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ABSTRACT

Cervical cancer (CC) is one of the most common gynecological tumors and an important health problem, especially in develop-
ing countries. The vast majority of patients in early stages are cured of the disease with surgical treatment and with con-
comitant chemoradiotherapy in locally advanced stages. However, in patients with recurrent, persistent, or metastatic cervical 
CC, the effectiveness of treatment is limited, except for the combination of chemotherapy based on platinum doublets plus 
bevacizumab, the treatment that has achieved the best results to date. Programmed cell death-1/PD ligand-1 (PD-1/PD-L1) 
inhibitors could be a novel and cutting-edge therapeutic option to improve clinical outcomes in this group of patients. Thus far, 
there are a few Phase I/II clinical trials that have assessed the usefulness of pembrolizumab and nivolumab in this group of 
patients; these include the KEYNOTE 028, KEYNOTE 158, and CHECKMATE 358 trials, in which clinical benefit has been proven 
with PD-1/PD-L1 inhibitors in recurrent, persistent, or metastatic CC, as second-line treatment. There are also some ongoing 
trials that could provide further evidence on the PD-1/PD-L1 pathway as a therapeutic target in CC. In this review, we will focus 
on the usefulness of these PD-1/PDL1 inhibitors in CC, as well as on trials that are still in the recruitment phase, to confirm 
their effectiveness in this clinical setting. (REV INVEST CLIN. 2020;72(4):231-8)
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INTRODUCTION

Cervical cancer (CC) remains an important public 
health problem in Mexico1 since it ranks second in 
terms of morbidity and is one of the leading causes 
of death in women of reproductive age2. More than 
80% of cases of CC are diagnosed at locally advanced 
stages (IB2-IVA) and metastatic IVB stage. In early 
stages, overall survival (OS) can reach approximately 
75-85% with effective treatments such as surgery or 
concomitant chemoradiotherapy3. However, 5-year 
OS for recurrent, persistent, or metastatic CC is only 
a mere 15%. This poor prognosis is mainly due to 
limited treatment options4. Most of these patients 
can only be treated with palliative chemotherapy 
(CT), based on cisplatin doublets5. In 2014, based on 
the results of the Gynecologic Oncology Group (GOG) 
240 trial, it was concluded that the addition of beva-
cizumab to CT with doublets improved progression-
free survival (PFS) from 6 months to 8.2 months and 
OS from 13 to 17 months in recurrent, persistent or 
metastatic CC, and is currently considered the stan-
dard treatment in these clinical stages6. Nevertheless, 
in patients who progress during first-line treatment, 
the lack of an effective second-line treatment re-
mains the main cause of the high mortality rate.

Several approaches have been tested in the last de-
cade aimed to improve OS in different neoplasms. In 
this regard, the introduction of immune checkpoint 
inhibitors, especially programmed cell death-1/pro-
grammed cell death ligand-1 (PD-1/PD-L1) inhibi-
tors7, has achieved favorable efficacy results for the 
treatment of multiple solid tumors such as lung and 
kidney cancer, among others8. Furthermore, immuno-
therapy is currently being tested for CC in different 
clinical trials to address its effectiveness and tolerabil-
ity in second-line therapies.

In this review, we present the current data aimed to 
targeting PD-1, PD-L1, and CTL-4 pathways through 
different monoclonal antibodies to disrupt immuno-
logic tolerance as a promising targeted therapy for 
CC9. 

Patient, intervention, control, and outcome acronym 
question was used to detect articles, including check-
point inhibitors, immunotherapy treatment, PD1, 
PD-L1, CTL-4, and CC. The search was conducted 
using the MEDLINE and the PubMed database 

browsers combining the following terms: “CC,” can-
cer,” “cytotoxic T-lymphocyte-associated protein 4 
(CTLA-4),” “PD-1,” “PD-L1,” “immunocheckpoint,” 
“monoclonal antibodies,” “therapeutic target,” and 
“immunotherapy.” Only articles published in the past 
15 years and in English were included to ensure the 
most updated collection of scientific evidence.

All authors performed the revision and extraction of 
data from the original manuscripts. The first author 
was contacted to obtain those articles, in which the 
final version was not available online, and thus, no 
information was lost. Finally, articles were revised and 
the information processed according to the GRADE 
system; evidence was classified, and recommenda-
tions were then posed according to the strength of 
the evidence.

IMMUNE CHECKPOINT INHIBITORS

Numerous immunomodulatory therapies are being 
investigated in various clinical trials with different po-
tential targets, including PD-1/PD-L1, CTLA-4, Tim-3, 
inducible costimulator (ICOS), 4-1BB, and OX-40. 
Among these new targets, ICOS, 4-1BB, and OX-40 
are costimulatory receptors10-12, while PD-1/PD-L1, 
CTLA-4, and Tim-3 are T-cell immune downregula-
tors13-15. At present, only CTLA-4 inhibitors and 
PD-1/PD-L1 inhibitors have been approved by the 
Food and Drug Administration (FDA). CTLA-4 is a part 
of the CD80 (B7-1) and CD86 (B7-2) costimulatory 
molecules that are expressed on the surface of anti-
gen-presenting cells (APCs)16, while PD-L1 is ex-
pressed in a wide variety of cell types, including tu-
mor-associated fibroblasts, tumor cells (TCs), and 
APCs, among others17. Thus, CTLA-4 inhibits T-cell 
activation in secondary lymphoid organs, but PD-1/
PD-L1 mainly regulates T-cell function in peripheral 
tissues and in the tumor microenvironment. There-
fore, PD-1/PD-L1 signaling is more tumor specific 
than CTLA-4 signaling, and PD-1/PD-L1 inhibitors 
may cause less damage to healthy tissue18.

The CTLA-4 and PD-1/PD-L1 pathways regulate im-
mune system activation at different activation points 
and through different effector cells. CTLA-4 inhibits 
the T-cell response based on antigen-binding affinity. 
CTLA-4 is stored in intracellular vesicles, and when 
compensation of the response becomes necessary, it 
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is translocated to the cell surface. In contrast,  PD-1/
PD-L1 is expressed in peripheral tissues to compen-
sate for immune responses within the context of in-
flammation, which limits injury to healthy tissue19. 

Based on the above mechanism, ipilimumab (mono-
clonal anti-CTLA-4 antibody), the first immune check-
point inhibitor approved for melanoma, had little 
clinical benefit until the appearance of pembrolizum-
ab, and the combination of both drugs further im-
proved treatment efficacy in malignant melanoma20. 
To date, another available monoclonal anti-CTLA-4 
antibody is tremelimumab; however, it has yet to be 
approved in the treatment of any type of cancer. In 
addition, the PD-1-targeted monoclonal antibodies 
pembrolizumab, nivolumab, and cemiplimab, as well 
as those targeting the PD-L1 ligand, atezolizumab, 
durvalumab, and avelumab, have shown clinical ad-
vantages in malignant melanoma, advanced non-small 
cell lung cancer (NSCLC), urothelial cancer, and other 
tumors18. Furthermore, extensive research has been 
conducted on gynecological tumors, such as ovarian 
cancer and endometrial cancer. Furthermore, clinical 
trials on CC are being conducted and a few initial re-
sults have been obtained.

RATIONALE FOR PD-1/PD-L1 
INHIBITORS IN CERVICAL CANCER 

The development of cervical intraepithelial neoplasia 
(CIN) and CC is related to persistent human papillo-
mavirus (HPV) infection. The cellular immune re-
sponse is responsible for the elimination of the virus 
and infected cells and is one of the factors that influ-
ence the persistence of infection. Among the mole-
cules that regulate the immune response are PD-1 
and PD-L1. The expression of these molecules is in-
creased in patients with high-risk HPV infection and 
correlates with CIN grade. Activation of the PD-1/
PD-L1 pathway correlates with deficiencies in the cel-
lular immune response against high-risk HPV infection 
and is, therefore, implicated in the immunopathogen-
esis of cervical lesions21.

PD-1/PD-L1 immune control pathways are one of the 
best-known immune evasion mechanisms of cancer 
cells and, therefore, inhibit the immune response in 
several types of solid tumors, including CC. Briefly, 
PD-L1 is expressed on the surface of cervical TC, 

APCs, and tumor-infiltrating lymphocytes (TILs), 
while PD-1-positive cells have been mainly identified 
as T cells in the stroma of cervical tumors. PD-1 ex-
pression in the tumor stroma of CC was reported by 
Meng et al. to be present in 60.82% (59/97) of pa-
tients22, while another study showed PD-1 expression 
in 46.97% (31/66) of patients23.

So far, numerous studies have investigated PD-L1 ex-
pression in CC, reporting that PD-L1 expression rang-
es between 34.4% and 96% in cervical carcinoma 
tissues, while PD-L1 expression is rarely present or 
identified in histologically normal cervical tissues24. 
Reddy et al. showed that PD-L1 expression was posi-
tive in 34.4% of patients with cervical carcinoma 
samples, and when performing a sub-analysis by his-
tologic subtypes, the expression varied by histologic 
type: 37.8% in squamous cell, 28.6% in adenosqua-
mous carcinomas, and 16.7% in adenocarcinoma25. In 
addition, PD-L1 can also be expressed in TIL that plays 
a role in antitumor response inhibition. One study in 
cervical squamous cell carcinoma samples found that 
PD-L1 expression rate in cancer cells and TIL was 
59.1% and 47.0%, respectively23. Taken together, 
these data suggest that both PD-L1 and PD-1 are 
widely expressed in CC TC and in the stroma, provid-
ing possible therapeutic targets for PD-1/PD-L1 in-
hibitors.

Notoriously, persistent HPV infection is involved in the 
pathogenesis of CC and is related to its prognosis. 
Several groups have questioned whether HPV infec-
tion might affect PD-L1 expression in CC and have 
found that the association of HPV infection correlated 
positively with increased PD-L1 expression26.

Considerable effort has been made to analyze the 
mechanism underlying the association between HPV 
status and PD-L1 expression in solid HPV-related tu-
mors, mainly head-and-neck squamous cell tumors 
and CC. In CC, HPV-induced somatic mutations and a 
large number of neoantigens have been reported to 
play a crucial role in the tumor microenvironment and 
could lead to notable alterations between immune 
system checkpoint regulator-related genes such as 
CTLA-4, PD-1, and PD-L127. Specifically, PD-L1 
showed a positive correlation with ENO1, PRDM1, 
OVOL1, and MNT, all of which are key regulators re-
lated to HPV16 and its proteins E6 and E728. Of note, 
a Phase II single-arm study investigated durvalumab 
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in patients with recurrent/metastatic head-and-neck 
squamous cell carcinoma (HNSCC) (n = 112) and 
found that HPV-positive patients had a higher re-
sponse rate and better survival than HPV-negative 
subjects27. However, in CC, the association of HPV 
status and PD-1/PD-L1 inhibitor efficacy is still uncer-
tain due to the lack of available data.

CLINICAL INVESTIGATION OF DIFFERENT 
PD-1/PD-L1 INHIBITOR MONOCLONAL 
ANTIBODIES IN CERVICAL CANCER 

Pembrolizumab

Pembrolizumab is an immunoglobulin G4 (IgG4)-type 
humanized monoclonal antibody that targets the 
PD-1 receptor found on the cell surface. It is a check-
point inhibitor with immune potential and antineoplas-
tic activity. Pembrolizumab binds to the PD-1 receptor 
and blocks its interaction with the PD-L1 and PD-L2 
ligands, which are expressed in TC and other cells in 
the tumor microenvironment, and enhances T cells 
immune response, including the anti-tumor response21.

The KEYNOTE-028 Phase 1b trial (ClinicalTrials.gov – 
NCT02054806)29 is investigating the safety and ef-
ficacy of the checkpoint inhibitor pembrolizumab in 
PD-L1-positive advanced solid tumors. The study in-
cluded 24 patients with advanced CC with positive 
PD-L1 expression who were not candidates or had 
failed standard therapy. Previous radiation therapy 
had been received by 92% of patients and 63% had 
received two or more lines of CT, including bevaci-
zumab. Patients were treated with 10 mg/kg of pem-
brolizumab every 2 weeks for 24 months or until evi-
dence of disease progression appeared, unacceptable 
toxicity, or by the investigator’s decision. Response 
was assessed every 8 weeks during the first 6 months 
and then every 12 weeks, with an overall response 
rate (ORR) according to Response Evaluation Criteria 
in Solid Tumors (RECIST) of 17% (95% confidence 
interval [CI]: 5-37); four patients had a partial re-
sponse (PR) with a mean response duration of 5.4 
months (4.1-7.5 months), and three patients showed 
stable disease (SD). No complete response (CR) was 
observed, and two-thirds of the patients had a pro-
gressive disease. OS was 11 months, and at 6 months, 
67% of the patients were alive. In terms of toxicity, 
five patients developed Grade 3 adverse events (AEs) 

(NCI-CTCAE 3.0), and no Grade 4 AEs were ob-
served29.

The results of the KEYNOTE-028 trial in patients with 
CC have allowed pembrolizumab to be assessed in a 
Phase 2 open-label study, the KEYNOTE-158 trial 
(ClinicalTrials.gov – NCT02628067)30. This study is 
evaluating the response of several solid tumors that 
have progressed with standard therapy and that are 
candidates for treatment with pembrolizumab. In the 
CC cohort, 98 patients with recurrent or metastatic 
CC were included. With a median follow-up time of 
11.7 months, ORR in 77 patients was 14.3% (95% CI: 
7.4-24.1%), including 2.6% of patients with CR and 
11.7% with PR, while no response was observed in 
patients without PD-L1 expression in TCs. The most 
common serious adverse reactions included anemia 
(7%), fistula (4.1%), hemorrhage (4.1%), and infec-
tion (4.1%). Based on the results of KEYNOTE 158, 
the FDA approved pembrolizumab on June 12, 2018, 
for advanced CC with disease progression during or 
after CT30. Furthermore, based on these results, KEY-
NOTE 826 recently initiated the recruitment phase, 
and its aim is to assess the efficacy and safety of 
first-line treatment with pembrolizumab (MK-3475) 
plus CT versus placebo plus CT in women with persis-
tent, recurrent, or metastatic CC (MK-3475-826/
KEYNOTE-826).

Nivolumab

Nivolumab is a PD-1 immune checkpoint inhibitor de-
signed to enhance the immune system response and 
restore the antitumor immune response. It is an IgG4-
type human monoclonal antibody that enhances T-
cell responses, including the antitumor response, by 
binding to the PD-1 receptor and blocking its interac-
tion with PD-L1 and PD-L231.

At present, treatment with nivolumab is approved for 
non-operable and/or metastatic melanoma, as well as 
second-line treatment of squamous cell lung cancer 
and clear cell renal cell carcinoma31.

The CHECKMATE 141 study is a Phase III clinical trial 
that included patients with head-and-neck neoplasms 
that were randomized to receive nivolumab (3 mg/kg 
every 2 weeks) or standard CT. Mean OS was longer 
in the experimental group (7.5 vs. 5.1 months; hazard 
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ratio [HR]: 0.70; 97.73% CI: 0.51-0.96; p = 0.001), 
with no impact on PDL-1 expression (> 1% vs. < 1%)32.

The open-label Phase 1/2 study, CHECKMATE 358 
(ClinicalTrials.gov – NCT02488759)33, is assessing 
treatment with 240 mg of nivolumab every 2 weeks 
until progression or unacceptable toxicity in patients 
with HPV-associated tumors (cervix, vagina, and vul-
va). Preliminary results from 24 patients showed an 
ORR of 20.8% (95% CI: 7.1-42.2) and a disease con-
trol rate of 70.8% defined as PR, CR, or SD. PFS was 
5.5 months (95% CI: 3.5 – not reached) and mean 
OS had not been achieved. Responses were only ob-
served in patients with CC (19 out of 24), with an 
ORR of 26.3% (95% CI: 9.1-51.2). Response mean 
duration had not been reached after 6 months of 
follow-up. The response was independent of PD-L1 or 
HPV status or of the number of previous therapies. 
Treatment-related AEs were reported in 70.8% of pa-
tients, and 12.5% of AEs were Grades 3-4, including 
hyponatremia, syncope, diarrhea, and hepatocellular 
injury33. Thus, considering the previously discussed 
pembrolizumab and nivolumab studies, in both cases, 
the drugs showed promising antitumor effects and, in 
addition, they had an adequate toxicity profile in pa-
tients with recurrent or metastatic CC. However, due 
to the limited follow-up period, PFS and OS have yet 
to be reported because the data are initial29-33.

Atezolizumab

Atezolizumab is a humanized monoclonal antibody 
that binds to the PD-L1 ligand, which is expressed in 
both TCs and immune cells (ICs) infiltrating the tumor, 
and blocks its binding with PD-1 and B7-1 (CD80). 
This restores T-cell activity, including the antitumor 
immune response, by preventing the inhibition of the 
immune response mediated by PD-L1/PD-1 binding, 
without inducing antibody-dependent cell-mediated 
cytotoxicity19,34.

There are numerous Phase I/II trials, in which the 
usefulness of this molecule has been assessed in sev-
eral neoplasms such as NSCSC, including BIRCH, FIR, 
POPLAR, and OAK, the latter being a Phase III, and 
IMVIGOR 210 a Phase II study on bladder cancer. In 
all these studies, atezolizumab was administered at a 
fixed dose of 1200 mg IV every 21 days35. Thus, the 
OAK study36, in a Phase III clinical trial randomized 

850 patients diagnosed with Stage IIIB or IV NSCLC 
with progression to 1 or 2 previous lines of treatment 
and who met eligibility criteria, received atezolizumab 
1200 mg versus docetaxel 75 mg/m2 every 3 weeks. 
This study showed positive results in its primary end-
point: OS was superior with atezolizumab in com-
parison with docetaxel (13.8 months vs. 9.6 months; 
HR: 0.73; 95% CI: 0.62-0.87; p = 0.0003). Atezoli-
zumab was also superior to docetaxel in the PD-L1-
positive population (15.7 months vs. 10.3 months; 
HR: 0.74; 95% CI: 0.58-0.93; p = 0.0102). The largest 
benefit was observed in patients with the highest PD-
L1 expression (TC3 or IC3), with a mean OS of 20.5 
months with atezolizumab versus 8.9 months with 
docetaxel36. Based on efficacy and safety in the OAK 
and POPLAR studies (Phase II of atezolizumab in 
NSCLC), the use of atezolizumab was approved for 
patients with NSCLC after progression to platinum-
based CT, regardless of the PD-L1 status36.

The IMVIGOR 210 study is a clinical trial (Phase II), in 
which the usefulness of atezolizumab was assessed 
in patients with metastatic bladder cancer. This trial 
had two analysis cohorts. The first cohort included 
patients who were not candidates for platinum ther-
apy, with a benefit in objective response rates of 23% 
and a median OS of 15.9 months regardless of the 
degree of PDL-1 expression, with adequate treatment 
tolerance and manageable AEs35.

IMVIGOR 210 is Cohort 2 and included patients with 
bladder cancer and progression to previous platinum-
based therapies. Overall, the objective response rate 
was 48%; however, it was higher in patients with PDL-
1 expression (IC 2/3). Similarly, OS was 11.4 months 
versus 6.5 months when comparing PDL-1 expression 
(IC 2/3 vs. IC 0), with the benefit favoring the use of 
atezolizumab35.

Several studies are currently underway, evaluating 
treatment with atezolizumab alone or in combination 
in patients with recurrent, persistent, or metastatic CC.

The PROLOG study (ClinicalTrials.gov – NCT02914470) 
is a Phase I trial that is assessing the CT effective 
dose of carboplatin plus cyclophosphamide in combi-
nation with atezolizumab in several types of gyneco-
logical cancer, including CC. The primary objective of 
the study is toxicity assessment, and the secondary 
is ORR according to RECIST criteria.
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One more trial in which the combination of atezoli-
zumab with bevacizumab is being analyzed is a Phase 
II study (ClinicalTrials.gov – NCT02921269). This 
study will assess the effectiveness of the combina-
tion in the reduction of TCs and their interference 
with their ability to grow and spread. The primary 
endpoint is ORR, defined according to RECIST criteria, 
with secondary endpoints being PFS, OS, the inci-
dence of AEs, PD-L1 expression in the tumor, and ICs 
measured by semi-quantitative immunohistochemis-
try, as well as the determination of intra-tumor T-cell 
clones and peripheral cells measured by TCR se-
quencing. One more Phase II trial will establish the 
safety and efficacy of atezolizumab in patients with 
recurrent CC as second-line treatment. The study will 
consist of three treatment arms: atezolizumab mono-
therapy, atezolizumab in combination with doxorubi-
cin, and doxorubicin monotherapy. The primary end-
point of the study is PFS and the secondary is OS, in 
all three treatment arms.

Finally, a Phase III study is soon to be conducted (Clin-
icalTrials.gov – NCT03556839), to determine the ef-
ficacy of combining atezolizumab plus bevacizumab 
with the current standard of treatment (cisplatin plus 
paclitaxel) in patients with Stage IVB persistent or 
recurrent carcinoma of the cervix. The primary end-
point is OS, and secondary endpoints are PFS, ORR, 
response duration, the incidence of treatment-related 
AEs, time to the next therapy, PFS 2, patient-reported 
results regarding functionality and quality of life, at-
ezolizumab pharmacokinetics, and the incidence of 
antitherapeutic antibodies.

Durvalumab

Durvalumab is a human monoclonal antibody that 
blocks the PD-L1 ligand. Durvalumab acts as a selec-
tive antibody against PD-L1 and prevents its interac-
tion with the PD-1 receptor, which leads to T-cell 
normal antitumor activity37.

At present, no results were found in the effectiveness 
of durvalumab in CC, and the vast majority of avail-
able studies are still in the recruitment phase. Never-
theless, some results about this molecule in other 
neoplasms were found, such as the use of durvalum-
ab in patients with squamous cell carcinomas of the 

head and neck38. Thus, in a Phase II study that as-
sessed the use of durvalumab in patients with head-
and-neck tumors (squamous cell carcinoma) with 
progression to a previous platinum-based first line, a 
response rate of 16.2% was reported, and 29.4% in 
patients with tumors with HPV versus 10.8% in those 
without the presence of the virus. With regard to 
survival curves, the median was 7.1 months, and 
when the analysis was performed for those who were 
HPV+, it was 10.2 months versus 5.0 months in HPV- 
subjects27.

The use of durvalumab in combination with tremeli-
mumab in solid tumors is being assessed in a Phase I 
study (ClinicalTrials.gov – NCT01975831). The pri-
mary objective of the study is the number of AEs, and 
secondary objectives include determining the phar-
macokinetics of the durvalumab plus tremelimumab 
combination, the number of subjects who develop 
antibodies against the molecule, tumor response, PFS, 
and OS.

Two Phase I studies (ClinicalTrials.gov – NCT03452332 
and NCT03277482) will evaluate the safety of using 
durvalumab and tremelimumab in combination with 
stereotactic body radiation therapy and radiothera-
py, respectively, in patients with recurrent or meta-
static gynecological cancer. The primary objective of 
the first study is to determine the dose-limiting tox-
icities based on AEs, and the secondary objectives are 
clinical and objective response rates, PFS, OS, and 
time to the next treatment. The second study has as 
its primary objective to determine the maximum tol-
erated dose, and secondary objectives include ORR, 
response rates and local control, response duration, 
PFS, or OS.

There are two more studies, Phases I and II, still in the 
recruitment phase, that will assess the use of dur-
valumab in combination with the DNA plasmid-encod-
ing interleukin 12/HPV DNA plasmid therapeutic vac-
cine (INO-3112), in patients with HPV-associated 
cancer (ClinicalTrials.gov – NCT03439085 and 
NCT03162224). Both studies will evaluate the effi-
cacy and safety of the combination. In addition, a 
Phase III clinical trial (CALLA), in the setting of locally 
advanced CC, is going to assess the combination of 
durvalumab with concomitant chemoradiotherapy 
with cisplatin plus maintenance for 2 years. The re-
sults are expected in the coming years.
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Durvalumab will also be assessed in combination with 
vigil in a Phase II study (ClinicalTrials.gov – 
NCT02725489) and in combination with tremelim-
umab plus metronomic vinorelbine in a Phase I/II 
study (ClinicalTrials.gov – NCT03518606).

Cemiplimab

Cemiplimab is a human recombinant monoclonal an-
tibody of the IgG4 subtype that binds to the PD-1 
receptor and blocks the binding of the PD-L1 and 
PD-L2 ligands. This eliminates immune response inhi-
bition by PD-1 and has been associated with tumor 
reduction39.

The GOG3016 study is the first Phase III trial that will 
evaluate the use of immunotherapy to treat CC40. 
Cemiplimab assessment went directly to Phase III, af-
ter the results obtained in the Phases I and II studies41. 
The Phase I trial assessed the drug in patients with 
advanced, locally advanced malignant tumors or with 
squamous cell carcinoma of the skin, while the Phase 
II study was conducted in patients with metastatic 
disease. Both studies treated patients with 3 mg/kg 
of cemiplimab every 2 weeks. The Phase I study re-
ported a response to cemiplimab in 50% of patients 
(95% CI: 30-79). Of the three patients with CC in-
cluded in the Phase I study, two had a lasting re-
sponse. Similarly, the results of the Phase II study 
showed that 47% of patients (95% CI: 34-61) had a 
response, with a mean follow-up of 7.9 months. Of 
the 28 patients who responded, its duration exceeded 
6 months in 57%. The AEs that occurred in more than 
15% of patients were diarrhea, fatigue, nausea, con-
stipation, and rash, with 7% of patients discontinuing 
the treatment due to AEs41.

GOG 3016 (ClinicalTrials.gov – NCT03257267)40 is 
a Phase III trial that will assess the efficacy and safe-
ty of cemiplimab versus CT, in patients ≥ 18 years of 
age with recurrent or metastatic platinum-resistant 
CC that progressed within 6 months of the last dose 
of platinum-based CT. Patients will receive cemiplim-
ab every 3 weeks or CT (pemetrexed, topotecan, iri-
notecan, gemcitabine, or vinorelbine). The primary 
endpoint will be OS, and secondary endpoints will in-
clude OS analysis, PFS, and the frequency and sever-
ity of AEs. The efficacy analyses will be stratified 
according to factors such as the previous use of 

bevacizumab, histology, and ECOG performance. The 
duration of the recruitment period of the study and 
follow-up will be 20 and 12 months, respectively, and 
therefore, it is estimated that 436 patients will have 
to be included, among which 330 deaths are expect-
ed, to achieve a power of 90% to detect a reduction 
in the risk of death of at least 20%.

CONCLUSIONS

Immunotherapy with PD-1 and PD-L1 blockade is in 
an investigation phase. Based on current evidence, 
and considering that there are promising results with 
which the benefits outweigh the deleterious effects, 
their use should be considered in the context of clin-
ical research and in patients who have progressed to 
different lines of treatment and there are no more 
therapies to be offered with well demonstrated clini-
cal effectiveness.

RECOMMENDATIONS

The use of pembrolizumab is recommended in ad-
vanced, recurrent, and persistent CC with progression 
to at least one previous lines of treatment since it 
increases objective response rates and median sur-
vival, with good tolerance. Quality of evidence: 
(GRADE) low. Strength of recommendation: weak in 
favor of its use.

The use of atezolizumab, nivolumab, durvalumab, and 
cemiplimab is not recommended until the publication 
of the Phase III studies that are currently being con-
ducted. Quality of evidence: (GRADE) very low. 
Strength of recommendation: weak against their use.
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