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Meeting Snapshot

DATE: 
September 24, 2022

PANEL: Key experts in 
gynecologic cancer
> 4 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 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 4 US and 3 European Gynecologic 
Cancer Experts

CHAIR: 
Robert L. Coleman, MD 
US Oncology Network

David O'Malley, MD 
The Ohio State University 

Comprehensive Cancer Center

Matthew Powell, MD 
Washington University 
School of Medicine 

Jalid Sehouli, MD 
Charité Comprehensive 

Cancer Center

Domenica Lorusso, MD, PhD 
Catholic University of Rome 

Mansoor Mirza, MD 
Copenhagen University Hospital

Bradley Monk, MD 
St. Joseph’s Hospital and 
Medical Center 



Meeting Agenda (1/2)
Time (EST) Topic Speaker/Moderator

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

8.05 AM – 8.15 AM Early-Stage Ovarian Cancer David O'Malley, MD

8.15 AM – 8.30 AM Key Questions and Discussion Robert L. Coleman, MD

8.30 AM – 8.35 AM Key Takeaways David O'Malley, MD

8.35 AM – 8.50 AM Advanced Ovarian Cancer: First-Line Therapy Mansoor Mirza, MD

8.50 AM – 9.00 AM Advanced Ovarian Cancer: Optimal Maintenance Therapy – What Do We Know Today? Bradley Monk, MD

9.00 AM – 9.30 AM Key Questions and Discussion Robert L. Coleman, MD

9.30 AM – 9.35 AM Key Takeaways Mansoor Mirza, MD, and
Bradley Monk, MD

9.35 AM – 9.55 AM Advanced Ovarian Cancer: Treatment Strategies in the Relapsed Setting Jalid Sehouli, MD, PhD

9.55 AM – 10.25 AM Key Questions and Discussion Robert L. Coleman, MD

10.25 AM – 10.30 AM Key Takeaways Jalid Sehouli, MD, PhD

10.30 AM – 10.40 AM Break



Meeting Agenda (2/2)
Time (EST) Topic Speaker/Moderator

10.40 AM – 10.55 AM Advanced Endometrial Cancer: Current Treatment and Future Directions Matthew Powell, MD

10.55 AM – 11.20 AM Key Questions and Discussion Robert L. Coleman, MD

11.20 AM – 11.25 AM Key Takeaways Matthew Powell, MD

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

11.40 AM – 12.00 PM Key Questions and Discussion Robert L. Coleman, MD

12.00 PM – 12.05 PM Key Takeaways Domenica Lorusso, MD, PhD

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



Early-Stage Ovarian Cancer



Early-Stage Ovarian Cancer
Presented by David O'Malley, MD 

Adjuvant therapy in early-stage EOC: A history lesson

Fertility-sparing surgery (FSS), the removal of only 1 ovary and preservation of the uterus, is clearly safe in borderline/low malignant 
tumors
> However, there is increased risk of recurrence in serous, advanced-stage disease with FSS

On the basis of the trials, platinum-based therapy comprises the mainstream treatment for chemo-naive OC
> The GOG 95 trial compared IP P32 and cisplatin-cyclophosphamide. The results were not statistically different, but lower recurrence and a 

more favorable toxicity profile moved platinum-based combinations into the mainstream. 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

> In GOG 157, eligible patients were randomized to carboplatin AUC 7.5 and paclitaxel 175 mg/m2 for 3 vs 6 cycles. The recurrence rate was 
24% lower with 6 vs 3 cycles (P = .18), but the trial was not widely accepted, as it was powered for a 50% reduction in recurrence, and stage 
II is not early stage, which needs better risk-stratification. Additionally, high-grade 
serous disease should be considered separately 

> The ICON1 and ACTION trials were 2 clinical studies in early-stage OC 
comparing platinum-containing adjuvant chemotherapy with observation following 
surgery. Both trials demonstrated improved survival with platinum chemotherapy

> ACTION was the first trial that focused on the importance of adequate 
surgery and its correlation with better outcomes



Key Takeaways: Early-Stage Ovarian Cancer (1/3)

Dr Mirza:
If you look at the Kaplan-
Meier curves, how much we 
have benefited with platinum 
on addition of paclitaxel and 
look at the Kaplan-Meier 
curves in advanced-stage 
disease, what we have done 
with PARP inhibitors, there is 
a tremendous difference. 

“
“

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

Although tumor histology plays a role in the success of chemotherapy, expert opinion is that a risk-vs-
benefit analysis should be done before deciding to omit chemotherapy, as missing an opportunity to cure 
early-stage disease is a detriment
> When opting for early treatment, with the expected long posttreatment exposure window, patients have a 

greater opportunity to develop a secondary malignancy. On the other hand, if the patient did not receive 
adjuvant treatment, when the disease recurs, the prognosis will be the same as that of a recurrent ovarian 
cancer patient, meaning a less favorable outcome

> Experts believe surgical staging is important, and there is a need to redefine early stage in advanced disease 
as high-risk or low-risk
− Experts pointed out the importance of adequate surgery (ACTION trial), which in some cases may allow 

to omit/reduce chemotherapy
− Sparing fertility is also a very important consideration in these early-stage situations (ie, preservation of 

second ovary in low-risk patients)
> In some situations, experts prefer to observe early-stage low-grade tumors, especially when chemotherapy is 

not expected to provide benefit
− Usually, chemotherapy is not given in tumors without capsule rupture. In most cases, after considering all 

the options along with the treating physician, patients with low-grade tumors renounce adjuvant chemo
− For stage Ic, experts discussed chemotherapy as an option, but determined it is not necessary
− In tumors with mucinous and clear cell histology and low-grade endometrial or low-grade serous tumors, 

chemotherapy provides less benefit



Key Takeaways: Early-Stage Ovarian Cancer (2/3)

Dr Coleman:
Treatment/no treatment, 
duration of treatment, chemo 
vs no chemo or some 
alternative form, and 
maintenance therapy in high 
risk, “high risk” let’s call 
BRCA-mutated tumors, early-
stage disease, all things that 
are important questions we 
don’t have the answers for 
and probably won’t be able to 
study prospectively. 

“
“

Adjuvant, platinum-based chemotherapy is justified in early-stage OC that is at high risk of 
recurrence (cont.)

> However, experts commented that fully staged, nonserous, stage I EOC may be given 3 cycles of chemotherapy
> High-grade serous tumors are a completely different category and must be treated aggressively

− The benefit of 6 cycles of chemotherapy is quite clear, and experts said they will never renounce 
toadjuvant treatment in these patients 

> For nonserous tumors, where the efficacy of chemotherapy is limited, adjuvant therapy is optional, and it may be 
better to continue chemo until recurrence

> Experts discussed whether adjuvant chemotherapy should be given for serous tubal intraepithelial carcinoma 
(STIC). One of the experts said that on the basis of their experience, giving chemotherapy at the time of STIC 
diagnosis most likely does not provide benefit 5–10 years later

Several questions/unmet needs are still open in early-stage ovarian cancer, and more trials are 
needed to provide answers

Experts agreed that there are several important questions in early-stage OC for which there are not yet 
answers, and likely are not be able to be investigated prospectively, eg, treatment vs no treatment, duration 
of treatment, chemo vs no chemo
> Experts expressed disappointment that virtually no trials are ongoing in early-stage ovarian cancer, despite a 

high unmet need
> Considering that chemotherapy may be skipped in few patients, one expert raised the question of a trial 

investigating the omission of chemotherapy with PARP inhibitors given in its place, but others commented that 
conducting such a global trial might not be feasible from a regulatory standpoint 

> All stage II patients should be treated as having high-risk disease



Key Takeaways: Early-Stage Ovarian Cancer (3/3)
Several questions/unmet needs are still open in early-stage ovarian cancer, and more trials are needed to provide answers
(cont.)

BRCA mutation is the predictive biomarker for efficacy of PARPi
> BRCAm early-stage ovarian cancers have higher risk of recurrence than BRCAwt and should be considered for PARPi maintenance
> All BRCA patients should be considered for PARPi maintenance



Advanced Ovarian Cancer: 
First-Line and Maintenance 
Therapy



Advanced Ovarian Cancer: First-Line Therapy
Presented by Mansoor Mirza, MD

Currently available first-line therapy in advanced ovarian cancer

Integration of PARPi into the front line has changed the treatment of ovarian cancer and has identified new unmet needs. The 3 major 
decisions to be made in ovarian cancer are
> Surgery or neoadjuvant chemotherapy: Optimal surgery should be done either up front or neoadjuvantly, and patients must receive until 

otherwise documented 6 cycles of carboplatin-paclitaxel. A paper published in 20101 demonstrated the benefit of additional 3 cycles in a 
subset of patients who received 3 vs those who received 6 cycles

> Genomic testing: In Denmark, the pathologist performs tBRCA and gBRCA at diagnosis. If one of these is positive, the patient must be 
informed about maintenance PARPi therapy. If gBRCA is mutated, the patient should be referred for genetic counseling. If both analyses are 
negative, thus the patient is BRCAwt, the Myriad HRD test should be administered

> Decision on maintenance therapy: All patients should receive maintenance therapy

Bevacizumab in frontline therapy
> Both the GOG-0218 and ICON7 trials were positive for the primary endpoint, PFS (HR 0.71 in GOG-0218; HR 0.86 in ICON7)

– 2.4 to 4.1 months of median PFS (ICON7 and GOG-0218)
– OS benefit seen in clinically high-risk population (HR 0.78 in ICON7)

> More than 15 months of bevacizumab is not beneficial
> There still are no biomarkers for bevacizumab, so all patients must receive it

The question whether addition of bevacizumab to PARPi is beneficial was not answered by the PRIME and ATHENA-MONO trials
> One expert asked if a new HRD test is needed, as the current HRD test is probably not good enough
> This is also the most important unmet need. Better biomarkers are needed for PARPi use in the front line (HRR function and PARPi resistance)

1. Chan JK, et al. Gynecol Oncol. 2010;116:301-306.



Advanced Ovarian Cancer: First-Line Therapy
Presented by Mansoor Mirza, MD

Efficacy of PARPi is seen in all populations

Efficacy of PARPi is highest in BRCAm followed by BRCAwt HRD populations. Modest efficacy is observed in BRCAwt HRP populations
> In BRCAm populations, there is tremendous efficacy in using PARPi
> Patients in BRCAwt, HRD populations should also receive PARPi in the front line
> For patients with HRP tumors, adding PARPi to bevacizumab vs bevacizumab in PAOLA-1 did not yield benefit. However, modest efficacy of 

PARPi vs placebo was seen in the PRIMA trial. Also, in both PRIME and ATHENA-MONO, patients who were R0 demonstrated benefit from 
single-agent PARP therapy even if they were BRCAwt



Advanced Ovarian Cancer: Optimal Maintenance Therapy
Presented by Bradley Monk, MD

Currently available maintenance options in the first-line setting

Frontline maintenance options available for advanced EOC 
> Olaparib was approved in December 2018 for the maintenance treatment of patients with deleterious or suspected deleterious germline or 

somatic BRCA-mutated advanced EOC, FTC, or PPC who are in a CR or PR to first-line platinum-based chemotherapy
> Niraparib was approved in April 2020 for the maintenance treatment of patients with advanced EOC, FTC, or PPC who are in a CR or PR to 

first-line platinum-based chemotherapy
> In May 2020, the FDA approved olaparib in combination with bevacizumab for first-line maintenance treatment of patients with advanced 

EOC, FTC, or PPC in CR or PR to first-line platinum-based chemotherapy and whose cancer is associated with HRD-positive status defined 
by either a deleterious or suspected deleterious BRCAm, and/or genomic instability

PARPi moving in the wrong direction
> All 3 BRCA treatment indications have been withdrawn by the FDA

− Withdrawal of rucaparib (ARIEL4 study) in BRCA-mutated ovarian cancer after at least 2 prior chemotherapies
− Withdrawal of olaparib (SOLO3 study) in BRCA-mutated ovarian cancer after at least 3 prior chemotherapies
− Withdrawal of niraparib (QUADRA study in BRCA-mutated and HRD platinum-sensitive ovarian cancer after at least 3 prior 

chemotherapies



Key Takeaways: Advanced Ovarian Cancer – First Line and 
Maintenance (1/3)
Experts think it is important to know in each case the better starting point for optimal outcomes: surgery or 
neoadjuvant chemotherapy

One of the major decisions experts must make in treating ovarian cancer is surgery or neoadjuvant chemotherapy
> Primary surgery is the preferred option, but complete cytoreduction is not always possible, eg, in patients with comorbidities
> There are trials that suggest neoadjuvant surgery or primary debulking surgery have comparable outcomes, but this is a subject of debate

Genetic testing in advanced OC is a topic of active discussion

Experts explored the quality and precision of existing HRD testing methods. This is an 
unmet need, as some HRD-negative patients are actually HRD positive
> There is a lack of standardized methodologies for HRD testing and definition 
> Experts do not have HRD testing done if patients are BRCA mutation positive. This is because 

of the cost of the Myriad MyChoice assay. If it was more cost effective, it could become the 
standard test for patients with advanced ovarian cancer, because it detects both BRCA
mutations and genomic instability simultaneously

> Most experts do not use noncommercially-based assays, as those tests need to be validated 
before they can be utilized. However, one of the experts from Europe said they will soon start 
testing through their own HRD assay, which they presented on at ESMO and is validated 

Dr Coleman:
The imperfection of the algorithm that we use to 
annotate a tumor as a homologous 
recombination proficient or deficient does drive 
some of what you just mentioned, Mansoor, and 
this is my opportunity and maybe we’ll get away 
with it because some of those HRD test-
negative patients actually are HRD test positive. 

“

“



Key Takeaways: Advanced Ovarian Cancer – First Line and 
Maintenance (2/3)

*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:
We are not curing more HRP patients with 
PARP inhibitors. But there’s no way that there 
should ever be a loss of any indication in non-
HRP. Now the question becomes about a third 
of HRP patients will benefit. To Mansoor’s 
point, our HRD test isn’t good enough. 

“

“Experts consider frontline maintenance a must for all high-grade OC

Most experts agreed that all patients should ideally receive a frontline maintenance therapy 
regardless of the genetic type of ovarian cancer. However, experts believe maintenance 
therapy for the HRP population is still an unmet need
> No benefit was seen in adding a PARP inhibitor to bevacizumab vs bevacizumab in PAOLA-1, 

and modest efficacy of PARP inhibitor vs placebo was demonstrated in PRIMA*
> One of the experts commented that even without therapy, BRCA patients have long survival. So 

rather than focusing on OS of 5–7 years, PFS should be the true measure. While PARP inhibitors 
do not cure as many HRP patients, there should not be a loss of indication in non-HRP patients

Experts agreed that PARPi demonstrated a strong benefit in PFS in BRCAm and BRCAwt HRD 
populations
> An OS advantage was demonstrated in PAOLA-1, after 20 years of negative trials. An expert 

pointed out that this is representative of the efficacy of the drug in the HRD population
> Experts choose to use bevacizumab ± PARPi in the BRCAwt HRD population on the basis of the 

residual tumor and clinical characteristics

Genetic testing in advanced OC is a topic of active discussion (cont.)

Novel biomarkers (RAD51C or RAD51CD) as predictors of PARP
> Novel biomarkers like RAD51C or RAD51CD are most likely better predictors of PARP, likely at 

least as good as BRCA, and maybe better

Dr Lorusso:
For several years, the GYN community talked 
to each other in our meeting. It’s impossible to 
demonstrate overall survival advantage in first-
line setting because post-progression survival 
is so long and impact and whatever and 
whatever. And now we have an overall 
survival advantage in PAOLA-1 trial after 20 
years of negative trials. In my opinion, this is 
representative of the efficacy of the drug in 
HRD population. 

“

“



Key Takeaways: Advanced Ovarian Cancer – First Line and 
Maintenance (3/3)

Dr Lorusso:
The emerging data suggest increased 
chemoresistance after PARP. I am 
quite scared about that data. My 
personal opinion is that if you have a 
strong benefit in terms of PFS like 
BRCA and in HRD, in such a way this 
counterbalances a possible detrimental 
effect in terms of increased chemo 
sensitivity. But if you have limited 
benefit as in HRP, then you will pay 
this benefit after progression because 
of the chemoresistance. 

“
“
Experts consider frontline maintenance a must for all high-grade OC (cont.)

Use of PARPi and bevacizumab
> Experts discussed benefits of using bevacizumab in all patients, as they believe bevacizumab is a 

better treatment for HRD ovarian cancer than PARP. If patients are HRP positive, the experts 
discontinue bevacizumab and switch maintenance to PARP inhibitors

PARPi’s place in the BRCAwt HRP ovarian cancer population

Experts’ opinion is that in the future, the indication for PARPi in the HRP population might be 
withdrawn, and they discussed a few points in favor of this
> Overall, experts agreed that the benefit of maintenance PARPi is less in the HRP population 

compared with the HRD population
> On the basis of the PRIMA long follow-up data, the benefit of PARP inhibitors diminishes over time
> One expert expressed surprise at the lack of discussion during ESMO concerning the HR reported in 

the HRP population in PAOLA-1
> Experts also pointed toward the probable relationship between the resistance mechanisms for PARP 

and platinum, and they expressed skepticism about emerging data suggesting chemoresistance after 
PARP. One expert commented that they are quite concerned about these data
− If there is a strong PFS benefit, as seen in BRCA and HRD patient populations, then this may 

be viewed as a counter to the possible detrimental effects with increased chemosensitivity
− But for HRP patient populations, the benefit is limited, with chemoresistance after progression a 

concern



Advanced Ovarian Cancer: 
Treatment Strategies in the 
Relapsed Setting



Advanced Ovarian Cancer: Treatment Strategies in the Relapsed 
Setting
Presented by Jalid Sehouli, MD

Management of recurrent OC

Recurrence of OC is common and is one of the greatest treatment challenges
> There is a need to define functional tumor pattern beyond histologic type in future clinical trials, as the prognosis of the patient depends on 

symptoms
– Patients with symptoms have significantly inferior OS compared with patients without symptoms, on the basis of tumor burden
– Prognosis and response to cancer treatment differ in patients with lymph node-dominated ovarian cancer vs patients who have 

peritoneal-dominated disease
> Currently, 4 drugs are available for use in maintenance therapy for recurrent OC: bevacizumab, niraparib, olaparib, and rucaparib
> Survival benefit is seen in surgery only with patients who have achieved complete resection. Tumor debulking or tumor reduction surgeries 

have led to inferior survival rates
– The GOG-02131 and DESKTOP III2 trials reported a benefit for the surgery arm in terms of PFS; while DESKTOP III showed improved 

OS, GOG-0213 demonstrated better results in terms of OS for the chemotherapy + bevacizumab arm
> Most of the patients who have not been treated with a PARPi will receive it as standard of care in high-grade OC
> Bevacizumab rechallenge is feasible, but in most countries, it is only approved for use once in the natural history of the disease. This is the 

reason we keep to use in the platinum-resistant setting based on the PAOLA-1 trial3 results
> ARIEL34 demonstrated that in patients with a reverse mutation, the likelihood of response to PARP therapy is very low. But advisors are 

disappointed because patients who are clinically resistant to PARP have no reverse mutation, and it is only in 5%–10% of patients in their 
practice that they see reverse mutation. Therefore, the experts believe it is not really an optimal biomarker

1. ClinicalTrials.gov identifier: NCT00565851; 2. ClinicalTrials.gov identifier: NCT01166737; 3. ClinicalTrials.gov identifier: NCT02477644; 
4. ClinicalTrials.gov identifier: NCT01968213.



Key Takeaways: Advanced Ovarian Cancer – Relapsed Setting 
(1/2)

Dr O’Malley:
Mirvetuximab-bevacizumab, I think, is 
probably the best combination. I think it is 
probably better than weekly paclitaxel-
bevacizumab especially as you account for 
the toxicity. I think that is going to drastically 
change the way I treat my patients moving 
forward in those that are positive folate 
receptor-alpha. You notice I did not say 
high folate receptor, I said positive. I believe 
positive ultimately will be in the eye of the 
beholder in the United States.

“
“
Clinical trial is the first choice of experts for a patient who has experienced relapse

Most experts did not agree with the 6-month cutoff to define platinum sensitivity, preferring to 
enroll patients whose disease recurred within 6 months of primary therapy in a clinical trial
> For most experts, their first choice for these patients would be a clinical trial
> If no clinical trial were available, experts would offer therapies such as topotecan, paclitaxel, 

gemcitabine, etc, depending on what the patient received in the first line
> Experts view platinum as the winner in every situation where a patient experiences relapse after 

12 weeks. This duration was discussed at the GCIG Consensus Conference, where experts tried 
to create a new definition of platinum ineligibility. It was reported that in the case of progression 
during platinum treatment or early progression after platinum completion (<12 weeks), a 
nonplatinum agent would perform better than a platinum agent

Emerging regimens in the relapsed setting

Experts expressed excitement about the newer drugs in the relapsed setting, particularly 
folate receptors and ADCs
> FDA granted priority review to mirvetuximab soravtansine, which is a first-in-class ADC for the 

treatment of patients with folate receptor alpha-high, platinum-resistant ovarian cancer who have 
previously received between 1–3 systemic therapies

> Tumor treating fields* therapy may have efficacy against ovarian cancer, and it is currently being 
tested in a randomized phase III clinical trial, ENGOT-ov50/GOG-3029/INNOVATE-31

*Tumor treating fields represent a noninvasive anticancer modality consisting of low-intensity, intermediate-
frequency, alternating electric fields delivered via cutaneous transducer arrays. 
1. ClinicalTrials.gov identifier: NCT03940196.



Key Takeaways: Advanced Ovarian Cancer – Relapsed Setting 
(2/2)

Dr Mirza:
Rationally, first of all, bevacizumab is effective 
in all places rather in first line or in your own 
study 213, and that platinum-sensitive relapse 
or the trial in the platinum-resistant disease 
by Eric. So all this shows that bevacizumab is 
effective, and we can come back to 
bevacizumab. 

“
“

Preference of therapy for a patient who has experienced platinum-sensitive 
recurrence, did not receive a PARP in the first-line setting, and is HRD negative

Advisors’ opinions varied on whether to give this patient PARPi or bevacizumab
> They agreed that a PARP-naive patient who responds to PARP should receive PARPi. However, 

a PARP-pretreated patient should receive bevacizumab
> If a patient is platinum naive, almost all experts agreed they would give platinum therapy to try to 

elicit a response and put the patient on PARP therapy. However, even within this approach, a 
variety of clinical factors can impact the choice of therapy, including primary surgery or 
neoadjuvant chemotherapy

> Some experts prefer to switch maintenance therapy, eg, if a patient is started on bevacizumab 
and proves to be extremely platinum sensitive, they are switched to a PARP inhibitor

> The possibility to drop bevacizumab in platinum-sensitive patients who did not receive PARP or 
bevacizumab in the first line is less applicable in the EU than in the US, as in the EU, 
bevacizumab can be used only once during the natural history of the disease. European experts 
commented that if they use bevacizumab only in combination with chemotherapy, then drop it to 
start PARP, they have spent their one opportunity in the treatment course to use the drug if the 
patient is bevacizumab- and PARP-naive. They tend to use PARP as a first option, and consider 
bevacizumab when resistance develops



Advanced Endometrial 
Cancer: Current Treatment 
and Future Directions



Advanced Endometrial Cancer: Current Treatment and Future 
Directions (1/3)
Presented by Matthew Powell, MD

Use of molecular subtyping to drive management of EC

The journey of EC from prognostic to predictive biomarkers has been incredible
> The number of cases of EC are dramatically increasing in the Western world, with a significant rise in the aggressive histologic subtypes
> Molecular classification impacts management of these patients because of differences in mortality. Most endometrioid patients are in the 

copy number-low or -stable group, but a small portion are in the P53-mutated or copy number-high group, and a small portion are 
polymerase epsilon mutated

> Guidelines such as 2020 ESGO/ESTRO/ESP also include use of molecular classification to determine the risk category for patients
> There is good evidence that adjuvant therapy probably does not benefit these patients. Investigators are studying how this classifier can 

identify women at very low risk of disease recurrence, in order to spare them toxic therapies, in trials such as
– Tailored Adjuvant Therapy in POLE-mutated and p53-wildtype Early Stage Endometrial Cancer (TAPER)1

– Refining Adjuvant Treatment IN Endometrial Cancer Based On Molecular Features (RAINBO)2

> The mature OS data are expected to be released in the next few months for the GOG-258 (chemo ± RT) trial
> PORTEC-3 (RT ± chemo)3 has demonstrated that molecular subgroups are important. POLE-mutated patients did very well in both groups 

(RT and RT + CT), and this challenges the idea that adjuvant therapy is probably not needed. The p53m group benefits significantly from 
chemotherapy; whether these patients should be targeted for PARP maintenance is a forward-looking strategy. MMRd patients also do not 
benefit from CT, and there was modest improvement from CT in the NSMP group 

1. ClinicalTrials.gov identifier: NCT04705649; 2. ClinicalTrials.gov identifier: NCT05255653; 3. ClinicalTrials.gov identifier: NCT00411138.



Advanced Endometrial Cancer: Current Treatment and Future 
Directions (2/3)
Presented by Matthew Powell, MD

1. ClinicalTrials.gov identifier: NCT03517449; 2. ClinicalTrials.gov identifier: NCT03884101; 3. ClinicalTrials.gov identifier: NCT03981796.

Current and future perspectives in the management of advanced EC 

Various modalities for endometrial cancer include antiangiogenic agents, EGFR targeting, mTOR/PI3K/AKT inhibitors, immunotherapy, 
DNA repair therapy, ADCs/combinations, etc
> Carboplatin-paclitaxel is likely the standard cytotoxic background for most patients
> Outcomes may be improved by addition of antiangiogenic agents, such as bevacizumab and lenvatinib. Both have been evaluated and are 

taken ahead with additional studies
> Analysis showed that p53 mutation portends improvement in outcomes when bevacizumab is combined with chemotherapy in 

advanced/recurrent endometrial cancer. This could potentially be a biomarker

The future landscape for treatment of endometrial cancer looks promising. The role of radiation is disappearing. Molecularly driven 
therapies are being studied for early/late-stage endometrial cancer. Targeted therapies have shown good results for systemic therapy
> The use of new ADCs targeting HER2 in endometrial cancer patients has shown impressive preliminary results in clinical studies
> Results from KEYNOTE-7751 indicate notable efficacy with lenalidomide-pembrolizumab becoming second-line standard of care for patients 

with endometrial cancer that has progressed after standard platinum-taxane–based chemotherapy
> LEAP-001 trial2 data are still maturing and results are expected next year
> The prespecified exploratory subgroup of the p53wt group seemed to benefit from the use of selinexor (XPO1, mediated nuclear export 

compound), demonstrating approximately 10-month improvement in PFS 1,2,3

> Results from the RUBY trial3 evaluating dostarlimab + carboplatin-paclitaxel vs placebo + carboplatin-paclitaxel in participants with recurrent 
or primary advanced endometrial cancer are awaited



Advanced Endometrial Cancer: Current Treatment and Future 
Directions (3/3)
Presented by Matthew Powell, MD

Current and future perspectives in the management of advanced EC (cont.) 



Key Takeaways: Advanced Endometrial Cancer (1/3)

Dr Mirza:
We don’t have any level of 
evidence that radiation therapy 
improves survival in any 
subgroup.

All patients at the time of 
diagnosis, in Denmark, have to
get at least the P53 mutation 
results, the results on MMR 
deficient or proficient.

“
“

Current treatment paradigms in EC

Unfortunately, more patients are being diagnosed with high-risk endometrial cancer, due to an aging 
population and increased obesity. The need for systemic therapy has grown, and the treatment 
paradigm is evolving toward therapies that are more personalized 
> The landscape of endometrial cancer has changed a great deal in the past few years
> One type of treatment will not benefit all patients, as tumor groups behave differently. There are now 

molecular correlates within the FIGO stages to help determine the treatment line
> Experts discussed the lack of evidence that radiation therapy improves survival in every subgroup. They 

agreed that most patients do not need radiation 

Biomarker testing in EC

Experts commented that there is an immense need for biomarker testing guidelines for pathologists to 
follow as SOC and test for MMR status/MSI at diagnosis 
> Experts acknowledged that early diagnosed, low-risk patients are the best candidates for molecular staging, 

as this helps shed light on whether they will benefit from the newest therapeutic options
> MSI tumor mutational burden is a better predictor of endometrial cancer than PD-L1 
> While one expert reported performing NGS or IHC (for p53) for all their patients, another said they are 

struggling to operationalize reorganization of molecular subtyping at their institution, and they are unable to 
get a pathologist do a p53 or estrogen receptor IHC

> An expert from Denmark commented that their national guidelines have been revised to include p53
mutation and MMR status at the time of diagnosis. They prefer to restrict evaluation of POLE mutation 
testing to high-risk patients



Key Takeaways: Advanced Endometrial Cancer (2/3)

Dr Mirza:
Len-pem is not piece of cake. I have patients and I’m 
struggling with them, and many of my patients are down at 4 
mg. So, it’s a really tough regimen. So, I agree. If the RUBY 
trial or the ENERGY trial or other such trials are positive, 
it’s—a 10 trial is positive. Nobody would even hesitate to 
change their practice, adding immune therapy on top of 
chemotherapy. 

“

“

Dr Lorusso:
Probably we will enhance to chemotherapy in MMRD population [for 
the future]. We will use immune + chemo or + chemo and PARP in 
MMRp. I guess if we need more different instruments to evaluate 
this data.

“ “
Immunotherapy in the frontline setting

The future looks interesting with the appearance of IO in the frontline and the disappearance of radiation
> Experts are confident that immunotherapy will rapidly move to the frontline and potentially adjuvant setting
> Experts expressed that if the DEEP-1 trial is positive, it would be incredibly revolutionary for endometrial cancer 
> Experts are of the opinion that lenalidomide + pembrolizumab is a very difficult combination in terms of toxicity. If the results from the RUBY 

or ENERGY trials read out positive, many experts would prefer to add immunotherapy to chemotherapy 
> There is an opportunity to perform subgroup analysis and concentrate efforts on patients who are most likely to respond
> In the future, it is likely there will be movement toward treatment with chemotherapy for the MMRd population; for the MMRp population, 

treatment will be immunotherapy + chemotherapy or chemotherapy + PARPi
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1. Slomovitz B, et al. Gynecol Oncol. 2022;164:481-491.

Dr Monk:
We’ve seen the transformation that CDK4/6 inhibitors, 
many of them, have done in hormone receptor-
positive breast cancer. So, we need to study it. 

“ “ Dr Powell:
Chemo doesn’t do a lot for our copy number-low patients, and it doesn’t 
hardly do anything for our mismatch repair-deficient patients.

“ “

Dr Mirza:
I don’t think there is much future ahead for single-
agent endocrine therapy. We have to do some 
combinations in future and . . . different strategies. 

“ “ Dr Mirza:
When it comes to mTOR inhibitors, I think we should give them a serious 
chance. The toxicity has been the difficult part of that, and we haven’t 
really learned how to manage that one. I think our issue was that mTOR 
inhibitors were like a step-sister. They were being sold from one company 
to another and third, and nobody was owning them. 

“ “
Hormonal therapy

Experts acknowledged that endocrine therapy plays a role in the treatment paradigm of EC, especially in the subgroup where 
chemotherapy is not as effective as in MRD patients
> The role of ADCs cannot be undermined in determining how best to use less-toxic therapies and longer maintenance strategies for these patients
> Future trials are likely to investigate the combination of endocrine therapy and CDK4/6 inhibitors. However, caution is needed, since the likely 

outcome will not be response but disease control
> mTOR inhibitors need to be investigated as well, as it is not yet known how to manage their toxicity. No relevant trials are currently in 

development1
> While experts expressed excitement at the prospect of conducting a trial with frontline hormonal therapy, they also feel it would be difficult to 

omit chemotherapy from frontline treatment, from feasibility and regulatory standpoints. Global trials with combination therapies would need 
to be designed with this in mind
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Directions (1/3)
Presented by Domenica Lorusso, MD, PhD

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

CC remains a major public health problem, with >58,000 new cases every year. There is a need for better drugs for treatment of recurrent CC
> Until a few months ago, before the arrival of immunotherapy, cervical cancer was an orphan disease without good opportunities for treatment

There is a strong rationale for the use of immunotherapy in cervical cancer
> CC is one of the 5% of human tumors linked to an infection (HPV infection). DNA of HPV can be identified in up to 98% of cervical cancer
> PD-L1 is not expressed in normal cervical tissue, but is overexpressed in SCC (19%–88%) and adenocarcinoma (14%–65%)
> Patients with CC have an increased tumor mutational burden (TMB), which is also a good predictor of immunotherapy efficacy

Various trials have been conducted to explore the role of immune checkpoint inhibition
> FDA approved single-agent pembrolizumab for CPS-positive CC patients recurring after platinum chemotherapy, on the basis of the 

KEYNOTE-158 trial1 in the US. The randomized trial EMPOWER-Cervical2 reported a significant benefit from the anti–PD-1 agent 
cemiplimab vs chemotherapy in recurrent or metastatic CC after first-line platinum-containing chemotherapy; this led to approval by the EMA

> The KEYNOTE-826 trial3 was a turning point, as it was the first phase III study that added pembrolizumab to standard chemotherapy (±
bevacizumab) for patients whose tumors express PD-L1; the trial met all its endpoints

> Results of the BEATcc trial4 (platinum chemotherapy + paclitaxel with bevacizumab and atezolizumab) are expected by Q1 2023
> The CALLA trial5 investigated 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. ENGOT-cx11/GOG 
3047/KEYNOTE-A186 is an ongoing study in this setting that will answer the question of combining immunotherapy with chemoradiation

1. ClinicalTrials.gov identifier: NCT02628067; 2. ClinicalTrials.gov identifier: NCT03257267; 3. ClinicalTrials.gov identifier: NCT03635567; 4. ClinicalTrials.gov 
identifier: NCT03556839; 5. ClinicalTrials.gov identifier: NCT03830866; 6. ClinicalTrials.gov identifier: NCT04221945.
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The future of clinical research is dedicated to exploring ADCs and dual combination of immunotherapy

Recurrent or metastatic cervical cancer has been an unmet clinical need for decades, and ADCs will play a major role for 
immunotherapy-pretreated patients
> Tisotumab vedotin is the first ADC to receive US accelerated approval on the basis of clinically meaningful and durable response for 

treatment of recurrent or metastatic CC with disease progression on or after chemotherapy. Approval was based on the results of the single-
arm phase II innovaTV 204 trial.1 A randomized trial is ongoing, and it is hoped that the EMA will approve this drug soon, on the basis of
results of the CX12 trial2

> The results of the ENGOT-cx8/GOG-3024/innovaTV 205 trial3 (tisotumab vedotin + pembrolizumab in chemotherapy-pretreated patients and 
+ carboplatin in chemotherapy-naive patients) are interesting and suggest that the number of prior lines of therapy does not impact the 
efficacy of this combination, and it can potentially be an alternative to carboplatin-paclitaxel

The future of clinical research in CC is challenging and will be dedicated to exploring dual combinations of immunotherapy
> Clinical data suggest that dual blockade inhibits and increases the efficacy of immunotherapy, and this forms the basis of combining PD-1 

and PD-L1 inhibitors with CTLA-4 inhibitors 
> CheckMate 3584 is a phase I/II study investigating nivolumab ± ipilimumab in virus-associated cancers, including cervical cancer, regardless 

of tumor PD-L1 expression
> RaPiDS/GOG-3028 (C-750-01) trial5 is a 2-arm, randomized, noncomparative, phase II trial of balstilimab (anti–PD-1) as monotherapy or in 

combination with zalifrelimab (anti–CTLA-4) or with placebo in women with recurrent cervical cancer

1. ClinicalTrials.gov identifier: NCT03438396; 2. ClinicalTrials.gov identifier: NCT04697628; 3. ClinicalTrials.gov identifier: NCT03786081; 4. ClinicalTrials.gov 
identifier: NCT02488759; 5. ClinicalTrials.gov identifier: NCT03894215.
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The future of clinical research is dedicated to exploring ADCs and dual combination of immunotherapy (cont.)

> Cadonilimab is a next-generation, first-in-class, humanized bispecific antibody-drug candidate targeting PD-1 and CTLA-4 simultaneously. A 
randomized, double-blind, placebo-controlled phase III study1 is being conducted to evaluate cadonilimab + platinum-containing 
chemotherapy ± bevacizumab as first-line treatment for persistent, recurrent, or metastatic cervical cancer; preliminary results are impressive

> The combination of anti-TIGIT and anti–PD-L1 is being studied in SKYSCRAPER-042 (tiragolumab [anti-TIGIT] + atezolizumab and 
atezolizumab monotherapy in participants with metastatic/recurrent PD-L1−positive cervical cancer)

> FDA granted breakthrough therapy designation to a new tumor-infiltrating lymphocytes therapy for advanced CC on the basis of preliminary 
results of the phase II Iovance LN-145 (lifileucel) trial3

1. ClinicalTrials.gov identifier: NCT04982237; 2. ClinicalTrials.gov identifier: NCT04300647; 3. ClinicalTrials.gov identifier: NCT03645928.
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Immunotherapy is changing the history of CC management 

Experts test for PD-L1 in most of their patients, except patients with early-stage disease. FDA approval of the KEYNOTE-826 regimen 
(the addition of pembrolizumab to chemotherapy [± bevacizumab] for persistent, recurrent, or metastatic CC tumors that express PD-L1) 
made it the first-line standard in the US
> FDA and EMA approved pembrolizumab in combination with platinum and paclitaxel ± bevacizumab only in patients with positive CPS. In this 

setting, treatment with platinum + paclitaxel and bevacizumab can be given, with the exception of patients with a clear contraindication to 
bevacizumab

The results of the EMPOWER trial led to a new SOC in the second line, with the use of cemiplimab monotherapy as 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
> No response to immune checkpoint inhibitors was seen in PD-L1–negative patients
> CPS-negative patients do not have the opportunity to receive pembrolizumab in the first line; thus, cemiplimab can be given in the second 

line in this setting. Cemiplimab is reported to increase OS compared with chemotherapy 

Experts also discussed use of immunotherapy in MMRp patients
> MMR status is likely a stronger predictor than PD-L1 status in endometrial cancer, as opposed to cervical cancer
> On the basis of KEYNOTE-775, use of pembrolizumab + lenvatinib in the second line is restricted to MMRp patients in the US who are not 

MSI high. In Europe, this biomarker has been ignored
> There was discussion among the experts that bevacizumab + pembrolizumab combination has an additive effect and should be used in

patients with no contraindication to bevacizumab
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Dr Lorusso:
I have obliged to test the PD-L1 in this population because the choice 

of treatment, I will say unfortunately, because EMA and also FDA 
approved pembrolizumab only for CPS score-positive population, and 
now we need to test for this biomarker and according to that we chose 
the treatment for the metastatic setting.

“ “

Dr Monk:
PD-1 and PD-L1, which was presented at ESMO, as you 
know, and this probably, and maybe pembrolizumab, is a 
wonderful medication, and we have really tried to leverage the 
science. But KEYNOTE-142, which was PD-1 with 
pembrolizumab in head and neck, had a hazard ratio of 0.85 
for PFS and the hazard ratio in CALLA is 0.84. Those are 
pretty close numbers. 

“

“
Treatment options for women with PD-L1–positive recurrent or metastatic CC remain limited

The recent approval of tisotumab vedotin by the FDA partially addresses the unmet need for patients with PD-L1–positive recurrent or 
metastatic CC
> On the basis of current data, tisotumab vedotin (an ADC) is considered the therapy of choice after IO failure
> Results of the CX12 trial are interesting, as they demonstrate that this drug can also be used in combination with pembrolizumab in 

chemotherapy-pretreated patients and with carboplatin in chemotherapy-naive patients, and the number of prior lines of therapy does not 
impact its efficacy

> The combination of tisotumab vedotin and carboplatin produced a response rate of 54%, very similar to what can be achieved by the 
platinum + paclitaxel combination. This suggests that this drug may move into earlier lines of therapy in the future
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Dr Monk:
I am a passionate advocate for a A18, but CALLA is negative trial 
number 5 of adding immune therapy to chemotherapy. Number 5.

“ “ Dr Lorusso:
The effect of anti–PD-1 and anti–PD-L1 may be different 
basically because anti–PD-1 may have an additional 
antiangiogenic effect. This is suggested by preclinical data. . . . 
But probably this may be a reason for which the same trial with 
the different drug may produce different effects. . . . I am very 
curious to see what will be the results of A18.

“

“
Upcoming trials in CC management 

The future management strategy for CC will depend on the results of the KEYNOTE-A18 trial, which will determine whether 
combination of immunotherapy and chemoradiation is feasible
> Future research will be very interesting as newer combinations arrive in these settings
> Results of KEYNOTE-A18 are eagerly awaited. If the trial demonstrates that immunotherapy increases the percentage of patients who can 

be cured in locally advanced disease, it would very impactful and practice-changing
> Experts were impressed by the results of autologous TILs, but expressed concerns about the toxicity 
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Abbreviations
> ADC, antibody-drug conjugate
> AKT, protein kinase B
> AUC, area under the concentration-time curve
> BRCA, breast cancer susceptibility gene
> CC, cervical cancer
> CDK4/6, cyclin-dependent kinase 4/6
> CPS, Combined Positive Score
> CR, complete response
> CT, chemotherapy
> CTLA-4, cytotoxic T-lymphocyte antigen 4
> EC, endometrial cancer
> EGFR, epidermal growth factor receptor
> EMA, European Medicines Agency
> EOC, epithelial ovarian cancer
> ESMO, European Society for Medical Oncology
> FDA, US Food and Drug Administration
> FIGO, International Federation of Gynecology 

and Obstetrics
> FSS, fertility-sparing surgery
> FTC, fallopian tube cancer

> gBRCA, germline BRCA

> GCIG, Gynecological Cancer InterGroup
> HER2, human epidermal growth factor receptor 

2
> HPV, human papillomavirus
> HR, hazard ratio
> HRD, homologous recombination deficiency
> HRP, homologous recombination proficiency
> IHC, immunohistochemistry 
> IO, immunotherapy
> LAG3, lymphocyte-activation gene 3
> m, mutant
> MMR(d/p), mismatch repair 

(deficiency/proficiency)
> mTOR, mechanistic target of rapamycin
> MRD, minimal/measurable disease
> MSI(-H), microsatellite instability (high)
> NGS, next-generation sequencing
> NK, natural killer
> NSMP, no specific molecular profile

> OC, ovarian cancer
> ORR, overall response rate
> OS, overall survival
> PARPi, poly(ADP-ribose) polymerase inhibitor
> PD-L1, programmed cell death protein 1 ligand 1
> PFS, progression-free survival
> PI3K, phosphoinositide 3-kinase
> PPC, primary peritoneal cancer
> PR, partial response
> PVR, poliovirus receptor
> QOL, quality of life
> RT, radiotherapy
> SOC, standard of care
> STIC, serous tubal intraepithelial carcinoma
> tBRCA, tumor BRCA

> T-DM1, trastuzumab emtansine
> TIGIT, T-cell immunoreceptor with immunoglobulin and 

immunoreceptor tyrosine-based inhibitory motif domains
> TILs, tumor-infiltrating lymphocytes
> TMB, tumor mutational burden
> wt, wild-type
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