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BACKGROUND
> On March 26 and March 30, 2021, during the Society of Gynecologic Oncology
annual meeting, 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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Early Stage Ovarian Cancer

EARLY STAGE OVARIAN CANCER (1/3)
>

There is no clear consensus on which patients (pts) should be defined as having early stage ovarian cancer (OC)
− For one expert, early stage OC should include only pts with stage 1 tumor, as stage 2 is rare. For another expert, stage
2 pts represent a distinct group with better survival than stage 3, but worse survival when compared with stage 1, as
also shown by retrospective data from GOG 157 study
− Of note, clinical studies on early stage OC include pts with stage 1 and 2

>

Women with early stage OC have high probability of being cured, and complete surgical staging of these pts is
very important
− The experts agreed that surgical staging is necessary to remove any occult disease that can evolve into stage 3 OC,
and that the quality of the staging also should not be compromised in women undergoing fertility-sparing procedures
− At present, sentinel node mapping procedures are not applied to early stage OC pts and the role is still unclear, as there
are not enough data showing its potential benefits

>

Restaging of pts should be considered only when it adds value to pt prognosis and management
− One expert would very likely restage pts who were referred to them after a laparotomy for a pelvic mass and with a final
pathology report showing that the mass is in fact cancer. The restaging would be performed especially in pts who
underwent surgery to remove a presumed benign mass, as very often, complete staging does not occur during this type
of surgery
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EARLY STAGE OVARIAN CANCER (2/3)
>

The combination therapy of poly(ADP-ribose) polymerase inhibitor (PARPi) and bevacizumab (bev) is not
currently used to treat early stage OC pts. The experts discussed the possible use of this treatment for
selected pts
− One expert would not use PARPi + bev in pts with confirmed stage 1 unless the tumor molecular profile revealed a
breast cancer susceptibility gene (BRCA) mutation (mut). In this case, the expert would restage the pt to look for
potential occult stage 3 disease and would treat them with PARPi + bev instead of chemotherapy (chemo). Of note,
recent data have shown that pts with BRCA mut have a recurrence risk of ~30% even with stage 1 cancer. The use of
PARPi in these pts may help to reduce their risk of relapse
− Some experts wondered whether the frontline use of PARPi in all pts with grade 3 stage 1 early OC would be a good
strategy to decrease the percentage of pts who develop advanced OC due to occult disease. This approach would make
restaging unnecessary in pts with negative computed tomography (CT) scan and may be used to replace chemo
treatment, especially in BRCA-mut pts who want to preserve their fertility
− On the contrary, the rest of the experts would not use PARPi in early stage OC, as pts have a good chance of being
cured by surgery + chemo and should not be put at risk of developing treatment-related myelodysplastic
syndromes/acute myeloid leukemia (MDS/AML). Available data have shown that pts with early exposure to PARPi (eg, in
frontline), have higher risk of developing MDS/AML when compared with pts receiving PARPi after recurrence. These
advisors would rather use PARPi as maintenance therapy after carboplatin treatment
− It was highlighted that the most common adverse events (AEs) related to PARPi (eg, nausea, fatigue, and anemia) are
well managed in the vast majority of pts. As clinicians acquire more and more experience with the use of PARPi and the
management of possible related AEs, the percentage of pt dropouts will further decrease to lower than the current 10%
• One European expert sometimes adopts an altered administration schedule to allow their pts to recover from treatment: PARPi are
administered for 4 weeks, followed by a pause of 2 weeks (4 weeks on, 2 weeks off)
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EARLY STAGE OVARIAN CANCER (3/3)
>

To have more clarity on the possible benefits of using PARPi + bev in frontline early stage OC, it was
suggested to design a clinical study that enrolls pts who are considered “truly early stage” and randomize them
to receive or not receive the combination therapy
− Notably, early stage OC pts are very heterogeneous (eg, stage 1 low-grade are different than stage 1 high-grade);
therefore, it is difficult to recruit enough pts with the same subtype of tumor for a clinical study
− One expert suggested that an algorithm considering the molecular profile of well-known and emergent biomarkers and
circulating tumor DNA may help to identify specific pts to be treated with particular therapies

>

The experts agreed that molecular profiling of early stage OC pts is urgently needed to guide treatment choice
and improve pt outcomes
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Advanced Ovarian Cancer

ADVANCED OVARIAN CANCER (1/3)
>

There was no consensus among the experts on the benefits of using neoadjuvant chemotherapy (NACT)
instead of primary debulking surgery (PDS) in pts with advanced OC
− One expert believes that surgical intervention improves curative intent in these pts; the key is to select the right pts who
can benefit from it
− Because the EORTC 55971, CHORUS, and SCORPION trials have shown no difference in progression-free survival
(PFS) or overall survival (OS) between pts treated with NACT vs those who received PDS, another expert would not
recommend putting those pts at risk of unnecessary postoperative complications

>

To gain more clarity on which treatment strategy is most recommended between NACT and PDS, the experts
await the final results of the TRUST trial that is currently investigating OS after primary cytoreductive surgery
vs NACT, and subsequent interval cytoreductive surgery in pts with advanced OC

>

Current standard of care for first-line advanced OC consists of bev + platinum-based chemo, followed by
maintenance therapy with PARPi
− Testing for BRCA mutations and for homologous recombination deficiency (HRD) is important for the diagnostic
evaluation of high-grade OC and provides good evidence of PARPi additional benefit in maintenance therapy
• One expert always offers maintenance therapy with PARPi to their pts who are BRCA mut, HRD positive, and have advanced highgrade serous or high-grade endometroid OC
• There is no consensus on the benefits of adding bev to PARPi in maintenance therapy. Some experts would prefer to use PARPi +
bev maintenance therapy only in pts who are HRD negative, while some others would always add bev in maintenance
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ADVANCED OVARIAN CANCER (2/3)
>

As about 70% of women with advanced OC relapse within 3 years. The experts expressed an urgent need for new
treatment options to improve PFS and OS of these pts

>

In efforts to improve pt outcomes, combination therapies of bev + PARPi have been investigated in the PAOLA-1
(bev + olaparib) and OVARIO (bev + niraparib) trials
− Although PFS appears to be higher in pts treated with bev + olaparib (PAOLA-1), in the experts’ view, the confidence interval is
still very high and does not allow clear conclusions on the possible value of this combination therapy
− A concern was raised about the grade 3 side effects associated with the bev + niraparib arm in the OVARIO trial; this
combination therapy may be too toxic for some pts

>

The addition of immunotherapy (IO) agents to chemo did not result in higher OS or PFS in the treated pts (JAVELIN
Ovarian 100 [avelumab + chemo vs chemo] and IMagyn50 [atezolizumab + bevacizumab + chemo vs chemo +
bevacizumab + placebo] trials)
− For some experts, the choice of using IO in advanced OC pts is mostly guided by the proven efficacy of these treatments in
other type of cancers, without a solid biomarker analysis before starting the trials. A better understanding of the biology of OC
tumors is crucial for guiding a more efficient treatment approach
− Some others support the approach of investigating new treatment combinations in clinical studies even when the tumor biology
is not yet completely clear. Similar approaches were successful in the last few years and resulted in new treatment options for
advanced OC pts
− The IO-related toxicity is also a concern for the experts. Advanced OC pts are pretreated pts who can manifest serious AEs due
to IO treatment (eg, hypopituitarism, pancreatitis, myasthenia gravis), some of which are irreversible. Of note, clinicians may
have concerns with using PARPi in their pts due to the low risk of MDS/AML, but they often use IO without carefully evaluating
the possible toxicity
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ADVANCED OVARIAN CANCER (3/3)
>

Antibody-drug conjugate (ADC) therapy is seen as a possible alternative treatment for advanced OC pts
− For one expert, ADCs will very likely be used in frontline OC settings
− For another expert, the ADC therapy should be used to treat HRD-negative pts who do not respond to PARPi
− All the experts agreed on the need to establish the possible benefits of ADCs in advanced OC pts

>

There was clear consensus on the need for additional clinical studies to better understand the biology of
advanced OC tumors and to investigate the benefits of new agents and/or new combination therapies with the
drugs that have already shown efficacy in these settings
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Relapsed Ovarian Cancer

RELAPSED OVARIAN CANCER (1/4)
>

In clinical practice, relapsed OC pts are classified as “platinum sensitive” or “platinum resistant” not only on the basis
of the interval between the last dose of platinum-based chemo and cancer progression, but also on their response to
previous chemo, progression-free interval, and possible platinum-related toxicity
− For one expert, pts who are platinum sensitive, HRD negative, and who relapsed after bev + chemo treatment would not be retreated with bev at recurrence. These pts would instead receive doublet platinum-based chemo when becoming more
symptomatic
− For a pt who relapsed after a 5-month platinum-free interval (therefore defined as “platinum-resistant”), received 2 more lines of
nonplatinum agents, and then relapsed again, the same expert would reintroduce platinum chemo if the pt had a previous
response to it. The expert would use platinum-based chemo while it is effective in the pt, and if the pt can tolerate it without
manifesting any allergy or toxicity

>

The experts agreed on the use of platinum-based chemo also in pts defined as “platinum resistant” solely on the
basis of platinum-free interval; if the platinum-based chemo is working in these pts, the experts will continue using it
− The new definition of platinum-resistant pts after the American Society of Clinical Oncology (ASCO)-European Society for
Medical Oncology consensus meeting is a pt who has disease progression when treated with platinum-based chemo (Baert T, et
al. Ann Oncol. 2021. doi: 10.1016/j.annonc.2021.02.015)

>

Testing for specific biomarkers is highly important in relapsed OC settings, as this allows identification of
subpopulations of pts who may respond to specific agents
− At present, complete next-generation sequencing (NGS) analysis of the tumor is not routinely performed in daily clinical practice,
as the results would not alter the treatment decision. On the contrary, in research settings, NGS analysis is widely used
− BRCA and HRD testing are performed routinely by all experts
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RELAPSED OVARIAN CANCER (2/4)
>

With new therapies being investigated, additional biomarkers have been identified as possible targets in
relapsed OC pts
− The ADC mirvetuximab soravtansine binds to folate receptor (FR)α and was shown to increase PFS in pts with high
expression of this receptor (FORWARD I trial)
• The experts agreed that FRα biomarker may help to identify a subpopulation of pts who can benefit from this ADC. However, it will
be important to select pts with high expression of the receptor, as pts with low expression of FRα had a short duration of response in
the FORWARD trial

− XMT-153, an ADC targeting NaPi2b, demonstrated favorable efficacy in relapsed OC pts expressing NaPi2b, with a
response of ~30% in treated pts
• The study is currently enrolling, and the experts are interested to see the efficacy of XMT-153 in a larger population
• It was noted that previous studies with lifastuzumab vedotin, another ADC targeting NaPi2b, showed a good response in pts
independently of the expression level of NaPi2b, although the duration of response was not very long. The experts consider as
positive the study results on lifastuzumab vedotin, and would have recommended continued investment in this ADC, as it was
providing benefit in their pts. Because the agent was removed from the market by the developer, the experts hope to see similar or
better results with XMT-153 and ultimately use it to treat their pts

− As FRα, NaPi2b, and other emerging biomarkers are becoming more important, it is expected that pt samples will
undergo a panel of immunohistochemistry (IHC) analysis to guide the treatment decision
• Although the IHC for new biomarkers is performed by a specialized laboratory initially, the experts hope to eventually send their pts’
samples to only 1 laboratory: “If we have to send tissue to 4 different labs for 4 different ADCs, we're going to lose a lot of practicality
and logistics”
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RELAPSED OVARIAN CANCER (3/4)
>

Although ongoing trials are investigating the efficacy of PARPi combinations and combinations of PARPi with
other agents (eg, bev, durvalumab, phosphoinositide 3-kinase [PI3K] inhibitors , ataxia telangiectasia and
rad3-related [ATR] inhibitors, and programmed cell death protein 1 ligand 1/ligand 2 [PD-L1/2] inhibitors), there
are no available data on the possible benefits of PARPi retreatment in relapsed OC pts
− The labels for these inhibitors do not allow their reuse, and their cost and possible associated toxicity represent limiting
factors for the PARPi retreatment of pts in relapse settings
• One expert described a pt with high-grade serous OC who had to pay out-of-pocket to obtain PARPi, as the national health
insurance does not cover the cost of this agent in the relapsed setting
• In Europe, the current label of PARPi is markedly affecting the reuse of these inhibitors in relapsed settings; changing the current
label is highly important, and this is possible only by performing additional clinical studies
• There is no clear guidance on the best strategy for pts who relapsed when treated with a PARPi; can these pts be treated with
another PARPi? The experts did not reach clear consensus on this possibility, and will wait for clinical studies that may help provide
more clarity on how to best treat these pts

− The experts highly recommend clinical trials investigating the benefits of using PARPi in relapsed OC pts who were
previously treated with PARPi in frontline

>

The use of immune checkpoint inhibitors in relapsed OC pts has demonstrated a modest impact so far
(JAVELIN Ovarian 200 and GY009 trial did not meet their primary endpoints)
− The experts are hopeful that different IO options will have better efficacy
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RELAPSED OVARIAN CANCER (4/4)
>

Bispecific antibodies such as REGN4018, REGN5668, and navicixizumab are considered interesting by the
experts
− One expert commented that navicixizumab, an anti–delta-like ligand 4/anti-vascular endothelial growth factor (antiDLL4/anti-VEGF ) antibody that obtained US Food and Drug Administration (FDA) fast track status in 2019, is a new
antiangiogenic agent that demonstrated good efficacy as monotherapy and in combination with paclitaxel, especially
among pts who were previously treated with bevacizumab (data to be published)

>

The experts agreed that it remains important to explore additional treatment options that can improve the
outcomes of relapsed OC pts
− Neoantigen vaccine and chimeric antigen receptor T-cell treatments are currently under investigation in relapsed OC
settings. It will be important to determine not only their efficacy, but also their tolerability in these previously treated pts
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Early Stage Endometrial Cancer

EARLY STAGE ENDOMETRIAL CANCER (1/2)
>

The majority of early stage endometrial cancer (EC) pts (~80%) do not require adjuvant therapy and may be
cured only with surgery that consists of laparoscopic hysterectomy and comprehensive staging or open
hysterectomy
− In a young pt who received vaginal hysterectomy for prolapse without removal of the ovaries, and after pathology
analysis is diagnosed with invasive tumor, one expert would perform additional imaging and possibly proceed with
surgical inspection around the ovaries to exclude any occult disease. They would not proceed with complete
lymphadenectomy in similar pts, due to the risks associated. For pts whose ovaries are also removed and CT scans are
negative, the expert would not proceed with any additional surgery, but would keep the pt under observation
− In Europe, the ASCO/American Society for Radiation Oncology (ASTRO) guidelines recommend the biopsy evaluation of
central lymph nodes in early stage EC pts as a good alternative to systematic lymphadenectomy. However, not all
hospitals have the capacity to follow this recommendation
− It is important to identify high-risk pts who may recur after surgery. Age, tumor grade, and depth of tumor invasion are
well-known risk factors that help to identify these pts
− Tumor histology is also used to identify pts’ risk; those with high-grade endometrioid tumor and p53 mutations are
considered high-risk
− The routinely tested biomarkers in early stage EC are p53, mismatch repair (MMR), and human epidermal growth factor
receptor 2 (HER2). In some institutions, androgen receptor is also tested, although this is still an expensive test, while
the polymerase epsilon biomarker (POLE) is not commonly tested
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EARLY STAGE ENDOMETRIAL CANCER (2/2)
>

Adjuvant therapy for early stage EC consists of chemo ± radiotherapy (RT; brachytherapy or full pelvic
radiation)
− For the majority of experts, the addition of RT to chemo does not provide additional benefits, while exposing pts to
toxicity. However, the practice of adding RT to chemo continues to be adopted and incorporated into current clinical trials

>

Bevacizumab is commonly not used to treat early stage EC
− One expert reported that the new version of the National Comprehensive Cancer Network (NCCN) guidelines list the use
of bev + carboplatin-paclitaxel treatment in EC. This allows for reimbursement of bev, and the expert expects its use in
early stage EC

>

The efficacy of IO agents in early stage EC is under investigation
− The experts await the results of the GOG-3053 study, in which pts are randomized to receive chemo ± pembrolizumab,
followed by pembrolizumab maintenance in pts who received pembrolizumab with their chemo. The trial allows the use
of RT at investigator’s discretion
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Advanced Endometrial Cancer

ADVANCED ENDOMETRIAL CANCER (1/3)
>

EC is defined as advanced on the basis of its stage. However, the biology of EC tumors is very heterogeneous, and
clear division by stage may not be always easily applicable
− One expert noted that eligibility criteria in clinical trials allow the recruitment both of pts with advanced EC and pts with recurrent
EC; should these pts be treated differently?
•

For many experts there is no clear answer to this question, and the choice of treatment often depends on the type of endometrial tumor (eg,
serous, endometrioid, mucinous)

− Classification into stages is less important for a serous EC tumor with p53 mutation than for a hormonally driven tumor,
according to one expert; EC tumors with p53 mut can still be cured because they respond better to therapy and surgery even
when pts are in stage III or IV
− A distinction between pts with first-line recurrent/persistent EC tumors and pts with disease with true curative intent is preferred
by another expert. These pts should be classified as a completely different population

>

The most common treatment strategy in advanced EC settings is paclitaxel + carboplatin in frontline and pembrolizumab
± lenvatinib at first recurrence, with the exception of HER2-positive pts, who may be treated with hormonal therapies.
At second recurrence, pts are treated mainly in clinical trials
− Untreated pts classified as EC with stage IV B would be treated with carboplatin + paclitaxel by one expert. If the same pts are
microsatellite instability (MSI) high, the expert would refer them to a clinical trial
− Pts who are HER2 negative and have serous or endometrioid EC would be treated with chemo. If the pt is also ER positive,
maintenance with letrozole may be considered
− According to one expert, pts with second recurrence in a specific location and with an isolated lesion may benefit from RT. If
these pts had a long remission after their primary treatment with paclitaxel-carboplatin, the expert may re-treat them with RT +
chemo combination
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ADVANCED ENDOMETRIAL CANCER (2/3)
>

Although the addition of bev to paclitaxel + carboplatin demonstrated response improvement (GOG-86P and
MITO END-2 studies), so far this agent has not been widely used in clinical practice
− One expert noted there has been a bias among clinicians regarding the benefits of bev. Data from studies were
presented as not very positive, and clinicians prefer not to use this agent
− Another expert highlighted that although clear benefits of bev were shown, GOG-86P and MITO END-2 did not reach
statistical significance. This may be the reason bev is not used routinely in pts with advanced EC
− As the combination of bev + chemo is now recommended in NCCN guidelines (level II A recommendation) and bev is
now reimbursed by the US national health system, one expert expects use of this antiangiogenic agent to increase
− Of note, the possible use of bev + chemo in first-line EC settings may preclude the use of pembrolizumab + lenvatinib in
second line, as the effects of using another antiangiogenic (lenvatinib) in pts already exposed to it (bev) are not yet
known
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ADVANCED ENDOMETRIAL CANCER (3/3)
>

Information on pts’ molecular profile is important to guide the choice of specific targeted therapies used in
combination with chemo with the goal of improving pt outcomes
− The majority of experts are requiring NGS analysis for pts with recurrent EC and for newly diagnosed pts with stage IV EC
− Of note, despite the available data on molecular characterization of recurrent/advanced EC, pts are often still treated on
the basis of the histologic subtype of their tumors (eg, endometrioid, serous)

>

Different IO agents of interest for advanced EC are currently being investigated in clinical trials
− One expert expects single-agent IO to be used only in rare pts with recurrent EC, as most of them will be treated with IO
in frontline; if the LEAP-001 study has positive results, lenvatinib + pembrolizumab may replace chemo in first-line EC

>

The experts agreed that currently there are no really good treatment options for pts in second line and beyond
with recurrent EC
− In the past, pts did not survive the second recurrence of EC. Now, pts are more fit, they survive longer, and they can
have a third or even fourth disease recurrence. It is therefore of high importance to develop new treatment options for
these pts

>

The experts urged the development of clinical trials investigating new therapies for recurrent EC settings. The
recently acquired information on pts’ molecular profile and specific targeted therapies should be taken into
consideration when designing these studies
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Primary Cervical Cancer

PRIMARY CERVICAL CANCER (1/4)
>

The incidence of cervical cancer (CC) is decreasing, mainly because the human papillomavirus (HPV) vaccine
efficiently protects against this disease. However, the experts do not usually perform HPV testing in pts with
CC, as it does not affect their treatment decision

>

Pts with stage I primary CC can be treated with minimally invasive radical hysterectomy (robotic surgery) or
with open abdominal radical hysterectomy
− A randomized trial comparing minimally invasive radical hysterectomy vs open abdominal radical hysterectomy showed
that a minimally invasive technique was associated with shorter disease-free survival (DFS). However, some of the
experts believe that the lower DFS associated with robotic surgery may be caused by possible contamination of the
surrounding tissues by cancer cells, due to incorrect manipulation of the tumor
− On the other hand, the retrospective SUCCOR trial showed that correct use of robotic surgery resulted in better pt
outcomes
− For one expert, radical hysterectomy is done too often and in too many pts. A simple hysterectomy can be sufficient in
pts with small tumors
− The SHAPE trial is currently investigating the survival of pts who received radical hysterectomy vs those who had simple
hysterectomy. The results of this trial will be very important, and the experts are awaiting them in the coming years
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PRIMARY CERVICAL CANCER (2/4)
>

Chemo and RT represent another treatment option for pts with primary CC
− Elderly, postmenopausal pts with significant comorbidities are treated with chemo and RT instead of surgery by one
expert. On the contrary, young, premenopausal pts who want to preserve their ovarian function and do not have
significant comorbidities associated with general anesthesia and radical surgery will receive radical hysterectomy. For
this expert, both treatment options should be always discussed with pts, as this will help to understand the benefits and
risks associated with each
− Fertility-sparing options can be offered to pts with locally advanced disease who will receive chemo-RT therapy. The
procedure consists of transposition of the ovaries with clips on both, to enable identification of the ovaries and prevent
their injury. However, this procedure often results in the preservation of only 50% of ovarian function
− Chemo-RT for pts with high-risk, early stage, and locally advanced (LA)EC is considered beneficial by one expert.
However, there are still not enough data to conclude that adjuvant chemo-RT is more beneficial than RT alone
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PRIMARY CERVICAL CANCER (3/4)
>

The benefits of using sequential chemo-RT vs concurrent chemo-RT or RT alone in adjuvant treatment after
radical hysterectomy is under investigation in the STAR trial. The OUTBACK trial is comparing the use of
adjuvant chemo after primary treatment with chemo-RT vs chemo-RT alone in pts with LACC
− The strategy of adding adjuvant chemo after chemo-RT in pts with CC was adopted in one expert’s institution. However,
as the pts developed a good deal of toxicity, this treatment approach is now used less
− According to one expert, it is difficult to interpret the results from STAR, because high-risk and intermediate-risk pts were
not stratified but lumped together. This resulted in intermediate-risk pts being overtreated and high-risk pts being
undertreated. The randomization was also not balanced, according to the expert, and the high rate of treatment
discontinuation in pts receiving weekly cisplatin is very surprising. Of note, the information on the quality control of RT,
chemo, and dose adjustment adopted in the STAR trial has not yet been published.
− Nonetheless, another expert believes that subset analyses of STAR could still provide important insights
− The experts agreed that future trials should consider more closely pts’ risk-stratification and aim to identify how to better
treat specific categories of pts

>

Until final results from STAR and OUTBACK trials are available, chemo and RT following surgery remains the
standard of care for early stage CC
− One expert highlighted that radiation toxicity can affect young pts for the rest of their lives and can manifest within about
2 years after the treatment. RT toxicity is often underreported, and the expert hopes that in the future, medical therapy
will replace RT. This change in therapeutic approach could start in young pts with intermediate risk who could be treated
with medical therapy after surgery and not RT
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PRIMARY CERVICAL CANCER (4/4)
>

Young pts classified as stage IB2A have 70%–80% probability of being cured; the experts speculated that in
the future, addition of IO to the current treatment strategy for these pts may help to further increase cure rates
− For one expert, the use of 1 or 2 cycles of IO upfront before starting RT may help this category of pts. However, it is
necessary to perform some studies to confirm the possible benefits of IO before RT
− Another expert speculated that there will be future use of IO after surgery. This will however depend on the specific type
of disease

>

As the management of pts with CC involves different healthcare professionals, including gynecologists,
radiologists, surgeons, and others, pts are exposed to different hospital departments and have an increased
risk of COVID-19 infection. During the pandemic, some hospitals have reported a delay in CC diagnosis and in
scheduled surgery
− One expert added that among pts who have a delay in CC diagnosis are also those who do not participate in screening
and prevention methods due to possible social issues they may have
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Locally Advanced Cervical
Cancer (LACC)

LOCALLY ADVANCED CERVICAL CANCER (1/2)
>

Concomitant chemo and RT (including brachytherapy) is the standard of care to treat pts with LACC. However, not
every pt is treated with brachytherapy

− As brachytherapy is associated with increased pt survival, it is important to provide adequate training to physicians and
adequate reimbursement for its utilization
− For one expert, it is important to educate local centers on the standards of RT and allow them to treat pts with it. At present, in
many countries RT is provided only in main centers and not all pts have access to it
− Importantly, there is a mismatch of RT resources worldwide, as not all countries have enough RT machines to treat pts

>

Chemo and RT used to treat LACC can induce somatic mutations and increase PD-L1 and cytokine expression,
thereby activating the immune system

>

The benefits of adding IO to chemo and RT are currently being investigated in the CALLA study (durvalumab +
chemo-RT) and KEYNOTE-A18 (pembrolizumab + chemo-RT)

− These 2 trials are seen as very similar by one expert, who considers it very helpful to have results from both
− One expert noted that the CALLA trial did not include the use of chemo alone in any of its arms, despite many clinicians using
chemo only to treat pts with LACC
− When the CALLA regimen (durvalumab + chemo-RT) is approved by the regulatory authorities, one expert would like to see the
target population for this treatment include all pts with newly diagnosed LACC, and not only those with stages IB2–IIB nodepositive (N ≥1) disease, or IIIA–IVA any node (N ≥0), as specified by eligibility criteria
− The CALLA study will very likely yield results before KEYNOTE-A18, as it was initiated earlier; according to one expert, this may
affect the KEYNOTE-A18 study and possibly make the treatment landscape very challenging
− For another expert, even when the results from CALLA become available, it will take time before approving durvalumab +
chemo-RT. During that time, the KEYNOTE-A18 study will continue and possibly deliver positive results later
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LOCALLY ADVANCED CERVICAL CANCER (2/2)
>

The experts agreed that if the CALLA and KEYNOTE-A18 studies provide positive results, the treatment
landscape in LACC will change
− The majority of experts expect both CALLA and KEYNOTE-A18 to be positive trials. Sequential use of chemo followed
by IO and then RT is expected to be the new treatment strategy for pts with LACC. This may, however, complicate
treatment choice in recurrent settings, as recurrent pts will have been pretreated with IO
− The new horizon in pts with CC is the addition of IO either with RT and chemo, or in the maintenance phase, according
to one expert, and this will lead to more pts with CC being cured
− For another expert, when IO therapy becomes widely used in pts with LACC, combinations of IO with other agents such
as bispecific antibodies and cytotoxic T-lymphocyte antigen 4 (CTLA-4) inhibitors can be used to treat recurrent pts. It
will be important to design clinical studies to investigate the efficacy of this possible treatment combination

>

CALLA and KEYNOTE-A18 have PFS alone or PFS and OS as (co)primary endpoints
− The experts think that achieving OS benefit as a study endpoint is becoming very challenging, as postprogression
survival in pts with CC is currently longer than in the past, and recent clinical studies have high crossover rates.
Therefore, the goalpost for regulatory approval is now shifting toward significant PFS improvement with no signs of
detrimental effects on OS during subsequent therapies
− The time to subsequent therapy should also be considered an important aspect to be discussed with regulatory
authorities, as pts are currently living longer, and prolonging time to next treatment can be seen as a surrogate for
duration of clinical benefit
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Advanced Cervical Cancer

ADVANCED CERVICAL CANCER (1/3)
>

The current standard of care for advanced CC consists of chemo + bev (GOG 240 regimen)
− The most concerning toxicity of the GOG 240 regimen is the occurrence of fistula, which was higher in pts treated with
chemo + bev and in pts who received prior RT
− Pts who stopped chemo because of toxicity continued to receive bev; therefore, according to one expert, the use of bev
as maintenance therapy can be beneficial for pts with advanced CC

>

EMPOWER Cervical-1 interim analyses were recently announced showing OS benefit in second-line
treatment and beyond of metastatic CC with cemiplimab (median OS 12 months) vs investigator’s chemo
choice. Pts treated with cemiplimab have also shown good duration of response
− Pts treated with cemiplimab achieved the same OS advantage that is detected in earlier lines of therapy, despite already
being in second line. For 1 expert, this represents a significant achievement
− An expert noted that the median time on treatment in the study was not very long (median time on chemo: 10 weeks;
median time on IO: 15 weeks). It is important to see the final results to confirm the benefits of cemiplimab monotherapy
treatment
− It was highlighted that cemiplimab will very likely have the same indication as pembrolizumab. However, the experts who
are participating in the EMPOWER Cervical-1 trial explained that the 2 main goals of the study were to go beyond PD-L1
testing, and to enable the use of cemiplimab in CC around the world. Pembrolizumab is in fact used in only a few
countries, while cemiplimab was brought to countries such as Brazil, Argentina, Korea, Japan, and Russia
− Despite the results of the EMPOWER trial, one expert thinks that it is still necessary to test pts for PD-L1. However, it will
also be important for the future to examine other biomarkers such as tumor mutational burden (TMB) and inflammatory
markers, as they may define pt populations responding to specific treatments
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ADVANCED CERVICAL CANCER (2/3)
>

The experts expect that the use of IO in advanced CC settings will highly improve pt outcomes
− The use of pembrolizumab in pts who experience relapse after frontline chemo and the GOG 240 regimen (KEYNOTE158 trial) has obtained FDA accelerated approval in the US and is restricted to PD-L1–positive pts
• The data from KEYNOTE-158 cause the experts to believe that treatment with single-agent checkpoint inhibitor is probably not active
in the PD-L1–negative population
• For another expert, as the differences in response observed in PD-L1–negative vs PD-L1–positive pts were based on response rate,
it is premature to conclude that checkpoint inhibitors do not work in PD-L1–negative pts. More data are needed to confirm this
assumption

− Tumor-infiltrating lymphocytes (TILs; LN-145) demonstrated positive effects in advanced CC (innovaTIL-04 [C-145-04] trial)
• In the US, pts who are going to receive TILs are mainly referred to bone marrow transplant unit or to other specialists who have
experience in cell therapy such as chimeric antigen receptor T-cells. According to the experts, these specialists have more
experience with possible side effects related to this therapy, such as cytokine release syndrome. In Europe, these pts are instead
referred to medical oncologists
• The experts agreed that it will be important to have very good coordination among different specialists of the same hospital, to
guarantee efficient use of TILs in clinical practice

>

The experts expect that IO agents will be used in earlier lines of CC, following the results of ongoing trials like
CALLA and KEYNOTE-A18
− For one expert, the future use of IO after RT in advanced CC without bev will help to cure more pts and possibly avoid
some AEs associated to GOG 240 regimen
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ADVANCED CERVICAL CANCER (3/3)
>

If IO agents are used in frontline CC, it will be important to have a non-IO agent to treat pts who experience
relapse after IO treatment

>

The experts agreed that tisotumab vedotin (TV), an ADC targeted to tissue factor (TF), is the first non-IO
targeted agent that could be used in this pt population
− The innovaTV 204/GOG 3023/ENGOT-cx6 study has shown a substantial overall response rate (ORR) in pts treated
with TV who progressed on the GOG 240 regimen
− There are no data showing that the efficacy of TV depends on the expression levels of TF. Of note, TF is frequently
overexpressed and the population with low expression levels is not prevalent

>

It is considered highly important to start investigating possible treatment strategies for pts who experience
relapse after receiving IO. The development of specific therapies in subsequent lines, on the basis of prior
treatments, is seen as a key for the future treatment landscape in CC and other gynecologic malignancies

>

Recurrent and metastatic CC remains an area of high unmet medical need
− The use of IO agents in earlier lines of treatment will very likely improve PFS
− However, this may complicate the treatment choices in pts with relapsed disease who received previous IO
− The use of ADCs such as TV may represent favorable treatment options for pts with relapsed/refractory CC
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Key Highlights and
Strategic Takeaways

KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS FOR AMGEN
>

The antiangiogenic bev is mainly used for the treatment of advanced OC
− In early stage OC, the combination therapy of bev + PARPi is not currently used, unless pts are BRCA mutated; the experts
recommend designing a clinical study with pts considered “truly early stage” and randomizing them to receive or not receive bev
+ PARPi therapy
− There is no consensus on the benefits of adding bev to PARPi in OC maintenance therapy; some experts would prefer to use
PARPi + bev only in pts who are HRD negative, while some others would always add bev in maintenance
− The recent combination therapy of bev + niraparib (OVARIO trial) has created some concerns regarding the grade 3 side effects
associated with it
− The novel anti–delta-like ligand 4/anti-vascular endothelial growth factor (anti-DLL4/anti-VEGF ) bispecific antibody navicixizumab
obtained FDA fast track status in 2019 for the treatment of pts with relapsed OC. However, this agent is not widely used in
clinical practice thus far

>

Bev is commonly not used to treat early stage and/or advanced EC. As the new version of NCCN guidelines list the
use of bev + carboplatin-paclitaxel treatment in EC, the experts from the US expect increase use of bev in these
settings

>

The experts consider the use of bev in maintenance therapy for advanced CC settings beneficial for pts; in clinical
practice there are already cases of pts with advanced CC who stopped chemo because of toxicity but continued to
receive bev

>

The experts agreed that new treatments and new clinical trials are still needed in gynecologic malignancies,
especially in relapsed/recurrent populations. It is recommended to consider the development of new agents and/or
new combination therapies in these settings that currently have many unmet needs
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KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS FOR
MERCK/MSD (1/2)
>

The majority of experts would not use PARPi in early stage OC, unless pts are BRCA mutated and have stage 3 disease; it
is recommended to design a clinical trial with pts considered as “truly early stage” and randomize them to receive or not
receive PARPi + bev therapy. This study will provide more clarity on the possible benefits of using PARPi + bev in frontline
early stage OC

>

Although PFS appears to be higher in pts with advanced OC treated with bev + olaparib (PAOLA-1), in the experts’ view, the
confidence interval is still very high and does not allow clear conclusions on the possible value of this combination therapy

>

The experts highlighted that there are no available data on the possible benefits of retreatment with another PARPi of pts
with OC who experienced relapse when treated with PARPi
− The labels for these inhibitors do not allow their reuse, and their cost and possible associated toxicity represent limiting factors for the
PARPi retreatment of pts in relapsed settings
− The experts did not reach clear consensus on the possibility of PARPi retreatment, and await clinical studies that may provide more clarity
on how to best treat these pts

>

The experts highly recommend clinical trials investigating the benefits of using PARPi in pts with relapsed OC who were
previously treated with PARPi in frontline

>

The results from the OVARIO trial (bev + niraparib) in advanced OC have shown some grade 3 side effects that are of
concern for some experts; this combination therapy may be too toxic for some pts

>

The most common AEs related to PARPi (eg, nausea, fatigue, and anemia) are well managed in the vast majority of pts. As
clinicians acquire more experience with the use of PARPi and the management of possible related AEs, the percentage of pt
dropouts will further decrease, to lower than the current 10%
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KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS FOR
MERCK/MSD (2/2)
>

Pembrolizumab in combination with other treatments is currently being investigated in different clinical trials focusing on
gynecologic malignancies

>

In advanced EC, the experts expect pembrolizumab + lenvatinib to replace chemo in first line if the LEAP-100 study has
positive results

>

The addition of pembrolizumab to chemo-RT in LACC settings (KEYNOTE A-18) is expect to improve pt outcomes
− Although the KEYNOTE-A18 trial can be seen as very similar to the CALLA study (durvalumab + chemo-RT), the experts do not expect
any negative impact on the approval and use of pembrolizumab in EC settings
− The experts agreed that if the KEYNOTE-A18 study provides positive results, the treatment landscape in LACC will change; sequential
use of chemo followed by IO and then RT is expected to be the new treatment strategy for pts with LACC
− With the use of IO in early stage CC, the treatment choice in recurrent settings is expected to become more complicated, as recurrent pts
will have been pretreated with IO

>

EMPOWER Cervical-1 interim analyses showed OS benefit of cemiplimab in metastatic CC. As the median time on
treatment in the study was not very long, the experts will wait for the final results to confirm the benefits of cemiplimab
monotherapy treatment. Cemiplimab is expected to have the same indication as pembrolizumab in CC

>

The experts agreed that new treatments and new clinical trials are still needed in gynecologic malignancies, especially in
relapsed/recurrent populations

>

It is highly recommended to explore new treatment strategies for pts with gynecologic malignancies who will experience
relapse after treatment with IO agents in early stages
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KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS FOR
SEATTLE GENETICS/GENMAB
>

Pts with advanced CC have a poor prognosis. The addition of IO to the standard of care has allowed a certain
increase in pt response

>

With the change of treatment landscape with IO therapy in frontline CC, it will be important to have a non-IO
agent to treat pts who experience relapse after IO treatment

>

The experts agreed that TV, an ADC targeted to TF, is the first non-IO targeted agent that could be used in this
pt population
− The innovaTV 204/GOG 3023/ENGOT-cx6 study has shown a substantial ORR of in pts treated with TV who progressed
on the GOG 240 regimen
− Conjunctivitis was an AE of interest, but there are mitigation strategies to prevent and manage it. If these strategies are
followed, the conjunctivitis can be very low grade and self-limited in nature
− There are no data showing that the efficacy of TV depends on the expression levels of TF. Of note, TF is frequently
overexpressed and the population with low expression levels is not prevalent

>

There was a consensus in considering the use of ADC in gynecological malignancies as very positive and their
future use is expected to increase. The experts encouraged the start of additional trials to further investigate
these new agents, especially in pts who experience relapse after IO treatment
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KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS FOR
GENENTECH/ROCHE (1/3)
>

The antiangiogenic bevacizumab is mainly used for the treatment of advanced OC
− In early stage OC, the combination therapy of bev + PARPi is not currently used, unless pts are BRCA mutated; the
expert recommended to design a clinical study with pts considered as “truly early stage” and randomize to receive or not
receive bev + PARPi therapy
− There is no consensus on the benefits of adding bev to PARPi in OC maintenance therapy; some experts would prefer
to use PARPi + bev only in pts who are HRD negative, while some others would always add bev in maintenance
− The recent combination therapy of bev + niraparib (OVARIO trial) has raised some concerns on the grade 3 side effects
associated with it
− The novel anti–delta-like ligand 4/anti-vascular endothelial growth factor bispecific antibody navicixizumab obtained FDA
fast track status in 2019 for the treatment of pts with relapsed OC. However, this agent is not widely used in clinical
practice so far

>

Bev is commonly not used to treat early stage and/or advanced EC. As the new version of NCCN guidelines
list the use of bev + carboplatin-paclitaxel treatment in EC, the experts from the US expect increased use of
bev in these settings

>

The experts consider the use of bev in maintenance therapy of advanced CC settings as beneficial for pts; in
clinical practice, there are already cases of pts with advanced CC who stopped chemotherapy because of
toxicity but continued to receive bev

>

The experts agreed that new treatments and new clinical trials are still needed in gynecologic malignancies,
especially in relapsed/recurrent populations
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KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS FOR
GENENTECH/ROCHE (2/3)
>

In advanced OC, the addition of atezolizumab to chemo and bev did not result in higher OS or PFS in the
treated pts (IMagyn50 trial)
− It was speculated that the reason why pts did not respond to combination therapy containing atezolizumab is because
TMB in OC is lower than in other cancers, also in pts with BRCA mutation and who are HRD positive

>

XMT-153, an ADC targeting NaPi2b, demonstrated favorable efficacy in pts with relapsed OC expressing
NaPi2b, with a response of ~30% in treated pts
− The number of pts recruited to the study is currently expanding and the experts are interested to see the efficacy of
XMT-153 in a larger population
− It was noted that previous studies with lifastuzumab vedotin, another ADC targeting NaPi2b, showed a good response in
pts independently of the expression level of NaPi2b, although the duration of response was not very long. The experts
considered the study results on lifastuzumab vedotin to be positive, and would have recommended continued
investment in this ADC, as it was providing benefits in their pts. Because the agent was removed from the market by the
developer, the experts hope to see similar or better results with XMT-153 and ultimately use it to treat their pts

>

The experts agreed that new treatments and new clinical trials are still needed in gynecologic malignancies,
especially in relapsed/recurrent populations

>

It is highly recommended to explore new treatment strategies for pts with gynecological malignancies who
experience relapse after treatment with IO agents in early stages
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KEY HIGHLIGHTS AND STRATEGIC TAKEAWAYS FOR
GENENTECH/ROCHE (3/3)
> Determining the molecular profile of pts with gynecological malignancies is considered very
important to identify pt populations that respond better to specific treatments. With emerging
biomarkers becoming more important, it is expected that pt samples will undergo a panel of IHC
analysis to guide treatment decision

− Although the IHC for new biomarkers will be performed by specialized laboratories at first, the experts hope
to eventually send their pt samples to only one laboratory and avoid sending tissue to many different labs
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