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ABSTRACT

Vulvar cancer is annually diagnosed in an estimated 6,470 individuals
and the vast majority are histologically squamous cell carcinomas.
Vulvar cancer accounts for 5% to 8% of gynecologic malignancies.
Known risk factors for vulvar cancer include increasing age, infection
with human papillomavirus, cigarette smoking, inflammatory condi-
tions affecting the vulva, and immunodeficiency. Most vulvar neopla-
sias are diagnosed at early stages. Rarer histologies exist and include
melanoma, extramammary Paget’s disease, Bartholin gland adeno-
carcinoma, verrucous carcinoma, basal cell carcinoma, and sarcoma.
This manuscript discusses recommendations outlined in the NCCN
Clinical Practice Guidelines in Oncology (NCCN Guidelines) for
treatments, surveillance, systemic therapy options, and gynecologic
survivorship.
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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 consensus of the
authors regarding their views of currently accepted ap-
proaches to treatment. Any clinician seeking to apply or consult
the NCCN Guidelines is expected to use independent medical
judgment in the context of individual clinical circumstances to de-
termine any patient’s care or treatment. The National Compre-
hensive Cancer Network® (NCCN®) makes no representations
or warranties of any kind regarding their content, use, or applica-
tion and disclaims any responsibility for their application or use in
anyway.

The complete NCCN Guidelines for Vulvar Cancer are not
printed in this issue of JNCCN but can be accessed online at
NCCN.org.

© 2024, National Comprehensive Cancer Network® (NCCN®).
All rights reserved. The NCCN Guidelines and the illustrations
herein may not be reproduced in any form without the express
written permission of NCCN.
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Primary Treatment
For the purposes of primary treatment, these guidelines
provide recommendations by clinical stage, separating
patients into those with early-stage (stage I; select stage II
tumors), locally advanced (unresectable without remov-
ing proximal urethra/bladder/anus), and distant meta-
static disease beyond the pelvis.

Early-Stage Disease
After careful clinical evaluation and staging, the standard
primary treatment of early-stage vulvar cancer is conser-
vative, individualized tumor excision with inguinofemoral
lymph node (IFLN) evaluation.1–6 Clinicians should strive
for primary tumor resection with oncologically appropri-
ate margins of 1 to 2 cm if feasible.7–10 See “Primary Tu-
mor Resection” and “Lymph Node Evaluation” sections
(available online in this discussion at NCCN.org). Al-
though no prospective data are available comparing radi-
cal local incision to radical vulvectomy, existing data from
retrospective analyses do not demonstrate a difference in
recurrence or survival outcomes.2,11

Surgical dissection and radiation therapy (RT) have
been evaluated for treatment of the groin in early-stage dis-
ease. Limited data suggest that primary groin radiation re-
sults in less morbidity than surgical dissection.12 However,

surgical treatment of the groin (followed by tailored adju-
vant RT if lymph node [LN]-positive) has been associated
with lower groin recurrence rates and remains the pre-
ferred approach.13 Primary radiation may have some ben-
efit for those unable to undergo surgery.14,15

Panel Recommendations
For stage I tumors with #1-mm depth of invasion, the
panel recommends simple partial vulvectomy; IFLN eval-
uation is not required due to the low risk of LN metastasis
in these patients.4,16–20 Patients should be observed after
resection. If surgical pathology reveals .1-mm invasion,
additional surgery may be indicated.

In treatment of patients with stage IB (.1-mm inva-
sion) or select stage II tumors, primary treatment is dic-
tated by tumor location. Patients with lateralized lesions
located $2 cm from the vulvar midline should undergo
radical partial vulvectomy accompanied by ipsilateral IFLN
evaluation.16,21,22 IF node evaluation can be performed
through sentinel LN (SLN) biopsy or ipsilateral IF lympha-
denectomy; the latter should be performed if no SLN(s) is/
are detected. Adjuvant therapy is informed by primary tu-
mor risk factors and nodal surgical pathology. Patients
with anterior or posterior central vulvar lesions should un-
dergo radical partial vulvectomy accompanied by bilateral
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IF node evaluation consisting of SLN biopsy or bilateral IF
lymphadenectomy.2,16,21 IF lymphadenectomy is required
on side(s) for which sentinel nodes are not detected. Adju-
vant therapy is informed by primary tumor risk factors
and nodal surgical pathology. For lateralized and near
midline tumors with unilateral SLN metastasis, unilateral
groin treatment by either IF lymphadenectomy or RT is
acceptable. For midline tumors with unilateral SLNmetas-
tasis, unilateral groin treatment can be performed if the
contralateral groin has negative sentinel node or negative
IF lymphadenectomy.21,23

Locally Advanced Disease
Historically, locally advanced vulvar cancers were treated
primarily with radical surgeries such as en bloc radical
vulvectomy with bilateral IF lymphadenectomy or pelvic
exenteration. These surgeries resulted in some cures but
also led to significant postoperative complications, loss of
function, and reduced quality of life.24–27 Additionally,
complete resection of locally advanced disease may be
complicated by tumor fixed to vital organs or vessels, ren-
dering the disease unresectable.28 A shift to multimodality
treatment was explored to improve organ preservation
and reduce surgical treatment morbidity.29 Preoperative
RT was shown in some earlier studies to result in tumor

debulking and reduce the extent of surgery required
for locally advanced disease.28,30–33 Subsequently, bor-
rowing on experience from advanced cervical and anal
cancers, chemotherapy typically has been added as a
“radiosensitizer” when radiation is delivered in patients
with advanced disease.

Chemoradiation
Research directly comparing treatment approaches for
locally advanced vulvar cancers is limited. Data from
small patient cohorts have shown a generally high re-
sponse rate to chemoradiation among most patients
with stage III/IVA disease, as well as the feasibility of re-
section for residual disease after chemoradiation. Follow-
ing chemoradiation, at least partial tumor responses
were noted among a widemajority of the patients in these
cohorts,34–38 with several studies revealing complete tu-
mor responses among more than 60% of the cohort.39–43

Primary chemoradiation may confer a survival bene-
fit over primary RT in vulvar cancer. Overall survival (OS)
after primary chemoradiation was superior to OS after
primary RT in a series of 54 patients with locally advanced
disease.44 A similar survival benefit was reported in a
study using National Cancer Database (NCDB) data from
patients who were not candidates for surgery, comparing
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cohorts who received primary chemoradiation (n5999) or
primary RT (n5353). The chemoradiation cohort was
younger with more advanced disease based on FIGO
staging. Chemoradiation was associated with signifi-
cantly higher 5-year OS than primary RT (49.9% vs
27.4%; P,.001), and multivariate analysis revealed a re-
duced hazard of death (hazard ratio [HR], 0.76; 95% CI,
0.63–0.91; P5.003).45

In the GOG 101 study, preoperative chemoradiation
was examined in 73 patients with stage III–IV disease.36

The study investigated whether chemoradiation allowed
for less radical surgery in patients with T3 tumors and
avoidance of pelvic exenteration in patients with T4 tu-
mors. Only 3% of patients (2 of 71) had residual unresect-
able disease following chemoradiation, and preservation
of urinary and/or gastrointestinal continence was possi-
ble in 96% of patients (68 of 71).

Two prospective studies from the GOG more closely
examined the benefits of surgery after chemoradiation
for patients with locally advanced disease. GOG 101 ex-
amined 46 patients with vulvar squamous cell carcinoma
(SCC) and N2/N3 nodal involvement.46 Subsequent sur-
gery was performed on 38 patients with resectable dis-
ease after chemoradiation with cisplatin/5-fluorouracil
(5-FU). Local control of nodal disease was achieved in 36

of 37 patients and for the primary tumor in 29 of 38 pa-
tients. The GOG 205 study examined the feasibility of sur-
gery after chemoradiation with cisplatin in 58 patients
with T3–T4 tumors that were initially unresectable by rad-
ical vulvectomy.47 Complete clinical response was noted
in 64% of patients (37 of 58), with pathologic complete re-
sponse (pCR) in 78% (29 of 34) of patients undergoing
surgical biopsy. Of the total population, approximately
50% achieved pCR after chemoradiation therapy. The
high pCR rates have led many to believe that surgery can
be avoided in patients with locally advanced tumors who
experience clinical complete responses.

A phase II, multicenter, prospective trial evaluated
treatment feasibility, percentage of locoregional control,
survival, and toxicity after locoregional radiotherapy com-
bined with sensitizing chemotherapy with capecitabine in
52 patients with T2–T3 tumors.48 Of the total patients, 58%
had no evidence of disease at a median of 35 months.
Progression-free survival (PFS) was 58%, 51%, and 45%,
andOSwas 76%, 66%, and 52% at 1, 2, and 5 years, respec-
tively. Most acute toxicity of grade 3 or greater reported
was related to skin/mucosa (54%) and pain (37%). Late
toxicity greater of grade 3 or greater was reported for skin/
mucosa (10%), fibrosis (4%), gastrointestinal incontinence
(4%) and stress fracture or osteoradionecrosis (4%).
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An analysis of NCDB data (2004–2012) compared
outcomes of 2,046 females with locally advanced vulvar
cancer who received primary radiation (RT or chemoradia-
tion), or preoperative radiation (RT or chemoradiation)
followed by surgery. Patients who underwent surgery after
RT/chemoradiation had longer OS than patients who
underwent primary RT/chemoradiation without subse-
quent resection (57.1% vs 41.7% at 3 years, respectively;
P,.001). However, multivariate analysis revealed a radia-
tion dose-dependent effect, and survival was not signifi-
cantly worse if the dose exceeded 55 Gy.With sufficient RT
dose and concurrent chemotherapy, the primary RT cohort
had comparable survival to the group who underwent
lower-dose preoperative RT/chemoradiation followed
by surgery.49

A 2011 Cochrane database review of the existing
randomized controlled trial data on 141 females with lo-
cally advanced vulvar SCC revealed no difference in OS
when comparing primary surgery to primary or neoadju-
vant chemoradiation.50 However, the data did not allow
for broad conclusions to be drawn regarding treatment-
related quality of life and adverse events. An earlier Co-
chrane database review of 5 nonrandomized trials sug-
gested that patients with unresectable primary disease
and those requiring exenteration may benefit from

neoadjuvant chemoradiation if disease was rendered re-
sectable or requiring less radical surgery.51

The combination regimen used for radiosensitization
was most commonly cisplatin/fluorouracil,36,37,39,41,42 but
also included fluorouracil/mitomycin C35,38,43 or single-agent
therapy.40,47 The selection of radiosensitizing chemotherapy
is often based on extrapolation of findings from cervical,
anal, or head and neck cancer.

Panel Recommendations
Patients with locally advanced tumors (unresectable with-
out removing proximal urethra/bladder/anus) should
undergo radiologic imaging to examine potential nodal
involvement. The panel recommends that all patients with
locally advanced disease receive external beam RT (EBRT)
with concurrent chemotherapy. IF lymphadenectomy may
be used to assess nodal metastasis and inform RT treatment
planning.

If IF lymphadenectomy is not performed, or if posi-
tive IFLNs are found during the procedure, EBRT cover-
age should include the primary tumor, groin, and pelvic
nodes. If no positive nodes are detected after IF lympha-
denectomy, EBRT with concurrent chemotherapy should
be provided with RT coverage of the primary tumor, with
or without selective coverage of IFLNs.
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Patients with radiographically suspicious nodes (in-
cluding those with pelvis-confined metastases) should be
evaluated for IF lymphadenectomy. If IF lymphadenec-
tomy is not performed, fine-needle aspiration of enlarged
LNs can be considered. Patients should receive EBRT and
concurrent chemotherapy; EBRT coverage should include
the primary tumor, IF nodes, and pelvic nodes. Selective
IFLN RT coverage can be considered if lymphadenectomy
reveals no positive LNs.

Agents recommended by the panel for chemoradia-
tion include cisplatin (preferred) and carboplatin if the pa-
tient is intolerant to cisplatin. The panel also lists cisplatin/
fluorouracil under “other recommended regimens.”52

In addition, if cisplatin or carboplatin are unavail-
able, the panel has included capecitabine/mitomycin,
gemcitabine, and paclitaxel as options that may be con-
sidered under the “other recommended regimens” cate-
gory. These radiosensitizers were added based on a few
early-phase studies extrapolated from cervical cancer that
have shown their efficacy and tolerability when adminis-
tered concomitantly with radiation.53–56

Metastasis Beyond the Pelvis
The NCCN panel recommends primary treatment op-
tions for extrapelvic metastatic disease including EBRT

for control of locoregional disease and symptom pallia-
tion, and/or systemic therapy. Best supportive care is also
an alternative in this setting. Data on systemic treatments
for vulvar cancer with distant metastasis are extremely
limited.57–59 Treatment regimens are often extrapolated
from agents that are active against advanced cervical can-
cer. See the section on “Systemic Therapy for Recurrent/
Metastatic Disease” in this discussion (page 128) for in-
formation about specific regimens.

Adjuvant Therapy
Due to the rarity of vulvar cancer, especially advanced
disease, prospective randomized trials on adjuvant therapy
are extremely limited.Much of the common adjuvant treat-
ment approaches have been drawn from studies describing
heterogenous, often-individualized treatment approaches,
or extrapolated from effective adjuvant therapies for cervi-
cal and anal cancers.

Adjuvant RT and Chemoradiation
Although it is commonly accepted that LN involvement is
a critical prognostic factor in vulvar cancer, the optimal pa-
tient selection criteria and adjuvant therapy regimens to
address nodal disease continue to be determined.60 As pre-
viously emphasized, it is crucial to prevent metachronous
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groin relapses, as these often prove refractory to second-
ary management and are often ultimately fatal.

Early randomized trial data on adjuvant RT were
published from GOG 37, which enrolled 114 patients with
IF node-positive vulvar cancer after radical vulvectomy and
bilateral IF lymphadenectomy.61,62 Patients were random-
ized to receive pelvic lymphadenectomy or adjuvant RT to
the groin/pelvis. Two- and six-year survival were superior
in the adjuvant RT group, but the most significant survival
benefits were observed among patients with$2 positive IF
nodes or those with fixed ulcerative IF nodes. Long-term
follow-up (median, 74 months) revealed higher rates of
disease-related death for the group receiving pelvic node
resection compared with pelvic/groin RT (51% vs 29%;
HR, 0.49;P5.015).62

A study using SEER-Medicare–linked data examined
outcomes for 444 older patients (aged$66 years; median
age, 78) with node-positive vulvar cancer who under-
went adjuvant RT. Compared with surgery alone, better
disease outcomes were associated with adjuvant RT when
the following metrics were met: completion of at least
20 fractions, treatment duration of less than 8 weeks, and
less than 1 week of intratreatment break. However, only
half of the cohort that received RT met these treatment
benchmarks.63

Data on the benefit of adjuvant RT in patients with a
single positive LN are conflicting. Some studies in pa-
tients with a single positive LN have reported no benefit
of adjuvant RT in this setting.64,65 However, examination
of SEER data from 208 patients with stage III, single
node-positive vulvar SCC revealed significant improve-
ments in 5-year disease-specific survival with the addi-
tion of adjuvant RT compared with those receiving no
RT.66 The survival benefit was more pronounced among
patients who underwent less extensive lymphadenec-
tomy (#12 nodes excised).

In a case series of 157 patients, disease-free survival
(DFS) at 2 years was 88% in patients with node-negative
disease, but 60%, 43%, and 29% in patients with 1, 2, and
greater than 2 positive nodes. The number of involved
nodes negatively impacted prognosis in patients receiv-
ing no adjuvant RT, but among patients receiving adju-
vant RT to the groin/pelvis, the number of metastatic
nodes did not harm prognosis.67

The large, multicenter, retrospective AGO-CaRE-1
study reported significant survival benefits in patients
with node-positive disease receiving adjuvant RT or che-
moradiation (3-year PFS of 39.6% vs 25.9%, P5.004;
3-year OS of 57.7% vs 51.4%, P5.17).65 RT coverage most
commonly included the groin and pelvis 6 coverage of
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the vulva, with a smaller subset receiving coverage to the
groin 6 vulvar coverage. Again, the benefits of adjuvant
RT were most clear for patients with$2 positive LNs.

An examination of data from the NCDB supported
the addition of chemotherapy to RT in the adjuvant set-
ting. Among 1,797 patients with node-positive vulvar
cancer, 26.3% received adjuvant chemotherapy in addi-
tion to RT after primary surgery. Adjuvant chemotherapy
increased survival time and reduced mortality risk (44 vs
29.7 months; HR, 0.62; 95% CI, 0.48–0.79; P,.001).68

Based on SEER data, outcomes of adjuvant RT were ex-
amined in 519 patients aged $66 years who received pri-
mary surgery for node-positive vulvar cancer. Adjuvant
RT was associated with improved OS over surgery alone
in this cohort of older women (HR, 0.71; 95% CI,
0.57–0.88; P5.002) along with a trend toward improved
cause-specific survival (HR, 0.79; 95% CI, 0.59–1.05;
P5.11).69 Parameters for delivery of RT were important
among this cohort; 3-year OS and cause-specific survival
were significantly improved in patients who received
$20 fractions (3-year OS: 34% vs 26%, P5.008; 3-year
cause-specific survival: 48% vs 37%, P5.03).

Research has also examined the role of adjuvant RT
to the primary tumor site. Studies have indicated that iso-
lated primary site recurrences may be addressed effectively

by subsequent surgery, or that late recurrences may actu-
ally represent secondary tumors. The benefit of adjuvant
RT to the vulva in patients with close/positive surgical
margins has also been investigated.70 Among patients with
close/positive surgical margins at the primary site, 5-year
OS was significantly improved by the addition of adjuvant
RT to the primary site (67.6% vs 29%; HR, 0.36; P5.038).
Patients receiving adjuvant RT for close/positive margins
had a similar 5-year OS to those with negative margins.
A retrospective study examined the association of RT dose
with vulvar recurrence, revealing lower risk of recurrence
in patients receiving doses of$56 Gy compared with those
receiving#50.4 Gy.71

Panel Recommendations
For patients with early-stage disease (stage I) and a
depth of invasion #1 mm, observation is appropriate af-
ter primary surgery if negative margins are present, and
the patient does not have any primary risk factors. Risk
factors that may require adjuvant EBRT to the primary
site are close tumor margins, lymphovascular space in-
vasion, tumor size, depth of invasion, and pattern of in-
vasion (spray or diffuse). Those with positive margins
should undergo re-excision, or if the disease is unresect-
able without removing proximal urethra/bladder/anus,
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adjuvant EBRT. After re-excision, the panel recommends
that patients with negative margins undergo observation
or risk factor–dependent EBRT; those with continued
positive margins after re-excision should all undergo
EBRT.70

For patients with stage IB (.1-mm invasion) and
stage II disease, surgical evaluation of the groin is indi-
cated in addition to primary site surgery. Nodal status is
an important determinant of adjuvant therapy recom-
mendations. For patients with a negative SLN or negative
IFLNs, observation can be considered.72–76 Adjuvant ther-
apy is warranted if the SLN or IFLNs contain metastases.
Adjuvant therapy for patients with SLN involvement in-
cludes (1) RT 6 concurrent chemotherapy; or (2) comple-
tion IF lymphadenectomy followed by EBRT6 concurrent
chemotherapy. Adjuvant therapy for patients who have
positive IFLNs detected during IF lymphadenectomy in-
cludes EBRT (category 1) 6 concurrent chemotherapy.
Chemoradiation is strongly recommended for patients
with 2 or more positive IFLNS or a single IFLN with
.2-mm metastasis.61,65 For patients with locally ad-
vanced disease, adjuvant therapy decisions should be
made based on clinical evaluation of treatment response
after EBRT with concurrent chemotherapy (potentially
preceded by IF lymphadenectomy). These guidelines

provide adjuvant therapy recommendations based on
whether patients are clinically negative or positive for re-
sidual tumor at the primary site and in the groin. Patients
with no clinical evidence of residual tumor after EBRT
with concurrent chemotherapy should undergo surveil-
lance. Biopsy of the tumor bed can also be considered to
confirm pCR. Patients with residual tumor should be con-
sidered for resection. In the case of positive margins on
resection, providers should consider additional surgery,
additional EBRT, and/or systemic therapy, or best sup-
portive care. For unresectable residual disease, providers
should consider additional EBRT and/or systemic ther-
apy, or best supportive care.

Surveillance
Most recurrences of vulvar cancer occur within the first
1 to 2 years, although recurrences beyond 5 years have
been observed in a significant subset of patients.77,78 Ac-
cordingly, long-term follow-up is indicated. Definitive
data on an optimal surveillance strategy are lacking.79

However, the panel concurs with the Society of Gyneco-
logic Oncology (SGO) recommendations for posttreat-
ment surveillance.80

The recommended surveillance is based on the
patient’s risk for recurrence and personal preferences.
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History and physical examination are recommended ev-
ery 3 to 6 months for 2 years, every 6 to 12 months for an-
other 3 to 5 years, and then annually (see “Surveillance,”
page 125). Patients with high-risk disease can be assessed
more frequently (eg, every 3 months for the first 2 years)
than patients with low-risk disease (eg, every 6 months).

Annual cervical/vaginal cytology tests, which may in-
clude HPV testing, can be considered as indicated for de-
tection of lower genital tract dysplasia, although its value
in detecting recurrent cancers is limited and the likeli-
hood of detecting asymptomatic recurrence is low. In ad-
dition, the accuracy of these tests may be affected in
patients who have received pelvic radiation because ra-
diotherapy can induce changes in cellular morphology
that may result in cytologic misdiagnosis. Imaging (ie,
chest/abdomen/pelvis CT, neck/chest/abdomen/pelvis/
groin FDG-PET/CT, pelvic MRI) and laboratory testing
(ie, CBC count, blood urea nitrogen, creatinine) are rec-
ommended as indicated by suspicious examination find-
ings or symptoms of recurrence.

Patient education regarding symptoms suggestive of
recurrence or vulvar dystrophy is recommended, as is
periodic self-examination. Patients should also be coun-
seled on healthy lifestyle, obesity, nutrition, exercise, and
sexual health (including vaginal dilator use and lubricants/

moisturizers). For information on these and other issues
related to survivorship (ie, pain/neuropathy, fear of recur-
rence, depression), see “Gynecologic Survivorship” (page
130) and the NCCN Guidelines for Survivorship (available
at NCCN.org). Smoking cessation and abstinence should
be encouraged (see the NCCN Guidelines for Smoking
Cessation, available at NCCN.org).

If persistent or recurrent disease is suspected, pa-
tients should undergo evaluation using additional imag-
ing studies and biopsy to confirm local and/or distant
recurrence as outlined in the next section.

Treatment of Recurrent Disease
A multicenter case series evaluated the rate and patterns
of recurrence among 502 patients, 187 (37%) of whom de-
veloped a recurrent vulvar SCC. Just over half of recur-
rences were vulvar (53.4%), followed by inguinal (18.7%),
multisite (14.2%), distant (7.9%), and pelvic (5.7%). Sur-
vival rates at 5 years were 60% for vulvar recurrence, 27%
for inguinal/pelvic, 15% for distant sites, and 14% for mul-
tiple sites.81 Although localized vulvar recurrences can be
successfully addressed with subsequent surgery, some
studies have suggested higher risk of cancer-related death.

Given the rarity of primary vulvar cancer, data for
treating recurrences are even scarcer and no clear
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standard of care exists.82 Treatment approach and patient
outcomes depend on the site and extent of recurrent dis-
ease.82,83 Isolated local recurrences can often be treated
successfully with radical local excision,78,81,84 and RT 6

chemotherapy provided some degree of DFS in several
studies.32,33 A retrospective review evaluated patients with
locoregional recurrences treated via chemoradiation, neo-
adjuvant chemotherapy, or RT alone. Five-year DFS and
OS were around 20%; however, those with single-site re-
currence and lesions #3 cm who received RT dose at or
above 64.8 Gy remained disease-free at 5 years.85 Con-
versely, another series noted decline in survival with the
presence of nodal metastases, tumors .3 cm, or high-
grade lesions.86 For central/large recurrences, pelvic exen-
teration has been shown to prolong survival when per-
formed on carefully selected patients.25,26,87 Regardless of
treatment approach, prognosis for nodal recurrences was
very poor.78,84,86,88,89

Panel Recommendations
If recurrence is suspected, the panel recommends workup
for metastatic disease with imaging studies to include
chest/abdominal/pelvis CT or neck/chest/abdomen/
pelvis/groin FDG-PET/CT. Biopsy can be considered
to confirm local and/or distant metastasis. Treatment

recommendations for recurrent disease are outlined ac-
cording to site of recurrence and previous therapies
received.

Vulva-Confined Recurrence
If recurrence is clinically limited to the vulva with clinically
negative nodes, and the patient did not receive prior RT,
the panel recommends surgical and RT treatment path-
ways. Surgical recommendations include partial or total
radical vulvectomy 6 unilateral or bilateral IF lymphade-
nectomy. Pelvic exenteration can be considered for select
cases with a central recurrence. Additional therapy is indi-
cated by margin status and nodal status. Observation or
EBRT is appropriate for negative margins and nodes. In pa-
tientswithpositivemargins but noevidenceof nodal involve-
ment, options include re-excision or EBRT 6 brachytherapy
and/or concurrent chemotherapy (category 2B for che-
motherapy). EBRT6 concurrent chemotherapy is recom-
mended for patients with negative surgical margins but
surgically positive IFLNs. In patients with both positive
margins and surgically positive IFLNs, the panel recom-
mendsEBRT6 brachytherapy, concurrent chemotherapy,
and/or re-excision as needed or appropriate.

Nonsurgical therapy for recurrence includes EBRT 6

brachytherapy and/or concurrent chemotherapy. Resection
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can be considered for patients with gross residual tumor.
When feasible, partial or total radical vulvectomy is also
indicated for patients with vulva-confined recurrence
who underwent previous irradiation. After treatment of
recurrence, patients should undergo surveillance.

Confirmed Nodal or Distant Recurrence
For patients with multiple pelvic nodes, distant metasta-
sis, or prior pelvic EBRT, the panel recommends systemic
therapy and/or selective EBRT (if feasible) or palliative or
best supportive care. If recurrence is limited to IF or pelvic
LNs, resection should be considered for clinically en-
larged and suspicious nodes. Resection followed by sys-
temic therapy can be considered for select cases of
isolated IF or pelvic recurrence that were previously irra-
diated. If no prior RT was given, then EBRT 6 concurrent
chemotherapy is appropriate. All patients should undergo
surveillance following treatment of recurrence.

Systemic Therapy for Recurrent/
Metastatic Disease
No standard systemic therapy regimens exist for treating
advanced or recurrent/metastatic disease. Several reports
provide anecdotal evidence for various regimens, at times
extrapolating from regimens with known activity in

advanced cervical and anal cancers and other SCCs.
Review articles by Reade et al52 and Mahner et al82 pro-
vide an overview of systemic therapies that have been
used to treat vulvar SCC., Preferred, first-line regimens rec-
ommended by the panel for treating advanced, recurrent/
metastatic disease include cisplatin/paclitaxel, carboplatin/
paclitaxel, and cisplatin/paclitaxel/bevacizumab. Carboplatin/
paclitaxel/bevacizumab is included as a category 2B regimen
under the preferred, first-line options. Other recommended
regimens include single-agents cisplatin and carboplatin.

Cisplatin is a commonly used radiosensitizing agent
in locally advanced vulvar cancer, and is recommended
for single-agent or combination chemotherapy for treat-
ment of metastatic disease.28,90 Cisplatin/paclitaxel and
cisplatin/paclitaxel/bevacizumab are preferred regimens
based on extrapolation of randomized phase III trial data
in advanced or recurrent/metastatic cervical cancer.91,92

Carboplatin is an alternative platinum agent active
in metastatic cervical cancer that can be used as a single
agent or in combination. A small series in 6 patients with
advanced or recurrent/metastatic vulvar cancer noted
limited clinical benefit of the combination regimen57;
however, it has been included in these guidelines based on
data from patients with advanced or recurrent/metastatic
cervical cancer that suggest noninferiority to cisplatin.93,94
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For the second-line or subsequent treatment, the
NCCN panel has listed paclitaxel, erlotinib (category 2B
for erlotinib), and cisplatin/gemcitabine (category 2B) as
options.

Single-agent paclitaxel was modestly active in a
phase II trial of 31 women with advanced, recurrent/
metastatic vulvar cancer, generating a response rate of
14% and PFS of 2.6 months.58 Erlotinib was studied in a
phase II trial that included a cohort of women with
metastatic disease. Short-duration responses were ob-
served, with partial responses and stable disease noted
in 27.5% and 40% of enrolled patients, respectively.59

Cisplatin/gemcitabine is also included as a category 2B
option extrapolating from cervical cancer data; how-
ever, findings from case reports have been mixed.95,96

In the recent NCCN Guidelines update, the panel
also included cemiplimab as a second-line or subsequent
therapy option under “other recommended regimens.”
The recommendation of cemiplimab has been extrapo-
lated from its efficacy shown in cervical cancer and in ad-
vanced cutaneous SCC. In a phase 2 trial with patients
with metastatic cutaneous SCC, a response was observed
in 28 of 59 patients.97 Median follow-up was 7.9 months.
The phase III, randomized, Empower-Cervical-1 clinical
trial evaluated the efficacy of cemiplimab or investigator’s

choice of chemotherapy (topotecan, vinorelbine, gemcita-
bine, irinotecan, or pemetrexed) in patients with recurrent or
metastatic cervical cancerwhohave progressed onprior ther-
apy. The trial enrolled 608 patients who had previously re-
ceived one or more lines of systemic therapy for recurrence;
they were randomized to either receive cemiplimab or che-
motherapy. ThemedianOS and PFSwere significantly longer
in the cemiplimab arm than in the control arm (12 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).
Sixteen percent of the patients in the test arm experienced an
objective response (95% CI, 12.5–21.1) as compared with
6.3% (95%CI, 3.8–9.6) in the chemotherapy arm.98

Biomarker-directed systemic therapies are an emerg-
ing class of treatments that may be useful in patients
with advanced or recurrent/metastatic cancer. Monoclo-
nal antibodies that function as programmed cell death
protein-1 (PD-1) inhibitors are one such example of these
treatments. PD-1 functions as an immune checkpoint
protein that promotes antitumor T-cell activity. Many tu-
mors, including vulvar cancer, are known to overexpress
programmed death ligand-1 (PD-L1), which disrupts
PD-1 function. Thus, blocking PD-L1/PD-1 binding re-
stores T-cell–mediated antitumor activity.99–101 An esti-
mated 10%–50% of vulvar cancers express PD-L1.102,103
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Pembrolizumab is one such PD-1 inhibitor that may
be effective in patients with vulvar cancer. A case study
was published of a single patient with recurrent vulvar
SCC who was treated with single-agent pembrolizumab,
as part of a phase II basket clinical trial to evaluate effi-
cacy and safety,104 and had 30% reduction in tumor le-
sions before the treatment was discontinued due to
grade 3 mucositis.105 The single-arm phase II KEYNOTE-
158 basket trial (NCT02628067) measured response to
pembrolizumab monotherapy in patients with advanced
solid tumors that progressed after standard-of-care sys-
temic therapy.106 Among 101 patients enrolled in the vul-
var SCC cohort, median follow-up was 36 months. The
overall response rate (ORR) was 10.9% overall, 9.5% in
the PD-L1–positive population, and 28.6% among the
PD-L1–negative population. Median PFS and OS were 2.1
and 6.2 months, respectively.107 Pembrolizumab is FDA-
approved for recurrent or metastatic cervical cancer with
disease progression on or after chemotherapy when tu-
mors express PD-L1 (combined positive score $1). The
panel has added pembrolizumab as a recommended
second-line, useful in certain circumstances option for
PD-L1–positive advanced or recurrent/metastatic vulvar
cancer.

Monoclonal antibodies targeting the PD-1 pathway
may also be effective in tumors that have high tumor mu-
tational burden (TMB-H) or are deficient in mismatch re-
pair (dMMR)/have high levels of microsatellite instability
(MSI-H). Of the 71 patients in the KEYNOTE-158 trial
with advanced vulvar cancer, 12 had TMB-H tumors. The
ORR for TMB-H vulvar cancer was approximately 17%,
and the ORR for non–TMB-H disease was 3.4%.108 The
KEYNOTE-158 study authors also analyzed pembrolizu-
mab response in 233 enrolled patients with noncolorectal
MSI-H/dMMR tumors, one of whom had vulvar cancer.
ORR for the entire cohort was 34.3%. Median PFS was 4.1
months and median OS was 23.5 months.109 Based on
these data, the FDA expanded pembrolizumab’s approval
for treatment of TMB-H and MSI-H/dMMR tumors that
progressed after prior therapy, regardless of tumor
type.110,111 Based on these additional data/FDA approvals,
the panel also recommends pembrolizumab as a second-
line, useful in certain circumstances option for patients
with advanced or recurrent/metastatic vulvar cancer
whose tumors are MSI-H/dMMR or TMB-H.

Nivolumab is another PD-1 inhibitor shown to have
some efficacy in certain patients with vulvar cancer. The
single-arm phase I/II CheckMate 358 trial (ClinicalTrials
.gov identifier: NCT02488759) measured response to ni-
volumab monotherapy in a small cohort of 5 patients
with recurrent or metastatic vaginal or vulvar cancer who
were HPV-positive or had an unknown HPV status. The
12- and 18-month OS rates for the combined cohort were
40% and 20%, respectively; 6-month PFS was 40%.112

Based on these data, the panel added nivolumab as a sec-
ond-line, useful in certain circumstances option for HPV-
related advanced or recurrent/metastatic vulvar cancer.

NTRK gene fusions lead to constitutively active
tropomyosin receptor kinases (TRKs), which in turn pro-
mote development and progression of cancer. Approxi-
mately 0.3% of solid tumors express NTRK gene fusions,
although expression varies widely by cancer type.113

Entrectinib and larotrectinib are broadly active TRK inhibi-
tors that are effective in patients with a variety of advanced
or metastatic NTRK fusion–positive solid tumors.113–115 In a
primary analysis, the efficacy and safety of larotrectinib was
reported in 55 patients enrolled in 3 clinical studieswho had
locally advanced or metastatic tumors with NTRK gene
fusions and had progressed on standard chemotherapy
received previously.114 The 3 clinical trials included a phase
I dose-finding study in adults, phase I–II dose-finding study
in the pediatric population, and a phase II, single-arm, bas-
ket trial. The ORR of larotrectinib in these patients was 75%
(95% CI, 61%–85%), with 22% complete response and 53%
partial response withmedian duration of response and PFS
not reached at the time. In a long-term follow-up analysis,
of 153 patients, 121 patients (79%; 95% CI, 72–85) had an
objective response with 16% having a complete response,
63% having a partial response, and 12% having stable dis-
ease. The median duration of response was 35.2 months
(22.8–notevaluated) and themedianPFSwas28.3months.116

Similarly, entrectinib showed adurable and clinicallymean-
ingful response in 54 patients with advanced/metastatic
NTRK gene fusion tumors enrolled in 3 phase I–II clinical
trials with 57.4% ORR, 10.4-month median duration of
response, and 11.2-monthmedian PFS.113 In a long-term
efficacy and safety analysis in 121 patients at median
follow-up of 25.8 months, 61% reported complete or par-
tial responses, and median duration of response was
20 months (95% CI, 10.1–19.9). Both larotrectinib and
entrectinib are FDA approved for NTRK gene fusion solid
tumors in patients who have experienced progression after
treatment or for whom there is no satisfactory standard
therapy. The NCCN Guidelines for Vulvar Cancer recom-
mend larotrectinib and entrectinib as a second-line or sub-
sequent, useful in certain circumstances option for NTRK
gene fusion–positive tumors and recently changed the
category of evidence from category 2B to category 2A.

Gynecologic Survivorship
Treatment of gynecologic cancer typically involves sur-
gery, chemotherapy, hormone therapy, RT, and/or immu-
notherapy, which may cause acute, short-term, and long-
term toxicities. Surgical approaches may be extensive and
cause adhesions to form, which in turn may cause pain
and contribute to the development of small bowel obstruc-
tion, urinary or gastrointestinal complications (eg, inconti-
nence, diarrhea), pelvic floor dysfunction (manifested by a
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variety of urinary, bowel, and/or sexual effects), and
lymphedema.117,118 Chemotherapy agents vary, though
commonly used regimens may pose a significant risk of
neurotoxicity, cardiac toxicity, cognitive dysfunction,
and the development of hematologic cancers.119 Long-
term estrogen deprivation may cause symptoms such as
hot flashes, vaginal dryness, and bone loss. RTmay cause
long-term complications (eg,fibrosis, stenosis, vulvovagi-
nal atrophy)120,121 and may predispose patients to subse-
quent cancers of the skin, subcutaneous tissue, and/or
underlying organs that are proximal to the radiation
field.122 Prior pelvic RT may contribute to bone loss and
increase the risk of pelvic fractures. Consideration should
be given to bone density testing and prophylactic use of
bisphosphonates, particularly in patients with osteoporo-
sis. Use of immunotherapy agents in gynecologic cancers
is emerging, and to date, long-term effects of these treat-
ments are unknown.123,124

Following completion of treatment, all gynecologic
cancer survivors should receive regular general medical
care that focuses on managing chronic diseases (eg, de-
pression, diabetes, hypertension), monitoring cardiovas-
cular risk factors, receiving recommended vaccinations,
and encouraging adoption of a healthy lifestyle (eg, pro-
moting exercise, smoking cessation).125,126 To assess
the late and long-term effects of gynecologic cancers,
clinicians should comprehensively document the patient’s
history, including prior treatment history, and conduct a

thorough physical examination and provide any necessary
imaging and/or laboratory testing.126 As most treatments
for gynecologic cancers will cause sexual dysfunction, early
menopause, and infertility, special attention to the resul-
tant medical and psychosocial implications is needed. All
patients, whether sexually active or not, should be asked
about genitourinary symptoms, including vulvovaginal
dryness.127 Postradiation use of vaginal dilators and
moisturizers is recommended.120,128 For treatment-related
menopause, hormone therapy should be considered. Psy-
chosocial effects may include psychological (eg, depres-
sion, anxiety, fear of recurrence, altered body image),
financial (eg, return to work, insurance concerns), and
interpersonal (eg, relationships, sexuality, intimacy).126

Patients should be referred to appropriate specialty pro-
viders (eg, physical therapy, pelvic floor therapy, sexual
therapy, psychotherapy) as needed, based on prior treat-
ment history and assessed risk of developing late effects
and/or existing concerns.

Communication and coordinationwith all clinicians in-
volved in the care of survivors, including primary care clini-
cians, is critical.126,129 Providing survivors with a summary of
their treatment and recommendations for follow-up is also
recommended. To this end, the SGO has developed
templates for gynecologic cancer-specific Survivorship
Care Plans to aid survivors and their clinicians in summa-
rizing cancer history, treatments received, possible side
effects, and recommended follow-up.130
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