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Q:!Can you give a brief overview  
of the recent gynecologic  

treatment landscape?
A: The top billing goes to cervical cancer because 
of what has happened over the past year, [with  
immuno-oncology (IO) agents becoming avail-
able for] patients with newly diagnosed advanced 
or recurrent cervical cancer. Testing and introduc-
tion of IO agents into SOC treatment for cervical 
cancer was recently published [KEYNOTE-826; 
NCT03635567] in the New England Journal of 
Medicine [with the addition of] pembrolizumab 
[Keytruda] to carboplatin and paclitaxel plus or 
minus bevacizumab [Avastin].1 

In uterine cancer, the SOC now is single-agent 
IO drugs, speci!cally pembrolizumab and dostar-
limab [Jemperli], which got an FDA accelerated 

approval in 2021 for microsatellite instability or 
mismatch repair–de!cient endometrial cancer.2 
Pembrolizumab is approved as a single agent 
for TMB [tumor mutational burden]–high (ie,  
greater than 10 mutations per megabase) [disease] 
and for microsatellite-de!cient disease as well.3,4 
That is a viable option post chemotherapy for 
those patients with recurrent endometrial cancer. 

KEYNOTE-775 [NCT03517449], which 
was published in the New England Journal of  
Medicine, [also investigated and showed bene!t 
of] pembrolizumab and lenvatinib [Lenvima] vs 
chemotherapy for microsatellite-pro!cient recur-
rent uterine cancer that has progressed through 
at least 1 round of platinum [chemotherapy].5 

Ovarian cancers are a different story, and the 
only approval of an IO agent in ovarian cancer is 
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pembrolizumab for microsatellite insta-
bility or high TMB [tumor-agnostic indi-
cations], but IO does not have any formal 
indications right now. Additionally, new 
therapies are being tested, speci!cally  
antibody-drug conjugates [ADCs]. 

Finally, there is a trend of targeting spe-
ci!c drugs to speci!c tumors with ADCs. 
All IOs, to a certain extent, have targets 
with either microsatellite instability or 
stability as a biomarker. ADCs like tiso-
tumab vedotin don’t have a marker, but 
the FDA approval doesn’t indicate that 
[there must be] tissue factor present.6 
Other ADCs, namely mirvetuximab, that 
require a biomarker are being tested.

Q:!What biomarkers for, if any, 
should be explored in  

clinical research?
A: Basket trials are good if there is a true 
target. If a target is being considered—
for example, [targeting] HER2 with 
DS-8201a [trastuzumab deruxtecan; 
T-DXd], which is an anti-HER2 ADC— 
investigators can get a sense of what the 
level of expression of HER2 has to be [to 
see ef!cacy].

Some tumors in gynecologic cancers 
have RAS mutations, such as low-grade 
serous mucinous cancers of the ovary and 
endometrioid cancers of the uterus, but 
they are not targetable. [Gynecologic] can-
cers [can] have [RAS] G12D and G12V 
mutations, [and] they’re not targetable by 
known inhibitors quite yet. If [we] had a 
drug that could potentially target those 
mutations, then [we] could line up the 
different gynecologic cancers that have 
those RAS mutations. Basket trials are 
a neat way of not having to [conduct] 
10 different phase 2 studies, but package 
them all into one trial. 

Q:!What role do you think  
PARP inhibitors play? Are  

any practice-changing trends  
on the horizon?
A: Three PARP inhibitors are approved 
in the United States for newly diagnosed 

advanced-stage cancer. One is based 
on the SOLO-1 trial [NCT01844986], 
with 2 years of maintenance olapar-
ib [Lynparza] for patients who have 
BRCA1/2-mutated cancer after response 
to chemotherapy.7 SOLO-1 has certainly 
been a practice-changing trial since that 
initial presentation a few years ago at the 
[European Society for Medical Oncolo-
gy] Congress. My practice immediately 
changed because the progression-free 
survival improvement was dramatically 
better in SOLO-1 vs placebo. 

The second trial is PRIMA 
[NCT02655016], using nirapa-
rib [Zejula] maintenance for 
about 3 years, which expands 
to high-grade serous [can-
cer] with no BRCA mutation  
regardless of homologous re-
combination de!ciency [HRD] 
status.8 Then, the PAOLA-1 
trial [NCT02477644], adds 
olaparib to bevacizumab [Avastin] as 
maintenance for patients who receive 
some bevacizumab for at least 3 cycles 
during their upfront carboplatin or pacl-
itaxel chemotherapy.9 Olaparib received 
approval for cancers with HRD. If the 
tumor is deemed [homologous recombi-
nation pro!cient] per an FDA-approved 
assay, then olaparib [maintenance is  
not indicated]. 

Rucaparib [Rubraca] then came along 
for either BRCA-mutated or HRD plati-
num-sensitive [disease]; you can use it in 
that setting as well and then as mainte-
nance treatment.10 

Q:!Should clinicians be aware  
of other agents?

A: The drug adavosertib in recurrent uter-
ine serous cancers [is a Wee1 inhibitor]. 
The concept is that the whole genome is 
under stress from different mechanisms, 
with loss of p53 allowing the agent to 
work. There’s cyclin E ampli!cation, 
MEK ampli!cation, and HER2 over-
expression. These data were published 
in the Journal of Clinical Oncology, 

which showed a 29% response rate with  
single-agent adavosertib in recurrent  
uterine serous cancers. This has led 
to a larger trial called ADAGIO 
[NCT04590248]; it’s closed for the  
moment, but it will reopen.11 

Additionally, the [combination of] 
CDK4/6 inhibitor abemaciclib [Verzen-
io] plus letrozole has data that are being 
presented at the SGO Annual Meeting on 
Women’s Cancer in [mid-March]. This is 
a phase 2 trial [NCT03675893] in recur-
rent estrogen receptor–positive endome-

trial cancers. 
Another trial of DS-8201a 

plus olaparib, a [National Can-
cer Institute]–sponsored trial 
[NCT04585958] for HER2- 
positive gynecologic cancers, is  
mostly [looking at] endometrial 
serous cancers. 

[Yet another trial] is looking at 
mirvetuximab, which is an ADC 

against the folate receptor α, plus pem-
brolizumab in recurrent uterine serous 
cancers. About 30% of uterine serous can-
cers are folate receptor α–positive, and we 
prescreened those patients [beforehand]. 

Q:!What advice do you have  
for new clinicians?

A: They must understand the patient 
they’re treating to gain ideas about what 
should be done. Currently, per year in the 
United States, there are fewer than 13,000 
cases of cervical cancer, about 20,000 
ovarian, and 66,000 uterine. [These clini-
cians must] become experts. [They begin 
by] writing it up [a trial] and presenting 
it at a meeting. [When working on this], 
everybody needs to be incorporated, from 
surgeons to medical oncologists, radia-
tion oncologists, pathologists, and basic 
scientists, depending upon the project 
that you want to start. Team science is 
important for being open-minded and 
thinking outside of the box.�
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