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Meeting Snapshot

DATE: 
March 26, 2022

PANEL: Key experts in 
gynecologic cancer
> 6 from US
> 3 from Europe

DISEASE STATE AND 
DATA PRESENATIONS 
by key experts

GYNECOLOGIC MALIGNANCY-
SPECIFIC DISCUSSIONS on latest 
research updates, therapeutic 
advances, and their application in 
clinical decision-making

VIRTUAL 
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ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 6 US and 3 European Gynecologic 
Cancer Experts
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Meeting Agenda
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Time (EST) Topic Speaker/Moderator

8.00 AM – 8.05 AM Welcome and Introductions Robert L. Coleman, MD, 
FACOG, FACS

8.05 AM – 8.15 AM Early-Stage Ovarian Cancer Bradley Monk, MD

8.15 AM – 8.35 AM Discussion and Key Takeaways

8.35 AM – 9.00 AM Advanced Ovarian Cancer: First-Line and Maintenance Therapy Jalid Sehouli, MD

9.00 AM – 9.35 AM Discussion and Key Takeaways

9.35 AM – 9.55 AM Advanced Ovarian Cancer: Treatment Strategies in the Relapsed Setting Thomas Herzog, MD

9.55 AM – 10.30 AM Discussion and Key Takeaways

10.30 AM – 10.40 AM Break

10.40 AM – 10.55 AM Advanced Endometrial Cancer: Current Treatment and Future Directions Brian Slomovitz, MD

10.55 AM – 11.25 AM Discussion and Key Takeaways

11.25 AM – 11.40 AM Advanced Cervical Cancer: Current Treatment and Future Directions Ana Oaknin, MD, PhD

11.40 AM – 12.05 PM Discussion and Key Takeaways

12.05 PM – 12.10 PM Closing and Wrap-up Robert L. Coleman, MD, 
FACOG, FACS



Early-Stage Ovarian Cancer



Early-Stage Ovarian Cancer
Presented by Bradley Monk, MD

Adjuvant therapy in early-stage EOC: A history lesson

Primary treatment of early-stage EOC predominantly consists of appropriate surgical staging and debulking surgery, followed in most 
(but not all) patients by adjuvant, platinum-based chemotherapy
> Surgical staging is an important step in the treatment of early-stage EOC that is required for proper staging and serves as an independent 

prognostic factor for improved survival
> FSS is safe in women with apparent early-stage disease and/or low-risk tumors who wish to preserve fertility. Furthermore, recent data1 from 

a large cohort of stage IC2/IC3 EOC show that FSS provides good chances of reproductive success without compromising OS compared
with radical surgery

Trials performed in the past decades identified platinum-taxane combinations as optimal systemic therapy for chemo-naive OC, and 
underlined the importance of performing complete surgical staging
> The ICON1 and ACTION trials were 2 parallel clinical studies in early-stage OC comparing platinum-containing adjuvant chemotherapy with 

observation following surgery. Despite differences in eligibility criteria, staging requirements, and chemotherapy preference, both trials 
demonstrated improved survival with platinum chemotherapy. The ACTION trial furthermore showed that completeness of surgical staging 
was associated with better outcomes, and the benefit from adjuvant chemotherapy appeared to be highest in suboptimally staged patients

> Despite the GOG 157 trial initially showing no difference in survival between 3 and 6 cycles of carboplatin and paclitaxel, further exploratory 
analysis of the data suggested certain early-stage EOC patients might benefit from extended chemotherapy

> In the GOG 95 trial, the 10-year incidence for recurrence was 44% in stage II compared with 27% in stage I, indicating that stage II EOC 
should be considered and treated as advanced-stage disease

> The GOG 175 trial demonstrated that adding 24 weeks of weekly maintenance low-dose paclitaxel to 3 cycles of carboplatin-paclitaxel does 
not significantly impact the RFI in patients with completely resected, high-risk, early-stage OC, but is associated with increased toxicity

1. Nasioudis D, et al. Int J Gynecol Cancer. 2022;32(2):165-171.



Key Takeaways: Early-Stage Ovarian Cancer

Adjuvant, platinum-based chemotherapy is justified in early-stage EOC that is at high risk of recurrence

Complete surgical staging is crucial for adequate prognostic information and to define whether adjuvant, platinum-based 
chemotherapy is needed or can safely be omitted 
> Women with stage I EOC who were not fully staged should be offered restaging surgery only if there are therapeutic consequences (eg, 

omission of adjuvant chemotherapy, benefit from debulking)
– Reoperation for lymph node staging only should be considered on an individual basis, as the risk of lymph node metastases in patients with 

EOC is dependent on stage and histologic subtype (eg, in low-grade endometrioid EOC the incidence of lymph node involvement is only 
~1.5%, while it is ~30% for high-grade serous EOC)

The benefits of using adjuvant, platinum-based chemotherapy in early-stage EOC also depends on histologic type and substage
> Surgery alone (followed by observation) may be sufficient for nonserous grade 1 and potentially grade 2 EOC
> Given the high risk of recurrence, 6 cycles of adjuvant therapy are warranted in high-grade serous and high-grade endometrioid tumors, 

while 3 cycles should be considered for other grade 2 and grade 3 EOC histologic subtypes to minimize toxicity
> Platinum-based chemotherapy is less efficacious in tumors with clear cell histology, and experts agreed that alternative treatment 

options should be further researched in this usually younger patient group
– Most experts would not consider using radiotherapy for these women, as they consider the long-term ramifications (eg, secondary 

malignancies) associated with radiation too high vs the potential benefit
– One advisor noted they would consider prescribing hormonal therapy in case of ER positivity or evidence of endometriosis

> All stage II disease should be treated as advanced disease
Patients with BRCAm early-stage EOC are at higher risk for recurrence than BRCAwt, and PARP inhibitor maintenance may be a 
consideration along with very careful counseling regarding risks and unknown benefits
> To date, no data have been published on the efficacy of PARP inhibition as maintenance approach in early-stage EOC
> Nonetheless, experts would want to offer PARP inhibition for BRCAm tumors, as the potential benefit is considered higher than the 

potential risk of developing treatment-related MDS/AML
– The decision to not give PARP inhibitor maintenance for stage I or even stage II EOC is mainly driven by reimbursement considerations*

Further defining and understanding molecular signatures in EOC will carry important implications for screening, detection, and 
treatment of EOC in the future

*In contrast to the US, PARP inhibitor maintenance for early-stage EOC is not reimbursed in European countries.

Dr Monk:
We find these early-stage 
tumors and they’re BRCA 
positive and they were not 
included in the wonderful 
papers that we were 
hearing about. They’re 
like, ‘Well, should those 
patients get adjuvant 
therapy?’ The answer is 
yes, not because they’re 
BRCA, but because BRCA 
tumors are high grade. . . . 
Risk of recurrence is high, 
PARP maintenance works, 
and so the support for that 
is inferential, but I think it’s 
pretty clear.

“
“



Advanced Ovarian Cancer: 
First-Line and Maintenance 
Therapy



Advanced Ovarian Cancer: First-Line and Maintenance Therapy
Presented by Jalid Sehouli, MD

Currently available maintenance options in the first-line setting

Frontline maintenance options available for advanced EOC in Europe and the US
> On the basis of results from the PRIMA trial, single-agent niraparib is approved in 

patients regardless of BRCA status, including those who are HRD/HRP
> Olaparib is approved as first-line maintenance either alone for BRCAm advanced 

OC (SOLO-1 trial) or in combination with bevacizumab for BRCAm or 
HRD/BRCAwt advanced OC (PAOLA-1 trial)

> Bevacizumab combined with adjuvant chemotherapy and then continued as 
maintenance therapy might be considered for all comers on the basis of PFS 
benefits observed in the GOG-0218 and ICON7 trials

– In both trials, the rapid joining of survival curves in both treatment arms after 
discontinuation of bevacizumab suggested the PFS benefit may have been observed 
only during bevacizumab maintenance

– However, doubling treatment duration of bevacizumab (30 vs 15 months) did not further 
improve PFS (BOOST trial)

There are few data on the impact of frontline maintenance therapy on QOL
> Moreover, understanding of patients’ needs and expectations is fundamental to 

improve adherence with maintenance therapy in the frontline setting
– A multinational survey of women with OC showed that patients were willing to accept 

maintenance therapy of prolonged duration and preferred oral administration; however, 
there is still a gap between efficacy of maintenance therapy and patient expectations 
with regard to adverse events and treatment goals of maintenance therapy

Genetic testing in ovarian cancer

Genetic testing for all women diagnosed with 
ovarian cancer is recommended by many 
medical societies
> All patients with high-grade OC should be tested 

for BRCA1 and BRCA2 at diagnosis (germline or 
somatic), irrespective of their clinical features or 
family cancer history

> Testing for genomic instability (HRD) is 
recommended. However, to date there are no 
standardized methodologies for HRD testing, 
and definition is still in development (eg, different 
cutoffs are used in US vs Europe)

– Currently available commercial tests for HRD have 
limitations: a high proportion of samples being 
returned with “unknown” status, possibility of false 
negatives, high costs, unavailability/lack of access

– The Myriad myChoice assay has been the most-
used HRD assay applied in clinical trials

– Several HRD tests are being investigated in that 
academic setting (eg, OncoScan, CytoSNP and 
AmoyDx) that show substantial concordance with 
the commercial Myriad myChoice assay



Key Takeaways: Advanced Ovarian Cancer – 1L and 
Maintenance (1/3)
Tumor biology is a key parameter for treatment selection in advanced OC

Testing for BRCA mutations and for genomic instability (HRD) is crucial for the diagnostic work-up of high-grade EOC
> Most experts will usually screen their patients for BRCA1/2 mutations and HRD at the same time. While such a parallel screening approach is 

strongly preferred, this is not possible in all countries because of reimbursement hurdles (eg, in the UK, HRD is only tested for in women who 
are BRCAwt)

> Several US experts consider Myriad the most functional testing platform currently available because it detects both BRCA mutations and 
genomic instability at once

– The Myriad myChoice assay has been more widely adopted in the US than in Europe

Understanding the complete genomic background of OC is fundamental to pave the way for the use of precision medicine
> There is a critical need to identify novel biomarkers (eg, RAD51C) to define future targets and/or companion diagnostics by which to define 

sensitive and resistant populations
> Other important areas for future research include improving current HRD testing and exploring new options for patients who are HRP

– Some experts noted concerns about sending tissues to commercial institutions without having access to their databases; this is a reason why several HRD 
assays are currently being developed in the academic setting

Dr Coleman:
We all know this very well, it’s like there’s a separation between 
what’s available for testing and what the data show. To some 
extent, the approach to patient care is actually dependent on 
reimbursement in the individual country, but it’s very hard to 
dissociate what might be considered optimal care from phase III 
studies vs what you can do.

“ “

Dr Powell:
I like having lots of information. I don’t know what to do with all 
the information, but I like having IHC, I like tumor mutational 
burden, I like where we are going with Liz Swisher’s lab and 
promoter methylation. I think there’s so much to be learned 
and getting more data, getting your RNAseq data; 
understanding what’s being expressed is the future.

“ “



Key Takeaways: Advanced Ovarian Cancer – 1L and 
Maintenance (2/3)
Experts consider frontline maintenance a must for all high-grade OC

All women with high-grade OC should receive frontline maintenance, including those who underwent complete 
resection. Choice of maintenance regimen is strongly individualized on the basis of molecular status and initial 
therapy
> Maintenance strategies have reshaped the frontline management of women with OC, as they have shown to 

significantly sustain the benefit of primary treatment, prolong disease control, and ultimately increase survival
– Maintenance therapy is considered fundamental in the management of women with OC including those who underwent 

complete resection
> PARP inhibitor maintenance (± bevacizumab) is usually preferred in women harboring a BRCA mutation, while 

single-agent bevacizumab is primarily reserved for patients with wild-type or unknown BRCA1/2 mutation status
– Evidence is currently lacking to support the introduction of bevacizumab as maintenance therapy if bevacizumab was not part of 

the initial 1L regimen used
– Findings from initial translational studies suggest there may be a group of patients who are disadvantaged by bevacizumab; 

however, these findings have not yet been validated 
– Adverse events associated with bevacizumab are not considered a concern when managed appropriately

> The decision on frontline maintenance with single-agent niraparib in patients with HRP or unknown HRD status 
should be made on a case-by-case basis. Until further evidence and/or identification of biomarkers emerge to better 
select patients who benefit the most from this therapy, some experts argued for preferential use of bevacizumab in 
this patient group, especially if bevacizumab was part of the primary treatment

– Experts find the recent results from the phase III PRIME study (maintenance niraparib after frontline platinum-based 
chemotherapy) very interesting. Despite limitations (only Chinese patients were enrolled) and differences in study population
compared with the PRIMA trial,* outcomes continue to support the use of maintenance niraparib across all newly diagnosed OC, 
regardless of biomarker status and postoperative residual disease status

*In contrast to PRIMA, women with stage III disease who have had complete cytoreduction after primary debulking surgery were allowed to enroll.

Dr O’Malley:
To quote Katie Moore, 
there is no low-risk 
advanced-stage ovarian 
cancer. As we look at 
these patients and we try 
to impact their survival, we 
need to use the best 
therapies and the earliest 
lines of therapy. I am 
100% supportive of the 
statement that every 
patient should in the first 
line have a maintenance 
therapy.

“
“



Key Takeaways: Advanced Ovarian Cancer – 1L and 
Maintenance (3/3)
Ongoing trials in the newly diagnosed setting

Experts are skeptical of the role of immune checkpoint inhibitors in OC, but wait for outcomes from 
ongoing trials to draw final conclusions
> Several trials are expected to read out soon, including ATHENA1 (nivolumab plus rucaparib as frontline 

maintenance), DUO-O2 (durvalumab in combination with chemotherapy and bevacizumab, followed by 
maintenance durvalumab, bevacizumab, and olaparib), KEYLYNK-0013 (chemotherapy plus 
pembrolizumab followed by olaparib maintenance), and FIRST4 (chemotherapy plus dostarlimab followed 
by maintenance dostarlimab plus niraparib)

> For immunotherapy to be successful in OC, experts believe it will be fundamental to identify factors 
predictive for antitumor immune response other than high PD-L1 expression, and design novel and astute 
clinical trials by drawing from successful immunotherapy introduction in other tumors with high 
chromosomal instability

It remains unclear whether sequential or combination maintenance strategies should be preferred
> Overall, experts seem to consider sequential maintenance strategies as more promising; however, it was 

highlighted that further data are needed
– One trial of particular interest in this regard is the phase III MAMOC trial,5 which is investigating rucaparib 

maintenance therapy after bevacizumab maintenance following first-line chemotherapy in advanced OC

Strategies investigating chemo-free strategies in the frontline setting of advanced OC are considered 
interesting potential concepts, particularly in BRCAm patients
> Ongoing studies are already investigating the use of abbreviated induction chemotherapy. Should these 

strategies prove to be noninferior to standard chemotherapy, a potential jump to chemo-free approaches 
might be feasible

– That said, chemo-free approaches will require proper patient selection that is molecularly driven and includes 
chemical or surgical cytoreduction before treatment

1. ClinicalTrials.gov identifier: NCT03522246; 2. ClinicalTrials.gov identifier: NCT03737643; 3. ClinicalTrials.gov identifier: NCT03740165; 4. ClinicalTrials.gov 
identifier: NCT03602859; 5. ClinicalTrials.gov: NCT04227522.

Dr Monk:
The question is not if they need 
maintenance, it’s what. The issue is: 
should it be sequential maintenance 
therapy, or should it be combination? 
We don’t know the right answer.

“ “
Dr Slomovitz:
I think IO can work. I think it needs to 
be further studied. But I just think we 
can’t keep doing the same studies over 
and over again . . . it has to be a more 
specific approach, whether it’s turning 
a cold tumor hot or a different combination 
of the IOs and then they work.

“

“



Advanced Ovarian Cancer: 
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Advanced Ovarian Cancer: Treatment Strategies in the Relapsed 
Setting (1/2)
Presented by Thomas Herzog, MD

Management of recurrent OC: Patients for whom platinum-based therapy is an option

Cytoreductive surgery and first-line chemotherapy plus maintenance have improved survival in patients with advanced OC, but recurrence of the 
disease is common
> The mortality rate for OC has declined by 27% from 2001 to 2017 due to reductions in incidence and improvements in treatment. Nonetheless, OC remains 

fifth in cancer deaths among women
Numerous patient-, drug-, and tumor-specific factors must be considered when selecting therapy for recurrent OC
> Historically, the main driver of therapeutic decision-making in recurrent OC was the platinum-free interval (time to progression after platinum treatment), 

while emerging classification systems for recurrent disease are based on an increased understanding of the biology of OC
Patients for whom platinum-based therapy is an option
> The benefit of secondary debulking surgery followed by platinum-based chemotherapy remains 

controversial
– The GOG-0213,1 DESKTOP III,2 and SOC-13 trials all reported a benefit for the surgery arm in terms of PFS; 

however, only 2 of these studies also showed improved OS, while the GOG-0213 trial demonstrated better 
results in terms of OS for the chemotherapy plus bevacizumab arm

> Currently, 4 drugs are available for use in maintenance therapy for recurrent OC: bevacizumab (GOG-
0213 and OCEANS4), niraparib (NOVA5), olaparib (Study 196 and SOLO27), and rucaparib (ARIEL38)

> Other notable studies in the field of recurrent OC include
– SOLO39 was the first phase III trial to compare PARP inhibition with doctor’s choice chemotherapy. Results 

indicated that for heavily pretreated women with BRCAm OC, olaparib is more effective than nonplatinum 
chemotherapy

– QUADRA10 was a single-arm, phase II trial that demonstrated clinical benefit of niraparib in heavily pretreated 
women with OC including those who were HRD positive

– OReO11 was a phase III trial that showed rechallenge with maintenance olaparib after platinum-based 
chemotherapy resulted in longer PFS for patients with recurrent OC, regardless of their BRCA status

1. ClinicalTrials.gov identifier: NCT00565851; 2. ClinicalTrials.gov identifier: NCT01166737; 3. ClinicalTrials.gov identifier: NCT01611766; 4. ClinicalTrials.gov identifier: 
NCT00434642; 5. ClinicalTrials.gov identifier: NCT01847274; 6. ClinicalTrials.gov identifier: NCT00753545; 7. ClinicalTrials.gov identifier: NCT01874353; 8. ClinicalTrials.gov 
identifier: NCT01968213; 9. ClinicalTrials.gov identifier: NCT02282020; 10. ClinicalTrials.gov identifier: NCT02354586; 11. ClinicalTrials.gov identifier: NCT03106987.



Advanced Ovarian Cancer: Treatment Strategies in the Relapsed 
Setting (2/2)
Presented by Thomas Herzog, MD

Management of recurrent OC: Patients for whom platinum-based therapy is not an option

Patients for whom platinum-based therapy is not an option
> Monotherapy with nonplatinum compounds (paclitaxel, PLD, topotecan) has shown to be equally effective and less toxic compared with 

combinations. Sequential single-agent therapy is usually preferred
> The AURELIA trial1 showed that adding bevacizumab to standard chemotherapy (PLD, weekly paclitaxel, or topotecan) significantly 

improved PFS and ORR in platinum-resistant OC
> Multiple trials are ongoing that focus on rational combinations of chemotherapy, PARP inhibitors, immunotherapy, antiangiogenics, targeted 

therapy, and/or ADCs

1. ClinicalTrials.gov identifier: NCT00976911.



Key Takeaways: Advanced Ovarian Cancer – Relapsed Setting 
(1/2)
Optimal composition and sequencing of therapies in advanced OC remain topics of 
active discussion

The move of antiangiogenic agents and PARP inhibitors into the frontline setting has 
important implications for recurrent OC, as previous exposure to none, 1, or both of these
drug classes influences treatment selection
> Drugs escalating to frontline therapy to treat recurrent disease has raised many uncertainties 

about optimal treatment composition (monotherapy vs combinations) and sequencing that will 
need to be further addressed in future clinical trials

> In current clinical practice, experts usually opt for an alternate MOA in the second-line setting to 
avoid resistance development

– In platinum-sensitive women with recurrent disease and prior exposure to a PARP inhibitor, experts prefer 
platinum-based rechallenge plus bevacizumab, while platinum-based rechallenge followed by PARP 
inhibitor maintenance is favored in women who have received prior bevacizumab

– Options for women with platinum-sensitive disease that relapses after frontline treatment with bevacizumab 
and PARP inhibitor are more limited. Often these patients will receive only platinum-based chemotherapy. 
Rechallenge with PARP inhibitors may be another option; however, data on re-exposure to PARP inhibitors 
are not yet conclusive

– Platinum-resistant patients represent a very heterogeneous group with different biologic tumor behaviors. 
The main treatment objective in this group of patients is to palliate symptoms and preserve QOL. Treatment 
options are limited and usually consist of sequential monotherapy with nonplatinum compounds

Surgical cytoreduction in recurrent disease needs to be individualized for each patient
> Most experts will consider surgical cytoreduction for eligible patients in first relapse, while its value 

in later-stage settings remains controversial

Dr Sehouli:
I don’t like to rechallenge everything 
because you can do surgery after surgery, 
chemo after chemo, PARP after PARP, but 
impact will be always weaker. That’s the 
reason why I like to change the story. 

“

“
Dr Fotopoulos:
I think in the era where we try a maximal 
effort approach in all levels, it’s just about 
identifying the right patient for surgery, the 
right patient for PARP, and it’s not really 
surgery or PARP; it’s what we can combine 
together as a package of care.

“

“



Key Takeaways: Advanced Ovarian Cancer – Relapsed Setting 
(2/2)
ADCs are an exciting class of agent with significant promise in OC

Experts were impressed by the results of the phase III SORAYA trial, which investigated mirvetuximab 
soravtansine in patients with platinum-resistant OC and high folate receptor-alpha (FRα) expression 
> Mirvetuximab soravtansine, an ADC binding to FRα, continued to demonstrate impressive response rates and a 

median DOR of almost 7 months
> Response rates were consistent regardless of number of prior lines of therapies or prior PARP inhibition, which is 

viewed as particularly encouraging
> The safety profile of mirvetuximab soravtansine is considered easy to manage
> Experts seemed vaguely optimistic that mirvetuximab soravtansine will receive accelerated approval on the basis of

the SORAYA data. That said, the confidence in investigator PFS will be a key factor impacting this evaluation, as the 
PFS by BICR data will not yet be available when this open-label trial is judged

Future trials to watch in recurrent platinum-resistant OC 
> Studies investigating mirvetuximab soravtansine as a single agent in platinum-resistant (MIRASOL1) or platinum-

sensitive OC (PICCOLO2), and in combination with bevacizumab in FRα-high recurrent OC, regardless of platinum 
status (GLORIOSA; trial initiation in Q2 2022)

– In the long run, experts see the potential for this agent to successfully move into the frontline space
– In general, FRα expression is considered an attractive marker for targeted therapies in OC

> Studies evaluating upifitamab rilsodotin, an ADC targeting NaPi2b (UPLIFT,3 UP-NEXT, and UPGRADE)
> The phase III INNOVATE-3 trial4 is assessing the effect of TTFields* concomitant with weekly paclitaxel for the 

treatment of recurrent OC
– The concept of TTFields is considered promising; however, there is concern about patient adherence, as for TTFields 

therapy to be beneficial, patients will need to wear a device for ideally >18 hours per day
> The phase II EFFORT trial5 is evaluating adavosertib with or without olaparib in treating women with recurrent ovarian, 

primary peritoneal, or fallopian tube cancer
> Multiple other novel pathways are under investigation including selective GR modulators (relacorilant), AKT inhibitors 

(afuresertib), and IL-2 cytokines (nemvaleukin alfa)

*TTFields represent a noninvasive anticancer modality consisting of low-intensity, intermediate-frequency, alternating electric fields delivered via cutaneous 
transducer arrays.
1. ClinicalTrials.gov identifier: NCT04209855; 2. ClinicalTrials.gov identifier: NCT05041257; 3. ClinicalTrials.gov identifier: NCT03319628; 4. ClinicalTrials.gov 
identifier: NCT03940196; 5. ClinicalTrials.gov identifier: NCT03579316.

Dr Herzog:
In platinum-resistant ovarian cancer, it is 
really about keeping the pipeline open. 
It’s really going to be important that we 
think about the strategies as we start 
getting these other modalities that will 
likely report positive, we hope, but 
they’re going to change the 
opportunities for development. We really 
need to keep the pressure on because 
these patients really do need trials.

“

“

Dr Oaknin:
For me, the most interesting one is the 
ADC family, especially the mirvetuximab. 
They are the real game-changers.

“ “
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Advanced Endometrial Cancer: Current Treatment and Future 
Directions (1/2)
Presented by Brian Slomovitz, MD

Incorporation of molecular characteristics into the management of EC

Multiple translational studies have detailed the genomic landscape of EC, 
and provided valuable insights into the pathogenesis of this disease
> While the management of EC has historically been informed by clinical 

and histopathologic features, molecular characterization allows a more 
optimal and personalized approach in treatment

ProMisE is a new molecular method of categorizing EC
> TCGA analysis identified 4 prognostically significant molecular subtypes: 

POLE mutated (ultramutated), MSI-H (hypermutated), copy number low, 
and copy number high

– Copy number-low tumors are typically low-grade endometrioid carcinomas, 
while copy number-high tumors consist of serous carcinomas and some high-
grade endometrioid carcinomas

> As whole-genome sequencing is not practical to employ in the clinical 
setting due to cost and time considerations, the ProMisE classification 
system has been developed to utilize a combination of sequencing for 
POLE mutation, IHC for MMR proteins, and p53 to classify EC into: POLE
mutated, MRR deficient, p53wt, and p53m

> The latest ESGO-ESTRO-ESP guidelines have already incorporated a 
recommendation to determine and classify all EC patients according to 
these molecular subtypes

– It is expected that other guidelines will follow soon



Advanced Endometrial Cancer: Current Treatment and Future 
Directions (2/2)
Presented by Brian Slomovitz, MD

Current and future perspectives in the management of advanced EC 

Cytotoxic chemotherapy is currently the mainstay of primary treatment for recurrent or metastatic EC
> Multiagent chemotherapy regimens are generally preferred if tolerated

– A phase II trial of carboplatin-paclitaxel vs carboplatin-paclitaxel plus trastuzumab in stage III/IV or advanced HER2-overexpressing serous uterine cancers showed that the 
triple combination regimen was associated with improved survival benefits compared with the doublet; therefore, adding trastuzumab to carboplatin-paclitaxel may be 
considered for recurrent HER2+ serous disease

Single-agent endocrine therapy may be considered as initial treatment for women with estrogen/progesterone receptor-positive disease
> Several endocrine options are available that have shown good response rates; however, PFS with these agents is limited

– Recent findings showed that the addition of everolimus, an mTOR inhibitor, to letrozole led to comparable response rates as in standard hormonal therapy, but improved PFS
> New trials (eg, PALEO1) are examining combination of endocrine therapy with CDK4/6 inhibition, which has proven very successful in the breast 

cancer field
Immunotherapy has been well integrated into the treatment algorithm for second-line recurrent/metastatic EC
> Huge progress has been made with immunotherapy in recurrent/metastatic EC over the last years. Currently, there are 2 FDA indications available: 

dostarlimab and pembrolizumab; the latter is also approved in combination with lenvatinib
> Determination of whether a patient should receive immunotherapy (either alone or in combination) vs another therapy largely depends on the patient’s 

molecular phenotype (eg, MSI status), comorbidities, and performance status
– Single-agent immunotherapy has led to excellent responses in dMMR or MSI-H EC, while responses in pMMR or MSS EC has been modest

Emerging areas of therapeutic interest include novel targets, new combination therapies, and the incorporation of molecular subgroups in 
clinical practice
> The use of frontline maintenance selinexor after combination chemotherapy resulted in a significant improvement in PFS for patients with advanced or 

recurrent EC (phase III SIENDO trial2)
> immunotherapy remains of huge interest both for 1L and later lines of advanced EC, and multiple trials are currently being conducted investigating IO 

either as single agents or in various rational combinations in MSI-H and MSS EC
> Research is also focusing on novel agents such as PI3K inhibitors, ADC targeting HER2, and WEE1 inhibitors

1. ClinicalTrials.gov identifier: NCT02730429; 2. ClinicalTrials.gov identifier: NCT03555422.



Key Takeaways: Advanced Endometrial Cancer (1/3)

Current treatment paradigms in EC

Molecular testing for MMR status/MSI at diagnosis is strongly recommended in most (if not all) patients, 
irrespective of age
> Ideally, the diagnostic algorithm should consist of a full molecular work-up (eg, ProMisE classifiers, HER2 

positivity, PD-L1 expression) and include screening for Lynch syndrome. However, experts acknowledged this is 
not always possible because of access and/or reimbursement hurdles in different countries and hospitals 

– All patients, irrespective of age, should be tested, with the potential exception of women with grade 1 EC
> Uptake of molecular testing in clinical practice is still suboptimal and experts highlighted the need for further 

education in this area
Improved selection of patients with recurrent disease and advances in their treatment options have 
significantly impacted the survival rate in the last decade
> Carboplatin plus paclitaxel is currently considered the SOC chemotherapeutic regimen for treating advanced EC 

in the frontline setting
> Given their favorable safety profiles, endocrine therapies remain an attractive therapeutic option for women with 

hormone receptor-positive disease, particularly if their tumor is low grade without rapidly progressive disease or 
endometrioid histology

– The combination of letrozole plus everolimus may also be considered
> Immunotherapy is the most common systemic treatment strategy used by the experts at first recurrence

– In MSI-H/dMMR and POLE-mutated tumors, pembrolizumab as single agent is usually preferred, while pembrolizumab plus 
lenvatinib is prescribed for non–MSI-H/non-dMMR tumors

> Clinical trial participation is usually offered to all patients with second recurrence and beyond, as treatment 
options for these patients are limited

– Experts emphasized the need to develop new treatments for patients with recurrent disease; the 2L and beyond settings 
especially remain areas of high unmet need. Available knowledge on the molecular profile of EC should be used to guide 
development of novel drugs and/or treatment strategies

Dr Coleman:
I would agree, the future is bright. 
. . . The value of this more broadly 
characterized endometrial cancer 
starting with a TCGA and now 
getting down into even smaller 
cohorts in newer trials is giving us 
an opportunity to change the 
landscape from that all-comer and 
more recently MSI-high situation 
to even more, narrower 
subgroups. 

“
“



Key Takeaways: Advanced Endometrial Cancer (2/3)

Future perspectives: Move toward biomarker-driven therapies for all patients (1/2)

The identification of immunotherapy as an effective treatment strategy for women with recurrent EC has sparked great enthusiasm and 
active research in different settings and molecular subtypes
> Novel combinatorial approaches with immunotherapy are being examined to improve the number of patients responding to checkpoint 

inhibitors, particularly in those with pMMR or MSS EC, both in the recurrent and frontline setting
– Chemotherapy, PARP inhibitors, and lenvatinib are viewed as the best candidates to improve response rates of single-agent immunotherapy
– Experts are excited about the study design of the AFT-50 EndoMAP trial,1 a biomarker-driven study for women with recurrent or persistent EC, that combines 

atezolizumab with targeted agents selected on the basis of genetic analysis of the tumor at time of enrollment
> Experts are confident that immunotherapy will rapidly move to the frontline and potentially adjuvant setting

– Several trials to watch are ongoing in the adjuvant (KEYNOTE-B21,2 GY0203) and frontline setting (RUBY,4 DUO-E,5 GOG-3064,6 LEAP-001,7 AtTEnd,8 and 
NRG-GY0189)

– In dMMR disease, experts speculated that immunotherapy may ultimately even replace chemotherapy
> Trials examining options in patients whose disease has progressed after prior immune checkpoint inhibition will be critical in helping to inform 

optimal treatment sequence. In parallel, translational studies will be important to better understand potential resistance mechanisms

1. ClinicalTrials.gov identifier: NCT04486352; 2. ClinicalTrials.gov identifier: NCT04634877; 3. ClinicalTrials.gov identifier: NCT04214067; 4. ClinicalTrials.gov 
identifier: NCT03981796; 5. ClinicalTrials.gov identifier: NCT04269200; 6. ClinicalTrials.gov identifier: NCT05173987; 7. ClinicalTrials.gov identifier: 
NCT04865289; 8. ClinicalTrials.gov identifier: NCT03603184; 9. ClinicalTrials.gov identifier: NCT03914612.

Dr Monk:
The key question is what you have to add to checkpoint, if 
anything, to make them work better. There are 3 
candidates: chemotherapy, PARP, and lenvatinib. All of
those studies are ongoing. I have no idea what will work.

“ “

Dr Powell:
We now know there are dramatic differences in response to single-
agent checkpoint between the groups. We want to continue. I mean 
we’ve done an awesome job putting it into 4 [molecular] groups. 
Now we should have 5 or 6. Really you have HER2. There should 
be a mix in there. We are getting a lot of good groups. It’s an 
awesome time to be an endometrial cancer researcher.

“ “



Key Takeaways: Advanced Endometrial Cancer (3/3)

Future perspectives: Move toward biomarker-driven therapies for all patients (2/2)

In addition to immunotherapy, ongoing research efforts continue to focus on hormonal strategies and alternate biomarker-driven 
approaches
> Recent results from a randomized phase II trial1 showed clinically meaningful efficacy of everolimus-letrozole and medroxyprogesterone 

acetate-tamoxifen in recurrent EC patients. The higher PFS observed in chemo-naive patients warrants further follow-up
> Findings from the phase II PALEO study (palbociclib plus letrozole in ER+ advanced/recurrent EC) are viewed as interesting and indicate a 

potential role for CDK4/6 inhibition in EC
> Results from adding trastuzumab to carboplatin-paclitaxel in HER2+ advanced/recurrent EC are encouraging and merit further study of the 

role of HER2 amplification status and the role of trastuzumab or other anti-HER2 agents in EC
> Press-released topline results from the phase III SIENDO trial (selinexor in patients with advanced/recurrent TP53wt EC) are considered 

mainly hypothesis generating and informative for a follow-up phase III trial. The lack of a prespecified p53 analysis was noted as the main 
reason the findings of this study will likely not be enough to support a potential Supplemental NDA for selinexor in TP53wt EC

Despite huge progress in the identification of different molecular profiles in EC, further research is needed to better understand the 
biology of EC (eg, who is at higher risk to develop cardiovascular disease) and how it impacts treatment and disease progression

1. Slomovitz B, et al. Gynecol Oncol. 2022;164(3):481-491.

Dr Slomovitz:
We need to look at better ways to go after the HER2 
as we develop trials, probably some sort of ADC 
approach or maybe the T-DM1. Looking just at 
trastuzumab by itself may be a bit antiquated, but we’ll 
see how it plays out. But this is an exciting area.

“ “

Dr Slomovitz:
Some of the issues here with [SIENDO trial] – number 1, p53 analysis was 
not really a prespecified analysis. While they are good data, it’s more 
hypothesis generating for a SIENDO-2 study, which will likely need to be 
done. We’re excited about this pathway, but we still need to figure out 
where its role is going to be in the first-line management of this disease.

“

“
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Advanced Cervical Cancer: Current Treatment and Future 
Directions
Presented by Ana Oaknin, MD, PhD

Recurrent or distally metastatic disease presents an area of high unmet clinical need

Despite prophylactic HPV vaccination and screening programs for early detection of preinvasive disease, CC remains a major public health problem
> Worldwide, CC is the fourth most frequent cancer in women 
Potential curative treatment options exist for early-stage and locally advanced disease
> Early-stage CC may be cured by radical surgery with tailored adjuvant therapy
> Locally advanced disease (FIGO IB2–IVA) may be cured with chemoradiation plus high-dose-rate brachytherapy. Women who experience post-radiotherapy 

isolated central recurrences may be rescued via pelvic exenteration
> Current evidence with immunotherapy in the locally advanced setting proved negative or immature

– The CALLA trial1 looked at the efficacy of durvalumab in combination with chemoradiation for women with locally advanced CC. A recent press release stated that the trial 
did not achieve statistical significance for its primary endpoint of improving PFS

– Ongoing immunotherapy trials in this setting include KEYNOTE-A182 and ATOMICC3

In contrast, the management of women with recurrent or distant metastatic disease has presented an unmet clinical need for decades
> Treatment options beyond that of 1L chemotherapy combined with bevacizumab are limited, and the prognosis for women with recurrent disease who are not 

candidates for pelvic exenteration and those who present with metastatic (FIGO IVB) disease is poor, with a very low probability of long-term survival
> Several studies are exploring the role of immune checkpoint inhibition, alone or in combination, to improve response rates in the advanced CC setting

– Pembrolizumab was the first anti–PD-1 agent to receive FDA approval for the 2L treatment of PD-L1+ tumors in the persistent, recurrent, or metastatic CC setting, on the 
basis of results from the KEYNOTE-158 trial.4 In October 2021, findings from the KEYNOTE-826 trial5 led to an additional indication in the 1L setting in combination with 
chemotherapy (± bevacizumab) for patients whose tumors express PD-L1

– Cemiplimab was the first anti–PD-1 agent to demonstrate a statistically significant survival benefit in recurrent or metastatic CC following progression after 1L platinum-
containing chemotherapy (EMPOWER-Cervical6)

– In the 2L setting, several other checkpoint inhibitors are under investigation, including agents against CTLA-4 in combination with an anti–PD-1 (eg, CheckMate 3587, 
RaPiDS8) or anti–PD-L1 antibody (eg, SKYSCRAPER-049)

> In September 2021, the FDA granted accelerated approval to tisotumab vedotin, making this agent the first and only ADC for treatment of recurrent or metastatic 
CC with disease progression on or after chemotherapy. The approval was based on results from the phase II innovaTV 204 trial.10 The confirmatory trial is ongoing 
(innovaTV 30111)

1. ClinicalTrials.gov identifier: NCT03830866; 2. ClinicalTrials.gov identifier: NCT04221945; 3. ClinicalTrials.gov identifier: NCT03833479; 4.ClinicalTrials.gov 
identifier: NCT02628067; 5. ClinicalTrials.gov identifier: NCT03635567; 6. ClinicalTrials.gov identifier: NCT03257267; 7. ClinicalTrials.gov identifier: NCT02488759; 
8. ClinicalTrials.gov identifier: NCT03894215; 9. ClinicalTrials.gov identifier: NCT04300647; 10. ClinicalTrials.gov identifier: NCT03438396; 
11. ClinicalTrials.gov identifier: NCT04697628.



Key Takeaways: Advanced Cervical Cancer (1/2)

Immunotherapy is changing the face of CC management

With the recent approval of the KEYNOTE-826 regimen by the FDA, addition of pembrolizumab to chemotherapy (± bevacizumab) has become the 
new 1L SOC in the US for persistent, recurrent, or metastatic CC tumors that express PD-L1
> Experts from the US reported positive experiences using this regimen, while European experts seemed very eager for it to be approved by the EMA

– EMA approval is anticipated for all comers, which contrasts with the PD-L1 expressors-only label of the FDA
> The role of anti-VEGF therapy plus immunotherapy in the frontline setting remains unclear; the BEATcc trial1 (platinum chemotherapy plus paclitaxel 

with bevacizumab and atezolizumab) may provide further information in this regard 
Experts are positive about the EMPOWER-Cervical 1 trial and consider cemiplimab monotherapy an important therapeutic alternative for 
women with recurrent or metastatic CC whose disease progressed on or after chemotherapy and who have not received prior immunotherapy
> US experts seemed disappointed that the Supplemental Biologics License Application for cemiplimab was voluntarily withdrawn by Regeneron 

Pharmaceutical, Inc and Sanofi, as the companies and the FDA were reportedly unable to agree on key post-marketing studies2

> Discussions with regulatory authorities outside the US are ongoing, and experts expect that cemiplimab will become global SOC in 2L, as the 
KEYNOTE-826 regimen will not be approved in many countries 

1. ClinicalTrials.gov identifier: NCT03556839; 2. Sanofi. 2022. https://www.sanofi.com/en/media-room/press-releases/2022/2022-01-28-13-00-00-2374983 
Accessed April 21, 2022.

Dr Oaknin:
When we look at the data [KEYNOTE-
826], it’s much more important in those 
patients who are PD-L1+, but I think that 
there are still patients who are PD-L1–
that may benefit. At the end of the day 
this is a really-poor-prognosis population, 
so there’s no real good option for them.

“

“

Dr O’Malley:
We really have an option to 
improve upon 826, but it’s going 
to be a tough bar. It’s going to be 
a challenge, but I think that’s a 
great opportunity. Really, the best 
opportunity is post-IO.

“

“

Dr Monk:
I think Ana said it well, that in the 
checkpoint naive, cemiplimab will be 
the global standard in 2L. There will be 
many countries that don’t get 826 
approved, just like there are many 
countries that didn’t get 240 approved. 
It will become the global standard.

“

“

https://www.sanofi.com/en/media-room/press-releases/2022/2022-01-28-13-00-00-2374983


Key Takeaways: Advanced Cervical Cancer (2/2)

Immunotherapy is changing the face of CC management (continued)

For adjuvant immunotherapy to be successful in regional/locally advanced disease, experts 
highlighted the need to better identify high-risk patients who may benefit from this treatment
> The recently announced negative outcome from the CALLA trial1 (durvalumab given concurrently with 

chemoradiotherapy in locally advanced CC) are considered the results of suboptimal patient selection, a 
comparator arm that “is hard to beat,” and potential impacts of the COVID-19 pandemic

> ctDNA-based MRD determination may offer a better way to risk-stratify patients and identify those at high 
risk than currently employed imaging modalities

Several trials evaluating immune checkpoint inhibitors as monotherapy or combinations are ongoing 
in different settings of disease. Results of these trials are eagerly awaited, as they will help to further 
define the role of this strategy in the treatment algorithm 
> Whether PD-L1 level presents a truly robust biomarker in CC is not clear. Thus, additional research is 

needed to identify novel predictive biomarkers of response, in addition to PD-L1 expression
> While preliminary results using TIL therapy in CC are interesting, they will need to measure up to results 

from KEYNOTE-826 to have an application in CC

1. AstraZeneca. 2022. https://www.astrazeneca.com/media-centre/press-releases/2022/update-on-calla-phase-iii-trial-for-imfinzi.html Accessed April 21, 2022.

Dr Herzog:
I think with CALLA the problem is that the 
chemo rads are pretty good in locally 
advanced and it may be difficult to show 
something statistically above that bar.

“ “
Dr Oaknin:
We are moving to develop other 
combinations – TV plus carbo, TV plus 
pembro. I mean, there is no issue with the 
safety, and efficacy seems to be quite 
interesting in the first line and in second line 
and in third line.

“

“

Outside the US, the treatment options for women with PD-L1– recurrent or metastatic 
CC remain limited

In the US, the recent accelerated approval of tisotumab vedotin by the FDA has partially addressed the 
unmet need for patients with PD-L1– recurrent or metastatic CC
> On the basis of current data, tisotumab vedotin is considered the therapy of choice after IO failure; that 

said, experts see strong potential for tisotumab vedotin to be rationally combined with other agents, and, 
ultimately, move to earlier lines

https://www.astrazeneca.com/media-centre/press-releases/2022/update-on-calla-phase-iii-trial-for-imfinzi.html
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Abbreviations

> 1L, first-line
> 2L, second-line
> ADC, antibody-drug conjugate
> AML, acute myeloid leukemia
> BICR, blinded independent central review 
> CC, cervical cancer
> ctDNA, circulating tumor DNA
> DOR, duration of response
> EC, endometrial cancer
> EMA, European Medicines Agency
> EOC, epithelial ovarian cancer
> ESGO, European Society of Gynaecological 

Oncology
> ESP, European Society of Pathology
> ESTRO, European Society for Therapeutic 

Radiology and Oncology
> FDA, US Food and Drug Administration

> FIGO, International Federation of Gynecology 
and Obstetrics

> FSS, fertility-sparing surgery
> GR, glucocorticoid receptor
> HPV, human papillomavirus
> HRD, homologous recombination deficiency
> HRP, homologous recombination proficiency
> IHC, immunohistochemistry 
> IO, immunotherapy
> LACC, locally advanced cervical cancer
> m, mutant
> MDS, myelodysplastic syndrome 
> MMR(d/p), mismatch repair (deficiency/proficiency)
> MOA, mechanism of action
> MRD, minimal/measurable disease
> MSI(-H), microsatellite instability (high)
> MSS, microsatellite stable

> NDA, New Drug Application
> OC, ovarian cancer
> ORR, overall response rate
> OS, overall survival
> PFS, progression-free survival
> PI3K, phosphoinositide 3-kinase
> PLD, pegylated liposomal doxorubicin
> ProMisE, Proactive Molecular Risk Classifier for 

Endometrial Cancer
> QOL, quality of life
> RFI, recurrence-free interval
> RT, radiotherapy
> SOC, standard of care
> TCGA, The Cancer Genome Atlas
> T-DM1, trastuzumab emtansine
> TIL, tumor-infiltrating lymphocyte
> wt, wild-type
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