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BACKGROUND

> On September 25, 2020, during the European Society for Medical Oncology 
(ESMO) Virtual Congress, Aptitude Health convened a group of experts in 
gynecologic malignancies to a small closed-session panel

> The goal of the panel was to discuss the latest therapeutic developments and 
translational research in gynecologic malignancies and explore how emerging data 
will affect ongoing research, development of new compounds, and future treatment 
paradigms
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Time (CDT) Topic Speaker/Moderator

9.00 AM – 9.05 AM Introduction Robert Coleman, MD

9.05 AM – 9.20 AM Early Stage Ovarian Cancer Christina Fotopoulou, MD, PhD

9.20 AM – 9.40 AM Key Questions and Topics for Discussion Robert Coleman, MD

9.40 AM – 9.45 AM Key Takeaways
Christina Fotopoulou, MD, PhD, 

Robert Coleman, MD

9.45 AM – 10.00 AM First-Line Treatments and Maintenance Therapy for Advanced Ovarian Cancer Mansoor Mirza, MD

10.00 AM – 10.30 AM Key Questions and Topics for Discussion Robert Coleman, MD

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

10.35 AM – 10.50 AM Treatment Strategies for Relapsed Ovarian Cancer Jonathan Ledermann, MD

10.50 AM – 11.25 AM Key Questions and Topics for Discussion Robert Coleman, MD

11.25 AM – 11.30 AM Key Takeaways Jonathan Ledermann, MD, Robert Coleman, MD

11.30 AM – 11.45 AM BREAK All

11.45 AM – 11.55 AM Advanced Cervical Cancer: Current and Future Treatment Bradley Monk, MD

11.55 AM – 12.30 PM Key Questions and Topics for Discussion Robert Coleman, MD

12.30 PM – 12.35 PM Key Takeaways Bradley Monk, MD, Robert Coleman, MD

12.35 PM – 12.50 PM Current Treatment and Future Directions for Advanced Endometrial Cancer Matthew Powell, MD

12.50 PM – 1.20 PM Key Questions and Topics for Discussion Robert Coleman, MD

1.20 PM – 1.25 PM Key Takeaways Matthew Powell, MD, Robert Coleman, MD

1.25 PM – 1.30 PM Conclusions and Wrap-up Robert Coleman, MD
4



EARLY STAGE OVARIAN CANCER (1/5)

> Primary management of early ovarian cancer (OC) is very important, as it can greatly increase overall survival 

(OS), preserve fertility, and in some cases, cure affected patients (pts)

> Minimally invasive surgery (MIS; eg, laparoscopy) remains the standard approach for early OC pts

− The experts agreed that MIS is indicated in pts with small tumors at early stage and when the final diagnosis of the 

removed mass is still unclear

− Pts with large tumor mass, who are postmenopausal, and who have high levels of tumor markers should receive open 

surgery, although the final decision may depend on guidelines and clinical practices used in different hospitals 

− Peritoneal evaluation is believed to be very important by some experts when pts have serous grade ≥2 OC

> Surgical staging is of high importance in early stage OC

− It allows elucidation of the exact tumor dissemination pattern, definition of cancer stage, and decision on an adequate 

treatment plan

− Pts with early stage low-grade OC who receive complete staging may avoid adjuvant treatment, as the benefit of 

immediate chemotherapy was demonstrated only in non-optimally surgically staged pts

− Restaging after MIS in pts with apparent early stage OC may introduce new elements to guide definitive treatment 

planning

> The necessity of lymph node dissection (LND) in early, low-grade OC depends on the histologic type of the 

tumor: low-grade serous tumors demonstrated an incidence of LN metastasis (mets) of about 11% vs only 

1.5% in tumors with endometrioid histology (Minig L, et al. Ann Surg Oncol. 2017;24:2720-2726) 
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EARLY STAGE OVARIAN CANCER (2/5)

> A fertility-sparing approach should be offered and discussed with eligible pts (eg, young pts with early stage 

OC) but should not compromise surgical staging

− Of note, there are no prospective randomized trials investigating the fertility-sparing approach, and very likely there will 

be none in the future

> The advantage of bilateral LND in pts with fertility-sparing approach was discussed 

− For some experts, pts with unilateral OC should always receive bilateral LND, as up to 11% can have cross-correlated 

mets on the other side 

− Others noted that the percentage refers to the 11% of the 25% of pts with serous OC who have LN mets on one side; it 

is therefore a small number of pts

− Nevertheless, the majority agreed it is worthwhile to dedicate extra time during surgery to perform bilateral LND in pts 

where a fertility-sparing approach is possible; this could potentially save these pts and avoid disease recurrence

> LND for restaging purposes may be avoided if the nodal status does not alter pt management 

− This was recently confirmed by the European Society of Gynaecological Oncology (ESGO)/ESMO 

guidelines, which recommend to not put pts at extra surgical risk if there is no clinical significance
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EARLY STAGE OVARIAN CANCER (3/5)

> Adjuvant therapy with platinum-based chemotherapy is indicated for pts with early stage OC with high-risk 

features, as this treatment improves progression-free survival (PFS) and OS, as demonstrated by the ACTION 

and ICON clinical studies 

> The approved treatment regimens in adjuvant therapy are carboplatin monotherapy (6 cycles are 

recommended), or carboplatin + paclitaxel (minimum 3 cycles are recommended, except for the serous 

subgroup or stage IC, any histologic type, in whom 6 cycles are recommended)

− For one European expert, it is surprising that carboplatin monotherapy is a recommended regimen, as in their opinion 

the combination of carboplatin + paclitaxel is the most effective chemotherapy treatment for OC pts

− Other experts from Europe commented that they are currently using carboplatin monotherapy. In some countries, such 

as UK, this treatment is also used for pts with stage 3 tumor. In other countries, like Germany, 3 cycles of carboplatin 

monotherapy is used for treating pts with low-grade OC, while pts with high-grade tumors are treated with 6 cycles of 

carboplatin + paclitaxel 

> The ESGO/ESMO guidelines do not recommended adjuvant chemotherapy in 

− Pts with fully staged, low-grade serous 1A, grade 1 or 2 endometrioid, or grade 1 or 2 mucinous (expansile invasion) 

tumors

− The management of incidentally detected isolated serous tubal intraepithelial carcinoma lesions after correct peritoneal 

staging and with no peritoneal disease
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EARLY STAGE OVARIAN CANCER (4/5)

> In pts for whom the benefits of adjuvant chemotherapy remain uncertain, the ESGO/ESMO guidelines 

recommend discussing its use on an individual pt basis

− Importantly, sensitivity to chemotherapy is likely not identical among different tumor subtypes; stratified analysis and 

prospective/randomized trials are recommended

> The use of chemotherapy in young pts interested in preserving fertility was discussed

− Pts with grade 3 serous tumor and/or pts who were not properly staged and therefore may have a stage 3 tumor need to 

be treated with 6 cycles of carboplatin + paclitaxel  

− In pts who were properly staged, some experts prefer not to use chemotherapy, as its benefit in these pts is minimal, 

and it may expose pts to unnecessary toxicity. Alternatively, a lower number of chemotherapy cycles (eg, 3) can be 

administered

− Other experts prefer to use chemotherapy in young, properly staged pts, as this treatment can be curative in pts with 

early stage OC

• It was noted that women with breast cancer who have similar risk as early stage OC are commonly treated with chemotherapy

− According to some experts, in the future, prognostic markers may better help to decide which pts will benefit from 

adjuvant chemotherapy
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EARLY STAGE OVARIAN CANCER (5/5)

> BRCA testing is considered important in early stage OC. However, there is no consensus for using 

poly(ADP-ribose) polymerase inhibitors (PARPi) as maintenance therapy in BRCA-mutant pts

− Some experts commented that maintenance therapy with PARPi in pts with grade 1 OC who were properly 

staged and received 3 or 6 cycles of carboplatin + paclitaxel may not provide significant advantage in terms 

of survival. Additionally, this treatment may expose pts to unnecessary risks and complications, such as 

occurrence of a secondary malignancy (eg, acute myeloid leukemia). The cost of PARPi maintenance 

therapy may limit its use, as well

− It was noted that currently there is no real evidence supporting the additional value of targeted agents in 

truly early OC that is correctly staged. Therefore, having adequately staged pts remains of high importance 

in early stage OC 
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First-Line Treatments and 
Maintenance Therapy for 
Advanced Ovarian Cancer



FIRST-LINE TREATMENTS AND MAINTENANCE THERAPY FOR 
ADVANCED OVARIAN CANCER (1/5)

> There are different histologic subtypes of OC: low- or high-grade serous, mucinous, endometrial, and/or clear cell 

carcinoma. However, all are usually treated with the same adjuvant chemotherapy

> Vascular endothelial growth factor inhibitors such as bevacizumab, PARPi, and immunotherapy (IO) are new agents that 

have been investigated recently, either in maintenance or in first-line treatments

> Bevacizumab is approved as first-line treatment in combination with chemotherapy and as monotherapy in maintenance 

settings

− An ongoing clinical trial is currently investigating the benefits of prolonging bevacizumab treatment until disease progression

− In Denmark, bevacizumab is the standard of care in first-line OC. However, only 20% of pts with stage 3 or 4 OC achieve 5-year survival 

(Denmark national database)

> PARPi are approved for first-line treatment and maintenance therapy for BRCA-mutant OC pts (European Medicines Agency 

and US Food and Drug Administration [FDA] approvals). Their use in BRCA-wildtype pts is currently approved only by FDA

− The SOLO-1, PAOLA-1, PRIMA, and VELIA trials demonstrated the efficacy of PARPi in first-line treatment of OC pts. The efficacy of the 

different PARPi used in these trials varied on the basis of BRCA status (wildtype vs mutant) and homologous recombination (HR) status 

(deficiency vs proficiency) of the treated pts

− In summarizing results of all the trials, the presenting expert concluded there are notable benefits from PARPi treatment in pts who are 

BRCA mutant or wildtype and with HR deficiency (HRD). In pts with HR proficiency, benefits of PARPi are more modest and similar to

those from bevacizumab

• It was highlighted that the prevalence of OC in US has increased since the introduction of PARPi, confirming the benefits of this treatment, as more pts are 

living with the disease and fewer are dying
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FIRST-LINE TREATMENTS AND MAINTENANCE THERAPY 
FOR ADVANCED OVARIAN CANCER (2/5)

> The PAOLA-1 trial showed the benefits of a combination treatment with bevacizumab + the PARPi olaparib. 

However, this combination treatment is not approved nor reimbursed in all countries

− One expert commented that in their hospital each drug is used as monotherapy. Pts are first evaluated to see if they can 

be treated with bevacizumab. If they are BRCA mutant, they can be treated with olaparib in maintenance therapy, while 

BRCA-wildtype pts are treated with niraparib

− It was noted that bevacizumab and bevacizumab + olaparib treatments have different indications for use among different  

countries. These differences are apparent in variations in clinical practice among countries

> The experts discussed the importance of maintenance therapy in frontline advanced OC

− In Germany, OC guidelines recommend maintenance therapy in pts with stage 3 and 4 OC. This is also based on the 

SOLO study results showing increased 5-year survival in pts treated with maintenance therapy 

− It was reported that some clinicians consider bevacizumab maintenance as not indicated in pts who are HR proficient, 

unless the pts have high-risk characteristics 

• According to one expert, it is not known if there is any biologic mechanism between antiangiogenesis and HR 

proficiency; therefore, it is difficult to conclude if bevacizumab may be beneficial in HR-proficient pts

• Another expert commented that a retrospective study from Italy showed bevacizumab had no benefits in BRCA-

mutant, HRD-positive pts included in that study. However, in their clinical practice, they would use bevacizumab for 

pts with greater amounts of residual tumor and then use PARPi in maintenance
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FIRST-LINE TREATMENTS AND MAINTENANCE THERAPY 
FOR ADVANCED OVARIAN CANCER (3/5)

> BRCA mutation testing is considered very important and should be done at diagnosis for all types of OC, as it 

can guide treatment decision-making both in frontline therapy and maintenance treatment

> According to American Society of Clinical Oncology guidelines, all women diagnosed with epithelial OC should 

have germline genetic testing for BRCA mutations. In women who do not carry a germline BRCA1/2 variant, 

somatic tumor testing should be performed

> HRD testing is still emerging and not commonly used. Its role in treatment decision-making remains debatable, 

as ~50% of OC pts do not have HR mutations

− As about half of OC pts are HR proficient, it is of great importance to investigate what makes them resistant to different 

treatments 

> The experts were asked to report which genetic tests they request for their pts

− In Denmark, next-generation sequencing is used to look for different genetic mutations, including BRCA, in OC pts

− In UK, all pts are tested at the same time for both germline and somatic BRCA mutations. These tests are fully funded 

across the country, and anyone who has a BRCA mutation is eligible to receive olaparib. On the other hand, clinicians in 

UK do not have access to HRD testing; other tests for germline-risk genes like BRIT1 or RAD51 are not reimbursed

• One expert from US commented that next-generation sequencing is the most appropriate test for detecting genetic 

mutations in OC pts, including BRCA. They believe that exclusively performing a BRCA test instead of a complete 

gene panel test is not beneficial
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FIRST-LINE TREATMENTS AND MAINTENANCE THERAPY 
FOR ADVANCED OVARIAN CANCER (4/5)

> In France, similar to UK, pts are tested for both germline and somatic BRCA mutations. The 

challenge the country faces today is obtaining a reimbursed, reliable HRD test. This test is in fact 

considered very important, as clinical studies have shown PARPi are more effective in HRD pts

> One expert from US reported that in their hospital both germline and somatic BRCA tests are 

performed, while the HRD test is performed using different companion diagnostics, rather than the 

FDA-approved Myriad myChoice®

− Another expert from US disagreed with their colleague, stating that in their opinion it is important to use the 

same test used in the clinical trial, ie, the Myriad test 

− It was noted that combination treatment of olaparib + bevacizumab was recently approved in EU, but the 

HRD test is not reimbursed in all European countries. Therefore, in some hospitals, clinicians refer to 

Myriad for testing of their pts

− One expert from EU added there is a European Network for Gynaecological Oncological Trial Groups 

initiative gathering different academic laboratories in Europe that are performing HRD tests and trying to 

validate the tests, in order to match the Myriad test
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FIRST-LINE TREATMENTS AND MAINTENANCE THERAPY 
FOR ADVANCED OVARIAN CANCER (5/5)

> The benefits of IO in OC were recently investigated in clinical trials, and more studies are currently ongoing

− Avelumab was investigated in the JAVELIN Ovarian 100 study as monotherapy after adjuvant chemotherapy. However, there were no

benefits from this treatment

− Atezolizumab in combination with chemotherapy and bevacizumab did not show a significant PFS improvement in the intention-to-treat  

population of the IMagyn050 trial. However, subgroup analysis of the programmed cell death protein 1 ligand 1 (PD-L1)–positive pts 

showed higher benefits for this population. Longer follow-up may reveal greater benefits of this treatment

> It was noted that results from these clinical studies do not suggest a benefit in combining IO + chemotherapy. However, 

ongoing studies may provide more clarity on the optimal position of IO in the treatment sequence (eg, in combination with 

chemotherapy or as maintenance therapy)

> Ongoing trials are investigating triple combination of IO with PARPi +/– bevacizumab and double combination of IO +/–

PARPi in maintenance therapy

− The experts noted that in some of the ongoing trials, pts are stratified according to PD-L1 positivity upfront. However, there are concerns 

there may not be enough pts who are PD-L1 positive

− Importantly, the measurements of PD-L1 positivity can be done in the tumor, but also in the tumor microenvironment; this may cause some 

heterogeneity among the different clinical studies

− According to one expert, clinicians should not be falsely reassured by PD-L1 marker. They find it hard to believe that one single marker 

can determine whether a tumor will respond to treatment. It is instead very important to study the factors in the tumor and immune cell 

microenvironment that lead to benefit or not of these checkpoint inhibitors

− According to the experts, treatment costs will ultimately impact the decision on using triple (IO with PARPi +/– bevacizumab) and/or 

double (IO +/– PARPi) combination therapies
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TREATMENT STRATEGIES FOR RELAPSED OVARIAN 
CANCER (1/6)

> Relapsed OC is a difficult-to-treat disease, as it evolves during treatment. The intervals between treatments 

become shorter as pts become more resistant to therapy, until becoming completely drug resistant and not 

surviving

> In past years, pts with relapsed OC have been classified as “platinum sensitive” or “platinum resistant” on the 

basis of their response to platinum chemotherapy. However, this definition is no longer considered valid, as 

data revealed pts classified as “platinum resistant” on the basis of their treatment-free interval (TFI) <6 months 

who are responding to platinum therapy (Lindemann K et al. Gynecol Oncol. 2018;150:239-246)

> Platinum chemotherapy is currently the most effective for pts with relapsed OC, and it should not be denied to 

pts only on the basis of duration of their TFI. On the contrary, it should be offered to all pts until it stops 

working, and the definition of platinum sensitivity or resistance should be based on pt response to treatment 

− “Platinum-sensitive” pts are those who have responded to previous platinum therapy, or those with complete resection 

of tumor and no evaluable disease, or pts who relapsed after stage I disease and have never received chemotherapy

− “Platinum-resistant” pts are those who stop responding and/or have very rapid symptomatic progression when on 

platinum treatment
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TREATMENT STRATEGIES FOR RELAPSED OVARIAN 
CANCER (2/6)

> The experts agreed on the significant limitations of classifying pts as platinum sensitive or resistant only on 

the basis of their TFI from last platinum chemotherapy. However, classification is necessary to allow pt 

stratification in clinical trials

− It was reinforced that pts should not miss a treatment only because their computed tomography scan was delayed, their 

TFI increased, and they are automatically defined as “platinum resistant” and not eligible to receive platinum 

chemotherapy

− A possible approach for clinical trial stratification was suggested: pts who may still respond to treatment should enter 

clinical trials independently of their TFI. Post-study analysis should investigate pts with different TFI (eg, TFI between 3 

and 6 months or between 6 and 9 months)

> The addition of bevacizumab to chemotherapy in pts responding to platinum improves pt PFS, and median 

OS is around 30 months. However, this treatment regimen consists of continuous bevacizumab administration 

until disease relapse, without TFI 

> The introduction of PARPi in maintenance treatment of advanced OC pts has brought great change regarding 

PFS and OS in platinum-sensitive pts, especially those who are BRCA mutant, although the benefits are seen 

also in BRCA wildtype pts

− The SOLO-2 trial showed 42% of olaparib-treated pts still alive at 60 months. In addition, ~20% of pts are still under 

olaparib treatment at 5 years
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TREATMENT STRATEGIES FOR RELAPSED OVARIAN 
CANCER (3/6)

> Pts who are not suitable for platinum chemotherapy have poor response rates and poor OS. The common 

approach for these pts is to choose treatments that can manage the symptoms, minimize side effects, and 

maintain good quality of life

> Addition of bevacizumab to chemotherapy in pts not suitable for platinum treatment has shown significant 

benefits in PFS and a trend in favor of OS, especially in pts receiving paclitaxel (results from AURELIA trial)

− The OS results of bevacizumab + paclitaxel are the best obtained thus far in platinum-resistant pts

> The use of IO (avelumab) in combination with pegylated liposomal doxorubicin (PLD) showed no significant 

benefits when compared with PLD alone (JAVELIN Ovarian 200 study)

> Mirvetuximab soravtansine is an antibody-drug conjugate being tested for treatment of platinum-resistant 

advanced OC pts with folate receptor alpha (FRα)-positive tumor 

− In the FORWARD I trial, mirvetuximab soravtansine showed benefits in pts with high FRα expression

− The MIRASOL trial is currently investigating efficacy and safety of mirvetuximab soravtansine vs investigator's choice 

chemotherapy in pts with platinum-resistant high-grade epithelial OC, primary peritoneal cancer, or fallopian tube cancer 

whose tumors express a high-level of FRα

− Experts await final results of MIRASOL to clarify the benefits of mirvetuximab soravtansine  
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TREATMENT STRATEGIES FOR RELAPSED OVARIAN 
CANCER (4/6)

> The experts discussed their treatment choice in first, second, and subsequent lines for relapsed OC 

pts who respond to platinum treatment

− Pts’ surgical journey is considered very important, as optimal surgery may create conditions that allow pts 

to be treated with systemic therapy (eg, removal of a bowel mass at relapse that would have cause bowel 

perforation and made the pt ineligible for targeted therapy)

− The European experts reported how their treatment decision in second-line settings is greatly affected by 

the type of therapy used in first line

• In Italy, bevacizumab can only be used in first and second line. A BRCA-wildtype pt would generally be treated with 

bevacizumab in first line, depending on tumor load and based on pt toxicity profile. PARPi would then be used in 

second line. Pts who are completely resected during surgery do not receive further treatment

• Some experts commented that even pts who are completely resected have the right to be treated with additional 

therapy after surgery, as this will increase the probability of cure or at least of remaining disease free for a longer 

time 

• Another expert added that results from the POWER-1 trial showed that pts with complete tumor resection received 

benefit from bevacizumab + PARPi treatment

• Of note, in some countries clinicians are required to follow the indications from the national health system and are 

not able to choose treatments other than those designated by the national regulatory bodies
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TREATMENT STRATEGIES FOR RELAPSED OVARIAN 
CANCER (5/6)

> One expert from UK prefers to use bevacizumab in second line after platinum treatment, to allow pts a TFI and better quality 

of life compared with pts who are treated continuously with bevacizumab until disease recurrence. This expert’s choice is 

made according to national regulations, in which bevacizumab is approved for second-line treatment

− It was suggested that when cost limits choice of a specific treatment, use of biosimilar bevacizumab may allow use of the drug in different 

lines of treatment. In Denmark, use of biosimilar bevacizumab has allowed cost reduction of treatments, and clinicians are now able to 

administer it to more pts

− The expert from UK commented that unfortunately in their country, a certain drug can be used only according to its license. Even if the use 

of a biosimilar can reduce costs, bevacizumab cannot be administered in ways different than those indicated in its license

− Another expert noted that drug licenses are different from country to country in Europe; they could treat the same type of pt in different 

ways in Germany vs UK, due to different national regulations

> The expert from Denmark reported that in their country it is not possible to use bevacizumab in pts who relapsed on 

bevacizumab treatment. The strategy is to use PARPi upfront, and then use bevacizumab in second line. The expert added 

that it is important to not wait too long before treating pts with bevacizumab, as they may not tolerate it in later lines of

therapy

> There was a consensus on the necessity of not delaying use of all possible treatments (eg, bevacizumab, PARPi), as pts 

become more resistant to therapy each time they relapse. Especially in first line, clinicians should use the best treatment 

available, as there is the chance to cure the pt. In relapse settings, it is crucial to plan the best strategy for sequential

treatment, although it may be limited by national health system regulations, availability of the drugs, and cost
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TREATMENT STRATEGIES FOR RELAPSED OVARIAN 
CANCER (6/6)

> In US, clinicians can use either bevacizumab or PARPi in frontline settings. The choice is guided by the 

molecular profile of their pts: those who have HRD are treated with PARPi; those who do not have HRD are 

treated with bevacizumab

> It was noted that there are no data available on the possible advantages of PARPi rechallenge; clinical trials 

investigating this possibility would be of high interest 

> The experts were asked for their current treatment choice for platinum-resistant pts who have disease relapse

− There was a consensus among the experts that clinical trials would be the best option for these pts, and clinicians 

should refer their pts to clinical studies whenever possible 

− One expert from US commented that their current approach, when pts are not eligible for clinical trials, is to treat them 

with cisplatin + gemcitabine chemotherapy according to the license. This treatment cannot be used after bevacizumab 

therapy. When pts relapse, the expert would use weekly paclitaxel + bevacizumab, PLD + bevacizumab, or PLD 

monotherapy
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ADVANCED CERVICAL CANCER – CURRENT AND FUTURE 
TREATMENT (1/6)
> Cervical cancer (CC) is one of the most common types of gynecologic malignancies worldwide, with a mortality 

incidence ratio of 50%  

> The link between CC and human papillomavirus (HPV) infection is well known; therefore, adequate screening 

for HPV-positive individuals is important, to allow early detection of CC 

> Locally advanced CC is currently treated with concurrent chemoradiotherapy. Metastatic CC is treated with 

platinum-based chemotherapy +/– bevacizumab

> Although the addition of bevacizumab to chemotherapy has improved pt survival, metastatic CC continues to 

have a poor prognosis. Alternative treatments are urgently needed to increase pt OS and PFS

> The benefits of checkpoint inhibitors in metastatic/recurrent (M/R) CC are currently being investigated in 

several clinical trials

− The CALLA trial is investigating possible benefits of adding durvalumab to chemotherapy and radiation

− Pembrolizumab + chemoradiation followed by pembrolizumab as maintenance therapy is under investigation in the 

KEYNOTE-A18 study

− The KEYNOTE-826 trial is examining the role of pembrolizumab in combination with chemotherapy +/– bevacizumab; 

the first results will be available most likely next year

− In the BEATcc study, atezolizumab is being used in combination with cisplatin + paclitaxel + bevacizumab
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ADVANCED CERVICAL CANCER – CURRENT AND FUTURE 
TREATMENT (2/6)

> New treatments for the second-line setting in M/R CC are also under investigation in ongoing clinical trials

− The EMPOWER Cervical-1 trial was designed with the aim of detecting an increase in OS in pts treated with cemiplimab 

vs investigator’s choice chemotherapy

− Preliminary results from balstilimab (anti–PD-1) monotherapy and balstilimab in combination with zalifrelimab (anti–

cytotoxic T-lymphocyte antigen 4 [CTLA-4]) were presented at the ESMO Virtual Congress 2020. The best overall 

response of pts treated with balstilimab monotherapy was 14% in the mITT population,* while pts treated with the 

combination of balstilimab + zalifrelimab had a best overall response of 22%

• Of note, balstilimab submission for FDA approval is being prepared  

− In the SKYSCRAPER-04 trial, PD-L1–positive CC pts are randomized to receive atezolizumab monotherapy or 

atezolizumab in combination with tiragolumab. The first results of this trial are expected by 2022

− The safety and efficacy of adoptive cell transfer using LN-145 autologous tumor-infiltrating lymphocytes (TILs) for 

treatment of M/R CC pts is being determined in a clinical study (NCT03108495). Preliminary results presented at the 

American Society of Clinical Oncology 2019 Annual Meeting showed 44% of pts achieved an objective response and 

11% achieved complete response. Most common AEs were caused by the conditioning chemotherapy in pts receiving 

LN-145. However, after receiving TILs, the AEs were relatively well tolerated by pts  

• One expert commented that LN-145 is probably going to be the first cellular therapy to be approved in a 

gynecologic malignancy 
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ADVANCED CERVICAL CANCER – CURRENT AND FUTURE 
TREATMENT (3/6)

> Tisotumab vedotin (TV), an antibody-drug conjugate (ADC) against tissue factor, is currently under 

investigation for M/R CC. Preliminary data from the phase II innovaTV 204/GOG-3023/ENGOT-cx6 study 

were presented at the ESMO Virtual Congress 2020 

− Treatment with TV resulted in a 6-month PFS rate of 34% and a 6-month OS rate of 79% for these pts

− The most common treatment-related adverse events (AEs) were grade 1 or 2 and no new safety signals were reported. 

AEs of special interest were ocular bleeding, since tissue factor is part of the clotting cascade, and peripheral 

neuropathy, as TV is a microtubule‐targeting agent. Both AEs of special interest were manageable, via an eye care plan 

for ocular bleeding, and dose modification for peripheral neuropathy 

− The innovaTV 205/ENGOT-cx8/GOG-3024 study is currently investigating the benefits of TV in combination with 

bevacizumab, with pembrolizumab, or with carboplatin

− There is general enthusiasm about the positive results of TV and the possibility of using TV in clinical practice after the 

expected FDA accelerated approval by next year

> It is anticipated that some of these new agents will obtain accelerated FDA approval by 2021. Among these 

agents, most likely balstilimab, cemiplimab, TV, and possibly LN-145 will be approved for treatment in second-

line CC, while pembrolizumab + chemotherapy +/– bevacizumab are expected to be approved for first-line 

treatment 

26



ADVANCED CERVICAL CANCER – CURRENT AND FUTURE 
TREATMENT (4/6)

> The experts were asked to express their opinions on the benefits of using IO in M/R CC pts

− It was noted that the increase in response rate in pts treated with IO is not extremely higher than the response obtained 

with chemotherapy. However, any increase in response is seen as very positive for these pts with very poor outcomes

− In France, use of IO in M/R CC pts is not yet approved; therefore, clinicians can only use carboplatin and paclitaxel

− In Denmark, the national healthcare system allows the use of treatments that are approved in other countries; therefore, 

clinicians can use pembrolizumab, currently approved in US, in pts who are PD-L1 positive. However, the response rate 

is still low and when possible, pts are sent to clinical trials such as the study with TV, an agent that has already shown 

positive results. Of note, there is still a serious need for new treatments for CC pts, as when they relapse after cisplatin + 

paclitaxel + bevacizumab their response and outcomes are extremely poor

− The use of off-label pembrolizumab in M/R CC pts is also possible in some hospitals in Italy. When pembrolizumab is not 

a suitable treatment for specific pts, the alternative approach is to perform a complete resection and radiotherapy

• One expert shared the experience of using palliative exenteration in M/R CC pts for whom there are no alternative therapies 

− It was suggested that an immunotherapy with HPV as the target may represent an alternative treatment option, as the 

connection between HPV infection and CC is well known 

− There is no clarity on the optimal sequencing of IO and chemotherapy; according to one expert, giving IO to pts just after 

chemoradiotherapy is very likely more beneficial. It is hoped the results from ongoing clinical trials will provide more 

clarity on when to use IO, whether concomitant with chemoradiotherapy, after chemoradiotherapy, or as adjuvant 

therapy
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ADVANCED CERVICAL CANCER – CURRENT AND FUTURE 
TREATMENT (5/6)

> Treatment combination of PD-1 and CTLA-4 has demonstrated pt responses similar to TV. The experts were 

asked which treatment they would prefer to use in a scenario where both therapies are approved and available

− One expert said their decision would be based on the feasibility and toxicity of the specific treatment, as both therapies 

elicit good response

− Another expert commented that they currently do not have an answer, and would prefer to wait for the final study results

> The experts discussed which genetic tests they require for their CC pts

− One expert commented that it depends which treatments are available. When using IO, they will test pts for PD-L1 

marker. Of note, PD-L1 expression is predominant in cervical tumors with squamous histology. Other genetic tests such 

as microsatellite instability (MSI), human epidermal growth factor receptor 2 (HER2), and tumor mutational burden are 

requested only when pts are possible candidates for specific therapies (eg, tyrosine kinase inhibitors in HRD-positive 

pts)

− Another expert reported that their pts are tested for PD-L1 only before they enter a clinical trial using pembrolizumab. 

When pts are not eligible for clinical trials, they are not tested for genetic markers, as they will be treated with cisplatin +

paclitaxel + bevacizumab

− Molecular testing to guide selection of optimal treatment is used by another expert in pts who relapse after first line. If no 

specific markers can be identified and there are no specific drugs that can be offered, the pt is referred to clinical trials

or, when no trials are suitable for that pt, they are treated with weekly paclitaxel
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ADVANCED CERVICAL CANCER – CURRENT AND FUTURE 
TREATMENT (6/6)

> There was general consensus that the treatment landscape in CC will change in the near 
future as different new agents are approved

> This is highly beneficial for M/R CC pts who still suffer from a lack of treatments that can 
prolong their survival

> The experts recognize that the success of these trials relies on active collaboration among 
colleagues from different parts of the world, and believe this must continue
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CURRENT TREATMENT AND FUTURE DIRECTIONS FOR 
ADVANCED ENDOMETRIAL CANCER (1/6)

> Endometrial cancer (EC) incidence is rapidly rising with the aging population and the increasing 

number of obese pts. The number of deaths due to EC is also increasing

> Pts with early stage EC are commonly treated with radiotherapy (brachytherapy or full pelvic 

radiation) or chemotherapy. Both treatments have similar efficacy, but pt response remains poor. 

This has led some clinicians to use combination radiotherapy + chemotherapy in an attempt to

increase pt response

> The ENGOT-EN2-DGCG trial is currently investigating the efficacy of 6 cycles of carboplatin + 

paclitaxel vs observation + vaginal brachytherapy in early stage EC. The results of this trial, which 

will be available in the coming years, could change the standard of care in early stage EC

> Early stage EC can be classified as favorable vs unfavorable on the basis of histologic subtype (eg, 

serous, non-endometrioid, tumors with no molecular-specific pathology that are estrogen driven, 

and others) and specific genetic mutations (eg, p53, MSI, POLE mutations) 

− On the basis of this classification, in the PORTEC-4 trial pts are randomized to receive external 

radiotherapy (“unfavorable” subtype), vaginal brachytherapy (“intermediate” subtype), or remain in 

observation (“favorable” subtype)
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CURRENT TREATMENT AND FUTURE DIRECTIONS FOR 
ADVANCED ENDOMETRIAL CANCER (2/6)

> Carboplatin + paclitaxel is the current standard of care for frontline advanced EC 

> Addition of radiotherapy to chemotherapy did not result in different pt response (GOG 258 trial), 

while addition of chemotherapy after radiotherapy may be beneficial for advanced EC stage 3 pts 

with p53 mutations (PORTEC-3 trial) 

− The results of these 2 trials may suggest use of radiotherapy can be avoided in some pts, as it does not 

result in additional benefits and may only add unnecessary treatment toxicity 

− It was noted that there is no homogeneous opinion among the experts on when to use or not use 

radiotherapy. In addition, most of the clinical trials have arms including the use of radiotherapy 

− One European expert considers radiotherapy a toxic treatment that is still used on pts despite having no
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CURRENT TREATMENT AND FUTURE DIRECTIONS FOR 
ADVANCED ENDOMETRIAL CANCER (3/6)

> Adjuvant chemotherapy may not be beneficial for all advanced EC pts, but may depend on the 

molecular characteristic of the tumor 

− The RAINBO Umbrella Program is currently studying pts with different genetic mutations. Pts are tested 

and then allocated to different subtrials on the basis of their mutations (eg, PARPi maintenance will be 

investigated in p53-mutant pts; adjuvant IO will be tested in MMRd-mutant pts; POLE-mutant pts will not 

receive adjuvant therapy)

> Use of other compounds in combination with chemotherapy are improving pt outcomes

− Bevacizumab

• The GOG-86P trial demonstrated that addition of bevacizumab to paclitaxel + carboplatin significantly increases OS 

• In the MITO END-2 study, pts treated with paclitaxel + carboplatin + bevacizumab and receiving bevacizumab as 

maintenance therapy had 10-mo improvement in median OS. Unfortunately, this improvement was no longer 

detected after longer follow-up

− Monoclonal antibodies

• The use of trastuzumab in HER2-positive pts together with chemotherapy resulted in improved PFS and OS

• The benefits of adding pertuzumab to trastuzumab + chemotherapy in HER2-positive pts will be investigated in the 

UC1972 trial 
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CURRENT TREATMENT AND FUTURE DIRECTIONS FOR 
ADVANCED ENDOMETRIAL CANCER (4/6)

− Hormonal therapies

• Everolimus and letrozole increase the PFS of estrogen receptor-positive pts who did not receive prior chemotherapy

• Letrozole + palbociclib showed improvement in pt PFS and disease control rate when compared with letrozole 

monotherapy (preliminary data from the PALEO study)

− Inhibitors of mechanistic target of rapamycin(mTOR)/phosphoinositide 3-kinase (PI3K)/protein kinase B 

(AKT) 

• These agents did not show significant benefit when added to chemotherapy treatment

> The use of IO in combination treatment is expected to be the biggest step forward in the EC treatment 

landscape. There are several clinical trials focused on IO in EC pts

− GYY-020 trial: use of radiation +/– checkpoint inhibitor on mismatch repair (MMR)-deficient EC pts 

− RUBY trial: use of dostarlimab (TSR-042) + carboplatin-paclitaxel vs placebo + carboplatin-paclitaxel in pts who are 

either MMR deficient or proficient

− NRG-GY018 trial: addition of pembrolizumab to carboplatin + paclitaxel in pts who are either MMR deficient or proficient

− Preliminary results on the use of durvalumab + tremelimumab to date are not very positive

− Pembrolizumab in combination with lenvatinib is seen as a possible game-changer in the treatment of advanced EC pts. 

Preliminary results show high efficacy and manageable toxicity of this treatment. In the LEAP-001 trial, this combination 

treatment is being investigated in frontline settings
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CURRENT TREATMENT AND FUTURE DIRECTIONS FOR 
ADVANCED ENDOMETRIAL CANCER (5/6)

> Among the DNA repair agents, treatment with cediranib monotherapy or cediranib + olaparib is 

currently being investigated in the NRG-GY012 trial

> Sacituzumab govitecan (IMMU-132) is an ADC targeting human trophoblast cell-surface antigen 2 

(TROP-2). This compound has already shown high efficacy in breast cancer pts and is now of great 

interest in the EC landscape, as TROP-2 is expressed in the vast majority of EC tumors

> Pts with stage 4 EC can still receive surgical debulking when they have resectable mass, the 

morbidity profile is acceptable, and good quality of life is guaranteed

− For one expert, EC is  a ”surgical disease”; when it is possible to remove the recurrent tumor, the benefits 

in terms of survival are very good
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CURRENT TREATMENT AND FUTURE DIRECTIONS FOR 
ADVANCED ENDOMETRIAL CANCER (6/6)

> Pts with specific mutations respond differently to treatment; therefore, it is crucial to perform molecular tests to 
guide the treatment decision. The experts discussed which genetic tests they require for their pts

− One expert commented that the necessary tests are p53, MSI or MMR, and if possible, POLE and HER2. Of note, the 
molecular classification for EC pts is quite advanced, and the results of the ongoing trials will allow better selection of the 
most optimal treatment on the basis of EC pt molecular profile. One example used by the expert was treatment with 
checkpoint inhibitors being highly effective in pts with MMR deficiency

− Another expert said that testing for POLE is currently funded in their country and it is therefore not commonly prescribed. 
MMR, HER2, and p53 are performed routinely 

− It was noted that immunohistochemistry (IHC) testing for some markers is not always reliable, while next-generation 
sequencing (NGS) is considered more precise

− On expert commented that in US all pts are currently tested for MMR and MSI with IHC at diagnosis. The new guidelines 
for uterine cancer now require p53 testing for all pts

− HER2 testing is less common, but more and more hospitals are integrating this test in their genetic panel

− According to some experts, the decision on which diagnostic test to perform may depend on the availability of different 
targeted agents 

> The experts agreed that identification of predictive biomarkers is changing the treatment landscape in EC; the 
molecular profile of pts and the availability of new agents and/or new combination therapies will very likely 
influence the future treatment choice of the experts

− This is seen as very positive for the advanced EC population that continues to have a very poor prognosis
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