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ABSTRACT

The NCCNGuidelines for Cervical Cancer provide recommendations
for all aspects of management for cervical cancer, including the diag-
nostic workup, staging, pathology, and treatment. The guidelines
also include details on histopathologic classification of cervical cancer
regarding diagnostic features, molecular profiles, and clinical outcomes.
The treatment landscape of advanced cervical cancer is evolving con-
stantly. These NCCN Guidelines Insights provide a summary of recent
updates regarding the systemic therapy recommendations for recurrent
or metastatic disease.

J Natl Compr Canc Netw 2023;21(12):1224–1233
doi:10.6004/jnccn.2023.0062

NCCN CATEGORIES OF EVIDENCE AND CONSENSUS

Category 1: Based upon high-level evidence, there is uniform
NCCN consensus that the intervention is appropriate.

Category 2A: Based upon lower-level evidence, there is uniform
NCCN consensus that the intervention is appropriate.

Category 2B: Based upon lower-level evidence, there is NCCN
consensus that the intervention is appropriate.

Category 3: Based upon any level of evidence, there is major
NCCN disagreement that the intervention is appropriate.

All recommendations are category 2A unless otherwise
noted.

Clinical trials: NCCN believes that the best management of
any patient with cancer is in a clinical trial. Participation in
clinical trials is especially encouraged.

PLEASE NOTE

The NCCN Clinical Practice Guidelines in Oncology
(NCCN Guidelines®) are a statement of evidence and consen-
sus of the authors regarding their views of currently accepted
approaches to treatment. The NCCN Guidelines Insights
highlight important changes in the NCCN Guidelines
recommendations from previous versions. Colored
markings in the algorithm show changes and the
discussion aims to further the understanding of these
changes by summarizing salient portions of the panel’s
discussion, including the literature reviewed.

The NCCN Guidelines Insights do not represent the full
NCCN Guidelines; further, the National Comprehensive
Cancer Network® (NCCN®) makes no representations
or warranties of any kind regarding their content, use, or
application of the NCCN Guidelines and NCCN Guidelines
Insights and disclaims any responsibility for their application
or use in any way.

The complete and most recent version of these
NCCN Guidelines is available free of charge at NCCN.org.

© 2023 National Comprehensive Cancer Network® (NCCN®),
All rights reserved. The NCCN Guidelines and the illustra-
tions herein may not be reproduced in any form without the
express written permission of NCCN.
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Overview
An estimated 13,960 new cases of carcinoma of the uter-
ine cervix (ie, cervical cancer) will be diagnosed in the
United States in 2023, and an estimated 4,310 people will
die of the disease.1 Overall, cervical cancer rates are de-
creasing in the United States, although incidence re-
mains high among Hispanic/Latino, Black, and Asian
populations.2–5 In 2020, the global new cases of and
deaths from cervical cancer were estimated to be 604,127
and 341,831, respectively.6 It is the fourth most common
cancer in individuals assigned female at birth world-
wide,7,8 with 85% of cases occurring in developing coun-
tries, where cervical cancer is a leading cause of cancer
death in individuals assigned female at birth.6,9 Squa-
mous cell carcinoma (SCC), adenocarcinoma (AC), and
adenosquamous carcinoma (ASC) are the 3 common his-
tologies of cervical cancer. SCC accounts for approxi-
mately 80% of all cervical cancers and AC accounts for
approximately 20%. In developed countries, the substan-
tial decline in incidence and mortality of SCC of the cer-
vix is presumed to be the result of effective screening and
higher HPV vaccination coverage, although racial, ethnic,
and geographic disparities exist.2,3,10–12 However, AC and
ASC of the cervix have increased over the past 3 decades,

probably because cervical cytologic screening methods
are less effective for AC/ASC because the lesions are
located deeper than the ectocervix.13–17 The ASC subtype
is rare and accounts for approximately 5% to 6% of all
cervical carcinomas. Presently, there is no difference in
treatment between SCC and AC/ASC cervical cancer
subtypes, although the clinical features and prognosis of
disease vary considerably between these subtypes.

Persistent HPV infection is a major factor in the
development of cervical cancer.18,19 The incidence of cer-
vical cancer appears to be related to the prevalence of
HPV in the population. In countries with a high inci-
dence of cervical cancer, the prevalence of chronic HPV
is approximately 10% to 20%, whereas in low-incidence
countries it is 5% to 10%.7 Screening methods using HPV
testing may increase detection of adenocarcinoma. Vacci-
nation with HPV vaccines may also decrease the incidence
of both SCC and AC.15,20 Although most studies report that
most cervical cancers are caused by HPV, approximately
5% of the tumors are reported as HPV-independent tu-
mors.21,22 In 2020, the WHO updated the Female Genital
Tumors classification of cervical cancer by subdividing
the cervical cancer lesions into HPV-associated and HPV-
independent tumors based on new pathologic findings.23

CE NCCN GUIDELINES® INSIGHTS Cervical Cancer, Version 1.2024

1226 © JNCCN—Journal of the National Comprehensive Cancer Network | Volume 21 Issue 12 | December 2023

http://www.jnccn.org


Among these subtypes,HPV-associatedSCC is themostprev-
alent, with very rare occurrences of HPV-independent SCC.
The HPV-independent AC subtype has a less favorable prog-
nosis comparedwithHPV-associated AC. TheNCCN Cervi-
cal Cancer Panel acknowledges that although the prior
versions of the WHO classification discussed these tumors
based on morphologic features, the integration of the im-
munohistochemical and molecular profiles has led to a
better classification system, which is now adapted in the
2020 WHO Classification of Female Genital Tumors for
cervical cancer.23

Regardless of cancer subtype andHPV infection status,
primary treatment with curative intent for patients with
cervical cancer typically consists of surgery, chemoradia-
tion, or a combination of these treatments; options vary by
cancer stage. These NCCNGuidelines Insights highlight the
recent updates to the systemic therapy options for the treat-
ment of cervical cancer.

Systemic Therapy Recommendations for
Cervical Cancer

Chemoradiation for Locally Advanced Cervical Cancer
Concurrent chemoradiation, using platinum-containing
chemotherapy (cisplatin alone [preferred] or cisplatin/

fluorouracil), is the treatment of choice for stages IB3, II, III,
and IVA disease based on the results of randomized clinical
trials.24–29 These trials have shown that the use of concurrent
chemoradiation results in a 30% to 50% decrease in the risk
of death compared with radiotherapy (RT) alone. Long-term
follow-up of 3 trials has confirmed that concurrent cisplatin-
containing chemoradiation improves progression-free sur-
vival (PFS) and overall survival (OS) when comparedwith RT
with (or without) hydroxyurea.30–32 In the NCCN Guidelines,
cisplatin remains the preferred radiosensitizing agent in the
primary treatment of patientswith locally advanced cervical
cancer when used concomitantly with external-beam RT.
The guidelines recommend carboplatin as a preferred
radiosensitizing agent for patients who are cisplatin-
intolerant.33 The NCCN Cervical Cancer Panel recently
included alternative radiosensitizing agents that could
be considered for use only when cisplatin and carbo-
platin are unavailable (see CERV-F 1 of 3, above). The
options of capecitabine/mitomycin, gemcitabine, and
paclitaxel were added under “Other Recommended Regi-
mens” as radiosensitizers based on a few early-phase stud-
ies that have shown their efficacy and tolerability when
administered concomitantly with radiation.34–36

A phase III randomized trial enrolling 926 patients
with locally advanced cervical cancer of stage II–IVA
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evaluated the efficacy of RT 1 concurrent chemotherapy
consisting of oral 5-fluorouracil/mitomycin compared
with RT only, RT1 adjuvant chemotherapy (5-fluorouracil),
or RT 1 concurrent chemoradiotherapy 1 adjuvant che-
motherapy.34 Although acute side effects were more preva-
lent in the concurrent arm and the OS was not significant
between the arms, the RT 1 concurrent chemotherapy
arm showed the least locoregional recurrence and the
highest 5-year disease-free survival (DFS) when compared
with the other arms. In particular, the differences in DFS
and OS rates were highly significant when comparing the
concurrent chemoradiation arm with the RT-only arm
(P5.0001). Several studies have shown that although
5-fluorouracil/mitomycin combined with RT was effective,
the combination is also associated with relatively higher
toxicity rates and should be used with caution.37,38 The effi-
cacy and safety of gemcitabine combinedwith pelvic radia-
tion was tested in 19 patients with chemotherapy-naïve,
advanced stage IIIB cervical cancer and showed a complete
response (CR) of 89.5% and partial response (PR) of 5.3%,
for an overall response rate (ORR) of 94.7%. TheOS at ame-
dian follow-up time of 19.9 months was 100%, with a DFS
of 84.2%. Due to gemcitabine’s high potency as a radio-
sensitizer, it requires reduced dosing when used concur-
rently with radiation to avoid radiation toxicity.35 In a
comparative study, the disease control and toxicity profile
were found to be similar between cisplatin and gemcita-
bine.39 The benefit of paclitaxel alone as a radiosensitizer
has not been extensively studied in the literature and
there are only a few known preclinical or early-phase
studies of its efficacy. In a pilot study to evaluate paclitaxel
with RT, CR was achieved by 8 of 13 patients with locally
advanced cervical cancer and by 4 of 6 patients treated
with a recurrent disease.40 Although chemoradiation is
tolerated, acute and long-term side effects have been re-
ported.41–43 Due to significant toxicity concerns associ-
ated with these agents, the panel continues to prefer
cisplatin or carboplatin as preferred agents over other
nonplatinum chemoradiation regimens. The NCCN panel
has noted for all chemoradiation agents that the cost and
toxicity profiles of these radiosensitizing agents should be
considered when selecting an appropriate regimen for
treatment, and has strongly expressed that this is especially
critical when these regimens are being used for extended-
field RT where toxicities may be more severe (CERV-F 1A
of 3, page 1228).

First-Line Systemic Therapy Options for Recurrent or
Metastatic Cervical Cancer
The estimated 5-year survival rate for patients with early-
stage cervical cancer is .90%, whereas the curative op-
tions for advanced-stage disease are limited.44 Systemic
therapy with or without radiation forms the basis of treat-
ment for patients with recurrent or metastatic disease.

Chemotherapy as First-Line Therapy
Cisplatin has been considered the most effective agent
for metastatic cervical cancer. However, most patients
who develop metastatic disease have received concurrent
cisplatin/RT as primary treatment and may no longer be
sensitive to single-agent platinum therapy.45,46 The com-
bination of platinum-based chemotherapy (cisplatin or
carboplatin)/paclitaxel/bevacizumab has been extensively
investigated in clinical studies, and these combinations
are among the preferred, first-line treatment options for
patients with recurrent/metastatic cervical cancer in the
NCCN Guidelines. In addition, the panel has continued to
recommend other platinum-containing combination regi-
mens, such as cisplatin/paclitaxel (category 1), carboplatin/
paclitaxel (category 1), topotecan/paclitaxel/bevacizumab
(category 1), topotecan/paclitaxel, and cisplatin/topotecan
as appropriate alternate options for certain patients in the
“Other Recommended Regimens” category.45–50 The panel
also recommends single-agent cisplatin and carboplatin as
other recommended regimens. In previous versions of the
guidelines, cisplatin appeared in the “Preferred, First-Line
Single-Agent” category. However, based on the panel’s
clinical judgement, as more effective treatment options are
increasingly being available in thefirst-line setting, platinum-
based single-agent chemotherapy has been reserved as alter-
nateoptionsunder “OtherRecommendedRegimens.”

Pembrolizumab Plus Chemotherapy With or Without
Bevacizumab as First-Line Therapy
Over the years, systemic therapy options for cervical can-
cer have undergone a paradigm shift due to the growing
number of newer treatment options available with mean-
ingful improvement in survival rates. In addition, be-
cause the importance of testing for the presence of
certain biomarkers in advanced disease is well recog-
nized, the availability of several agents targeting these
specific biomarkers has led to improved outcomes in pa-
tients. Several new biomarker-based immune-oncologic
agents have been added to the guidelines for the man-
agement of recurrent/metastatic cervical cancer in recent
years. Currently, the guidelines include 2 immunotherapy-
based regimens as preferred, first-line therapy options for
the treatment of PD-L1–positive recurrent or metastatic
cervical cancer. Pembrolizumab combined with chemo-
therapy, with or without bevacizumab, is the preferred, cat-
egory 1 treatment option based on the results of the
KEYNOTE-826 study.51 In the primary analysis of the phase
III KEYNOTE-826 trial, which enrolled 617 patients (548
with PD-L1–positive combined positive score [CPS] $1 tu-
mors; 317 with CPS$10) with previously untreated persis-
tent, recurrent, or metastatic cervical cancer, the addition
of pembrolizumab to chemotherapy with or without beva-
cizumab improved PFS and OS compared with the placebo
group (PFS: 10.4 vs 8.2 months, respectively; hazard ratio
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[HR], 0.65; 95% CI, 0.53–0.79; P,.001, and OS at 24
months: 50.4% vs 40.4%, respectively; HR, 0.67; 95% CI,
0.54–0.84; P,.001). The ORR was significantly higher in
the pembrolizumab arm compared with the placebo group
among the patients with PD-L1–positive (CPS $1) tumors
(68.1% vs 50.2%). Based on the results of the KEYNOTE-
826 trial, the FDA approved pembrolizumab in combina-
tion with chemotherapy, with or without bevacizumab, for
patients with persistent, recurrent, or metastatic cervical
cancer whose tumors express PD-L1 (CPS $1). In the final,
updated analysis of the trial presented at the 2023 ASCO
Annual Meeting, the addition of pembrolizumab to chemo-
therapy with or without bevacizumab continued to show
significant survival benefits in patients with PD-L1–positive
(CPS $1) tumors at a median follow-up of 39.1 months,
with median OS and PFS of 28.6 and 10.5 months versus
16.5 and 8.2months in the pembrolizumab1 chemotherapy
arm versus the placebo 1 chemotherapy arm, respectively
(HR, 0.60; 95% CI, 0.49–0.74; P,.0001).52 The NCCN panel
continues to recommend pembrolizumab for patients
whose tumors express PD-L1 (CPS$1) as determined by an
FDA-approved assay or a validated test performed in a
CLIA-certified laboratory. The panel revised the language
for the assays used in the determination of specific bio-
markers by including tests that are either approved by the
FDA or are validated tests performed in CLIA-certified
laboratories (CERV-F 1A of 3, page 1228).

Second-Line/Subsequent Systemic Therapy Options
for Recurrent or Metastatic Cervical Cancer
The treatment options for patients who experience dis-
ease progression after first-line therapies have mostly
been of limited effect, with low response rates to second-
line and subsequent chemotherapies and a median PFS
of approximately 3 to 6 months.53,54

Chemotherapy as Other Recommended, Second-Line/
Subsequent Therapy
During the Version 1.2023 updates of theNCCNGuidelines,
the panel reevaluated the list of single-agent chemothera-
pies included as second-line/subsequent therapy options
in the “Other Recommended Regimens” category by revot-
ing on each of these agents for their efficacy and use based
on panelmembers’ clinical experience and judgement. The
panel agreed to include the following options as second-
line/subsequent treatment: bevacizumab, paclitaxel,
albumin-bound paclitaxel, docetaxel, fluorouracil, gemci-
tabine, pemetrexed, topotecan, vinorelbine, and irinote-
can. All agents were added as category 2A options, except
irinotecan. Single-agents ifosfamide and mitomycin were
no longer recommendedby thepanel as options for second-
line/subsequent therapies in Version 1.2023. Furthermore,
irinotecan, which was previously a category 2B option, was

changed to category 2A, other recommended option, in the
recently updatedVersion 1.2024 (CERV-F 1of 3, page 1227).

Immunotherapy as Preferred, Second-Line/
Subsequent Therapy
Increasingly available data from several prospective studies
have demonstrated the effectiveness of immunotherapies
or specific biomarker-based therapies in the setting of dis-
ease progression and has significantly transformed the
management of cervical cancer. In addition, many bio-
marker-specific therapies have demonstrated meaningful
clinical efficacy and durability regardless of the underlying
tumor type leading to an increase in tumor-agnostic regula-
tory approvals.

Pembrolizumab as a Preferred, Second-Line/
Subsequent Therapy
Pembrolizumab is an FDA-approved therapy for patients
with recurrent or metastatic cervical cancer with disease
progression on or after chemotherapy for PD-L1–positive
tumors (CPS $1). It is also approved for unresectable
or metastatic microsatellite instability–high/mismatch
repair–deficient (MSI-H/dMMR) or tumor mutational
burden–high (TMB-H) solid tumors that have progressed
following prior treatment and who have no satisfactory al-
ternative treatment options. In the NCCNGuidelines, pem-
brolizumab monotherapy is the preferred, second-line
therapy option for recurrent/metastatic MSI-H/dMMR or
TMB-H or PD-L1–positive tumors based on results from
KEYNOTE-028 (phase Ib) and KEYNOTE-158 (phase II)
trials.55–57

Tisotumab Vedotin-tftv as a Preferred, Second-Line/
Subsequent Therapy
Tisotumab vedotin-tftv is an antibody–drug conjugate di-
rected against tissue factor that is aberrantly expressed
across multiple solid tumors and is associated with poor
clinical outcomes and an increase in metastatic potential.
Studies have indicated that tissue factor is highly prevalent
in cervical cancer and might have a role in disease pro-
gression and poor patient outcome in the clinic.58 The
phase I/II, innovaTV 201 trial enrolled 147 patients with
pretreated advanced ormetastatic solid tumors, including
34 patients with advanced cervical cancer, in the dose ex-
pansion phase of the study to evaluate the safety and du-
rability of tisotumab vedotin-tftv.59,60 The ORR was 15.6%
(95% CI, 10.2%–22.5%) with a median duration of re-
sponse (DoR) of 5.7months (95%CI, 3.0–9.5months), and
the median PFS was 3 months (range, 2.8–4.1 months).
Among the patients with cervical cancer, an overall re-
sponse was achieved by 9 of 34 (ORR, 26.5%; 95% CI,
12.9%–44.4%). The study protocol was further amended to
include additional patients in the cervical cancer expan-
sion cohort. Among a total of 55 patients enrolled in the
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cervical cancer cohort, a confirmed overall response was
achieved in 22% (95% CI, 12%–35%), with a median DoR
of 6.0 months (95% CI, 1.0–9.7 months) and median PFS
of 4.1 months (range, 1.7–6.7 months). This study was fol-
lowed by the innovaTV 204 trial, a phase II single-arm
study that evaluated the efficacy of tisotumab vedotin-tftv
in 102 patients with recurrent or metastatic cervical can-
cer who experienced disease progression on previous sys-
temic therapy.61 At the median follow-up of 10 months,
the confirmed ORR was 24% (95% CI, 16%–33%) which
included 7% CR and 17% PR, and the median DoR was
8.3 months (95% CI, 4.2 months–not reached). Following
the results from innovaTV 201 and innovaTV 204 trials
that showed clinically meaningful and durable activity of
tisotumab vedotin-tftv against pretreated recurrent/meta-
static cervical cancer, the FDA approved it as a therapy for
adult patients with recurrent or metastatic cervical cancer
who experienced disease progression on or after chemo-
therapy.62 In the ongoing phase III, randomized, innovaTV
301 trial, the efficacy and safety of tisotumab vedotin-tftv
are being evaluated in 502 patients with pretreated ad-
vanced/metastatic cervical cancer, comparedwith an inves-
tigator’s choice of chemotherapy (topotecan, vinorelbine,
gemcitabine, irinotecan, or pemetrexed) (ClinicalTrials.gov
identifier: NCT04697628). The interim analysis of the study
has shown significant improvement in OS compared with
chemotherapy.63 The NCCN Guidelines recommend tisotu-
mab vedotin-tftv as a preferred therapy option for the treat-
ment of recurrent/metastatic cervical cancer with disease
progression on or after chemotherapy regardless of bio-
marker status. It was included under “Other Recommended
Regimens” in previous versions of the guidelines and was
moved to “Preferred Options” in Version 1.2023 (CERV-F 1
of 3, page 1227).

Cemiplimab as a Preferred, Second-Line/
Subsequent Therapy
Cemiplimab is a PD-1–blocking monoclonal activity
shown to have antitumor activity against cervical cancer.
The phase III, randomized, EMPOWER-Cervical 1 clinical
trial evaluated the efficacy of cemiplimab or investiga-
tor’s choice of chemotherapy (topotecan, vinorelbine,
gemcitabine, irinotecan, or pemetrexed) in patients with
recurrent or metastatic cervical cancer whose disease
had progressed on prior therapy.64 The trial enrolled 608
patients who had previously received $1 lines of sys-
temic therapy for recurrence, and randomized them to
receive either cemiplimab or chemotherapy. The median
OS and PFS were significantly longer in the cemiplimab
arm versus the control arm (12.0 vs 8.5 months; HR, 0.69;
95% CI, 0.56–0.84; P,.001, and 2.8 vs 2.9 months; HR,
0.75; 95% CI, 0.63–0.89; P,.001, respectively).65 A total of
16.4% of the patients in the cemiplimab arm achieved an
objective response (95% CI, 12.5%–21.1%) compared

with 6.3% (95% CI, 3.8%–9.6%) in the chemotherapy arm.
Among patients with SCC cervical cancer, the median OS
was 11.1 in the cemiplimab versus 8.8 months in the che-
motherapy arm (HR, 0.73; 95% CI, 0.58–0.91), and was
13.3 versus 7.0 months (HR, 0.56; 95% CI, 0.36–0.85), re-
spectively, for those with AC/ASC cervical cancer, indicat-
ing that there is an OS benefit irrespective of histology. In
a subanalysis of the study,66 samples from 254 patients
were evaluated for PD-L1 expression to test the efficacy
of cemiplimab in tumors with PD-L1 expression of $1%.
The median OS of cemiplimab-treated PD-L1–expressed
tumors (CPS $1) versus chemotherapy was 13.9 vs
9.3 months (HR, 0.70; 95% CI, 0.48–1.01), whereas the OS
benefit for tumors with low PD-L1 expression (CPS ,1)
was comparable in the 2 arms; however, the authors of
the study noted that due to smaller size of the subgroup
population, reliable assessment of the benefits could not
be made. In a 1-year follow-up analysis of this study, ce-
miplimab efficacy in PD-L1–positive (CPS $1) tumors
was further tested by evaluating samples from 371 pa-
tients. Median OS in patients with PD-L1–positive (CPS
$1) tumors was 12.1 versus 7.7 months (HR, 0.61; 95%
CI, 0.45–0.83) in the cemiplimab versus chemotherapy
arms, respectively, whereas in patients with PD-L1 CPS
,1 tumors, OS was 10.8 versus 7.0 months (HR, 0.65;
95% CI, 0.43–0.98), respectively, indicating that cemipli-
mab has continued to show meaningful clinical benefits
in both populations.66 In Version 1.2024 of the NCCN
Guidelines, cemiplimab was added as a preferred, second-
line/subsequent therapy option (CERV-F 1 of 3, page
1227).

Biomarker-Directed, Useful in Certain Circumstances,
Second-Line/Subsequent Therapy
The NCCN Guidelines for Cervical Cancer have included a
list of biomarkers with their associated targeted treatments
as second-line/subsequent therapies under “Useful in Cer-
tain Circumstances” options. The pathology section of the
guidelines provides recommendations for individual bio-
markers that should be evaluated for targeted therapy.

Nivolumab for PD-L1–Positive Tumor
Nivolumab, a checkpoint inhibitor, has shown efficacy in
patients with recurrent/metastatic cervical cancer who re-
ceived at least one prior chemotherapy regimen. TheCheck-
Mate 358, phase I/II single-arm trial evaluated 19 patients
with advanced, pretreated, PD-L1–positive (CPS$1) cervical
tumors.67 The ORR was 26.3% (95% CI, 9.1%–51.2%) and
the disease control rate (DCR) was 68.4% (95% CI,
43.4%–87.4%). The 12-month OS rate was 77.5% (95% CI,
50.5%–91.0%). The phase II NRG-GY002 trial showed low
antitumor activity of nivolumab in 25 patients with pre-
treated persistent/recurrent cervical cancer; 36%of the pa-
tients had stable disease (90% CI, 20.2%254.4%) as the
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best response with a median duration of 5.7 months, and
the PFS and OS at 6 months were 16% and 78.4%, respec-
tively.68,69 In Version 1.2023 of the NCCN Guidelines, the
panel moved nivolumab from being a preferred, second-
line or subsequent therapy option to the “Useful in certain
Circumstances” category for PD-L1–positive tumors, and
continues to recommend nivolumab in the same category
in Version 1.2024.

Selpercatinib for RET Gene Fusion–Positive Tumors
RET gene fusions most commonly occur in thyroid and
non–small cell lung cancers and are observed in ,1% of
patients with other solid tumors. In this small subset of
patients, the prognosis of disease is poor in those who
have experienced disease progression while on or after
prior systemic therapy. The phase I/II LIBRETTO-001
multicenter, open-label trial evaluated the efficacy of sel-
percatinib in 806 patients with RET -mutant advanced
solid tumors.70 This interim analysis of the trial in a tumor-
agnostic population, the efficacy and safety of selpercatinib
was investigated in 41 patients with RET fusion–positive
solid tumors across 14 tumor types who have experienced
disease progression on or after previous systemic therapies
or who had no satisfactory therapeutic options. The ORR
was 43.9% (95% CI, 28.5%–60.3%), with median DoR of
24.5 months (95% CI, 9.2 months–not evaluable). Selperca-
tinib received tumor-agnostic approval by the FDA for pa-
tients with solid tumors with a RET gene fusion who have
experienced disease progression on or after prior systemic
treatment or who have no satisfactory alternative treat-
ment options. The NCCN panel recommends selpercatinib
as a biomarker-directed second-line/subsequent therapy
in the “Useful in Certain Circumstances” category for
RET gene fusion–positive tumors, given its efficacy in
tumor-agnostic population. The panel also specified in
the “Principles of Pathology” section of the guidelines that
RET gene fusion testing may be considered for patients
with locally advanced or metastatic cervical cancer.

TRK Inhibitors for NTRK Gene Fusion–Positive Tumors
In addition to selpercatinib, other targeted therapy regi-
mens included in the NCCN Guidelines as biomarker-
directed second-line/subsequent therapies that have been
approved in a tumor-agnostic population are the tropomy-
osin receptor kinase (TRK) inhibitors, larotrectinib and en-
trectinib. Larotrectinib targets the TRK proteins that are
encoded by the genes NTRK1, NTRK2, and NTRK3. NTRK
gene fusions are found in approximately 1% of all solid tu-
mors. In a primary analysis, the efficacy and safety of laro-
trectinib was reported in 55 patients enrolled in 3 clinical
studies who had locally advanced or metastatic tumors
withNTRK gene fusions and had experienced disease pro-
gression on standard chemotherapy received previously.71

The 3 clinical studies included a phase I dose-finding study

in adults, phase I/II dose-finding study in pediatric popu-
lation, and a phase II single-arm basket trial. The ORR of
larotrectinib in these 55 patients was 75% (95% CI,
61%–85%), with 13% CRs and 62% PRs; the median DoR
and PFS had not been reached at the time. In a long-term
follow-up analysis, of 153 patients, 121 had an objective re-
sponse (79%; 95% CI, 72%–85%), with 16% having a CR,
63% having a PR, and 12% with stable disease.72 The
median DoR was 35.2 months (22.8 months–not esti-
mable) and the median PFS was 28.3 months. Similarly,
entrectinib showed a durable and clinically meaningful re-
sponse in 54 patients with advanced/metastatic NTRK
gene fusion tumors enrolled in 3 phase I/II clinical trials,
with a 57.4% ORR, 10.4-month median DoR, and 11.2-
month median PFS.74 In a long-term efficacy and safety
analysis in 121 patients at a median follow-up of 25.8
months, 61.2% had a CR or PR, with a median DoR of
20 months (95% CI, 13.0–38.2).74 Both larotrectinib and en-
trectinib are FDA-approved for NTRK gene fusion–positive
solid tumors for patients who have experienced disease
progression after treatment or have no satisfactory standard
therapy. The NCCN Guidelines recommend larotrectinib
and entrectinib as a second-line/subsequent, useful in cer-
tain circumstances option for NTRK gene fusion–positive
tumors and have changed the category of evidence from
category 2B to category 2A (CERV-F 1 of 3, page 1227).

Trastuzumab Deruxtecan for HER2-Positive Tumors
Another tumor-agnostic study evaluated the durability
and clinically meaningful response of trastuzumab der-
uxtecan across multiple HER2-expressing (immunohisto-
chemistry [IHC] 31 or 21) advanced solid tumor types
in patients who have experienced disease progression on
prior therapy or who have no satisfactory alternative
treatment options. HER2 expression is observed in a
wide range of solid tumors and is an established prog-
nostic biomarker for breast, gastric, and colorectal can-
cers. Cervical cancer has shown a HER2 positivity rate of
approximately 2% to 6% in the literature.75–77 The panel
recommends HER2 IHC testing (with reflex to HER2 fluo-
rescence in situ hybridization [FISH] for equivocal IHC)
for advanced, metastatic, or recurrent cervical carcinoma
in the “Principles of Pathology” section of the NCCN
Guidelines (see CERV-A 1 of 7 in the full version of these
guidelines at NCCN.org). Trastuzumab deruxtecan is an
antibody–drug conjugate that contains the humanized
anti-HER2 monoclonal antibody trastuzumab attached to
the topoisomerase inhibitor deruxtecan.78 In an interim
analysis of DESTINY-PanTumor02, a phase II trial that en-
rolled 267 patients with locally advanced, unresectable, or
metastatic HER2-expressing (IHC 31 or 21) solid tumors
(including 40 patients with cervical cancer), the ORR was
37.1% (n599; 95% CI, 31.3–43.2); median DoR was 11.3
months (95% CI, 9.6–17.8); median PFS was 6.9 months
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(95% CI, 5.6–8.0); and median OS was 13.4 months
(95% CI, 11.9–15.5).79 In patients with cervical cancer, the
confirmed ORR was 50% (95% CI, 33.8–66.2; 5% CR, 45%
PR); median DoR was 14.2 months (95% CI, 4.1–NR); me-
dian OS was 13.6 months (95% CI, 11.1–NR); and DCR
at 12 weeks was 67.5%. Version 1.2024 of the NCCN
Guidelines include fam-trastuzumab deruxtecan-nxki
as a category 2A, useful in certain circumstances, sec-
ond-line/subsequent therapy option for HER2-positive
tumors (IHC 31 or 21) (CERV-F 1 of 3, page 1227).

Summary
These NCCN Guidelines Insights focus on revisions and
updates related to the systemic therapy options for pa-
tients with locally advanced or advanced/metastatic or
recurrent cervical cancer. For a complete list of the recent
updates, see Version 1.2024 of the NCCN Guidelines for
Cervical Cancer at www.nccn.org.

To participate in this journal CE activity, go to
https://education.nccn.org/node/92953
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