis of anecdotal experience, advisors have seen 

impressive responses to the pembrolizumab + TIL therapy in 
untreated patients compared with those who have received prior 
treatments

> Advisors look forward to the data from cohort 3 of the innovaTIL-
04 trial in patients who received no prior therapy before treatment 
with pembrolizumab + LN-145 TIL therapy

Accelerated approval for tisotumab vedotin is significantly 
changing the treatment landscape in cervical cancer
> First-line TV + carboplatin showed promising interim results in 

the innovaTV 205 trial,* with response rates of 55% and DOR of 
8.3 months

Future Directions

Moving forward, the KEYNOTE-826 regimen is expected to be 
the new standard of care for frontline cervical cancer
> Questions remain on whether this regimen is optimal for PD-L1–

negative patients and whether PD-L1 should continue to be 
tested, on the basis of the low percentage of PD-L1–negative 
patients in KEYNOTE-826

*Presented at ESMO 2021.
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KEYNOTE-826 Results

KEYNOTE-826 Results

Advisors are excited about the results of KEYNOTE-826, and see adding pembrolizumab to frontline treatment as the new standard of care 

Advisors will add bevacizumab to the upfront regimen when concerns about toxicity do not preclude its use
> Advisors noted that the trial was not randomized for bevacizumab use and was not powered to determine differences with and without 

bevacizumab; however, the advisors feel that biologically, adding an antiangiogenic agent to IO leads to better efficacy, and therefore they will 
use bevacizumab when possible

> Bevacizumab use in KEYNOTE-826 reflects what is used in clinical practice, as many patients cannot tolerate this drug, or it is 
contraindicated for possible bowel perforation, thrombosis, or fistula development

> Advisors would like to be able to better identify risk factors for toxicities with bevacizumab in order to further optimize outcomes

Advisors speculated about whether the indication for frontline pembrolizumab will be limited for patients who were metastatic at
diagnosis, as this population showed less benefit in the trial
> In GOG 240, bevacizumab was not significant in metastatic patients; the results of GOG 240 led to approval in all-comers by the FDA, but not 

by the EMA

Dr Colombo:
If you can give bevacizumab, I would give bevacizumab 
plus pembrolizumab, that's for sure. That's the result [of 
KEYNOTE-826]. If you can't give bevacizumab, then still 
pembrolizumab can provide a benefit. 

“ “Dr Mirza:
This trial is positive, no question about that. It 
should be the standard of care, period.

“ “



The Role of PD-L1 Status in Frontline Cervical Cancer

PD-L1 Status in KEYNOTE-826

Although KEYNOTE-826 was positive for all-comers, advisors 
are uncertain whether they would use this regimen regardless of 
PD-L1 status
> On the basis of the small percentage of PD-L1–negative patients 

in KEYNOTE-826, the trial was not powered to determine whether 
pembrolizumab provides benefit in PD-L1–negative patients

> Some advisors noted that there were some PD-L1–negative 
patients in KEYNOTE-826 who remain on treatment and have 
been in response for long periods of time

− However, other advisors believe that seemingly PD-L1–
negative patients who respond to IO might not be truly 
negative, given the variations in scoring

> Other advisors would not use pembrolizumab in their PD-L1–
negative patients

The Future Role of PD-L1 Testing

The PD-L1–low population was underpowered in KEYNOTE-826, 
but there was some activity observed therein 
> In the context of limited effective alternative therapies for some 

cervical cancer cases, the KEYNOTE-826 regimen could be 
reasonable to use in some PD-L1–low patients

> Further studies are needed to determine if there is a PD-L1 
expression threshold below which patients will not benefit. It is 
possible that all patients have the potential to benefit, which would 
remove the need for PD-L1 testing to inform therapy decision-
making 

Ultimately, advisors feel it is too early to determine whether PD-
L1 testing can be skipped for upfront therapy selection in 
cervical cancer
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Treatment Landscape of Recurrent Cervical Cancer

Chemotherapy options for recurrent cervical cancer have 
shown lackluster efficacy
> These patients are symptomatic from their disease and have a 

difficult time tolerating cytotoxic therapies

The introduction of immunotherapy led to improved responses 
in recurrent cervical cancer 
> In KEYNOTE-158, pembrolizumab treatment led to a response 

rate of 12%, but notably, a long duration of response
> Single-agent IO use has expanded to now include cemiplimab 

and balstilimab
− The EMPOWER study demonstrated improved OS with 

cemiplimab over physician’s choice of chemotherapy, 
regardless of biomarker

With IO moving to frontline therapy, strategies for sequencing 
IOs or novel therapies are urgently needed
> When considering sequencing IOs, best response and time to 

progression on or after initial IO will likely matter

Recurrent Cervical Cancer and the Evolving Therapeutic 
Landscape (1/3)
Presented by Leslie Randall, MD, MAS

Cervical Cancer Projected Treatment Landscape



Recurrent Cervical Cancer and the Evolving Therapeutic 
Landscape (2/3)
Presented by Leslie Randall, MD, MAS

Tisotumab Vedotin

Accelerated approval for tisotumab vedotin (TV) is significantly changing the cervical cancer treatment landscape; TV has shown 
superior efficacy to previously available options in the second and later lines
> TV, a tissue factor-directed ADC, is the only non-IO option currently available for cervical cancer 
> Single-agent TV in the second or later line showed an ORR of 24% and a DOR of 8.3 months in innovaTV 204*
> Overall, TV was well tolerated, but there were notable ocular AEs. Strategies to mitigate ocular toxicities include steroid drops, 

vasoconstrictors, and eye-cooling patches during infusion, and ocular exam with every cycle 
> The phase III innovaTV 301 trial will open globally, now that TV will be commercially available in the US

Ongoing studies are investigating TV in combinations with bevacizumab, pembrolizumab, and carboplatin
> The combinations do not add much more toxicity than seen in single agent, and there are no overlapping toxicities

innovaTV 204 (tisotumab vedotin)

*Presented at ESMO 2021.



Other Emerging Therapies

Recurrent treatment options are moving toward combination IO 
therapy or bispecifics
> Ipilimumab + nivolumab has shown promising efficacy so far, even 

in the PD-L1–negative population
> Balstilimab + zalifrelimab has shown promising results* with a CR 

rate of 8%, ORR of 25%, and long DOR for those who respond 
− Balstilimab alone has also shown significant activity both in 

PD-L1–negative and –positive patients
− Advisors look forward to the results of GOG 3028, which will 

determine additional toxicity of adding zalifrelimab to 
balstilimab

> Advisors await the results of the SKYSCRAPER-04 study of 
tiragolumab + atezolizumab

> Bispecifics in the pipeline include bintrafusp alfa (PD-L1i/TGF-ßi) 
and AK104 (PD-1i/CTLA-4i)

TILs

LN-145 autologous TILs received FDA Breakthrough Therapy 
designation in second line
> It is hoped that LN-145 is curative in some patients. The challenge 

will be to better identify patients who will have exceptional 
responses

> With LN-145, 78% of patients had a reduction in tumor burden
> TILs can be associated with significant toxicity, but advisors hope 

that as physicians acquire more experience delivering it, especially 
with lymphodepletion and supportive medications, it will become 
more tolerable

> It is currently unknown whether TIL therapy can be used after IO, or 
whether IO would change the response to TIL

Recurrent Cervical Cancer and the Evolving Therapeutic 
Landscape (3/3)
Presented by Leslie Randall, MD, MAS

LN-145 TILs

Future Directions

> Biomarkers and assay-directed therapy are needed for therapy 
options post-IO and post-TV. Biomarkers of interest include 
PIK3CA and HER2

> Sequencing TILs will depend on whether they can be used post-IO

*Presented at ESMO 2021.
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Sequencing in Recurrent Cervical Cancer

Sequencing After Frontline IO
> With advisors anticipating adoption of IO in frontline therapy, those 

in the US are likely to use tisotumab vedotin in the second line
> Advisors would like to use IO combinations in the third and later 

lines, but questions remain on how IO reuse should be 
approached

− Advisors feel IO will likely change the immune 
microenvironment, and that patients probably need a break 
from IO therapy in order to respond to IO therapy again

− Advisors wonder whether subsequent IO therapy should be 
the same drug alone or in combination, or a different IO 
altogether

> Some advisors feel more consideration should be given to 
sequencing approaches, rather than continuing to add more drugs 
upfront

> Currently without approvals for TV or frontline IO in Europe, 
patients would receive the GOG 240 regimen in frontline and IO in 
second line 

Dr Ledermann:
We need to think about other strategies, and 
sequential use of the drugs that we've got may in the 
end give a better long-term outcome for these 
patients than giving all drugs together. 

“ “
Dr Matulonis:
I think the TILs are very specialized. I think they're 
just for certain patients who have certain access to 
care who are healthy, and I think that's not going to 
fill a very big niche – it will fill a small one, if the trial 
ends up being positive. But reuse of IO and 
interesting IO combinations, that can have an 
impact.

“

“



Treatment Approaches in Recurrent Cervical Cancer

HPV-Based Approaches

Advisors feel we need to do a better job utilizing the preventive 
HPV vaccine, as there have not been positive results from trials 
of therapeutic vaccines
> It is likely that neoantigens in cervical cancer are best recognized 

under immune education (eg, with immune checkpoint inhibitors), 
as opposed to an HPV-specific response

Tisotumab Vedotin

Advisors were divided on the necessity of ocular assessment 
with TV treatment
> Some advisors do not think the every-3-week ocular assessment 

is necessary, and that it should only be done as needed, since it is 
obvious when a patient needs steroid treatment

> Other advisors would feel more comfortable with their patients 
having a routine outside ocular assessment

Education on side effects for patients and physicians to monitor 
will be critical moving forward with TV
> Managing AEs for general use will be different than managing on 

trial, as many physicians will have less experience managing the 
potential toxicities of ADCs

> Since TV is the first ADC approved in cervical cancer, it may be 
under more scrutiny

Dr Randall:
TV is a really important advance and an important 
option. We need to really educate the masses on the 
toxicity. If we don't, it may be kind of a disaster, and 
it will not be looked favorably upon as a therapy. I 
think we should preserve that and make sure it's a 
good option.

“

“
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