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Abstract
Background  As part of its mission to improve the quality 
of care for women with gynecological cancers across 
Europe, the European Society of Gynaecological Oncology 
(ESGO) first published in 2017 evidence-based guidelines 
for the management of patients with vulvar cancer.
Objective  To update the ESGO guidelines based on 
the new evidence addressing the management of vulvar 
cancer and to cover new topics in order to provide 
comprehensive guidelines on all relevant issues of 
diagnosis and treatment of vulvar cancer.
Methods  The ESGO Council nominated an international 
development group comprised of practicing clinicians 
who provide care to vulvar cancer patients and have 
demonstrated leadership through their expertize in clinical 
care and research, national and international engagement 
and profile as well as dedication to the topics addressed 
to serve on the expert panel (18 experts across Europe). 
To ensure that the statements were evidence-based, 
new data identified from a systematic search were 
reviewed and critically appraised. In the absence of any 
clear scientific evidence, judgment was based on the 
professional experience and consensus of the international 
development group. Prior to publication, the guidelines 
were reviewed by 206 international practitioners in cancer 
care delivery and patient representatives.
Results  The updated guidelines cover comprehensively 
diagnosis and referral, staging, pathology, pre-operative 
investigations, surgical management (local treatment, groin 
treatment, sentinel lymph node procedure, reconstructive 
surgery), (chemo)radiotherapy, systemic treatment, 
treatment of recurrent disease (vulvar, inguinal, pelvic, 
and distant recurrences), and follow-up. Management 
algorithms are also defined.

Introduction

Vulvar cancers are relatively uncommon, ranking as 
the nineteenth most common cause of cancer inci-
dence in European women with approximatively 16 
506 new cases in 2020, and affect predominatly 
elderly women.1 The vast majority are squamous cell 
carcinomas. Epidemiologic risk factors associated 
with vulvar cancer are notably age, human papillo-
mavirus (HPV) infection prevalence, smoking, HIV 

infection, vulvar intraepithelial neoplasia, and lichen 
sclerosus.

As part of its mission to improve the quality of care 
for women with gynecological cancers across Europe, 
the European Society of Gynaecological Oncology 
(ESGO) first published in 2017 evidence-based 
guidelines in order to improve the management of 
patients with vulvar cancer within a multidisciplinary 
setting.2 Given the body of new evidence addressing 
the management of vulvar cancer, ESGO decided to 
update these evidence-based guidelines and more-
over to cover new topics in order to provide compre-
hensive guidelines on all relevant issues of diagnosis 
and treatment in vulvar cancer.

These guidelines are intended for use by gyneco-
logical oncologists, general gynecologists, gynaeco-
logic surgeons, radiation oncologists, pathologists, 
medical and clinical oncologists, radiologists, general 
practitioners, palliative care teams, and allied health 
professionals. These guidelines apply to adults over 
the age of 18 years with squamous cell carcinoma of 
the vulva. These guidelines do not address patients 
with other vulvar cancer histologies and do not include 
any economic analysis of the strategies.

Responsibilities

Even though our aim is to present the highest 
standard of evidence in an optimal management of 
patients with vulvar cancer, ESGO acknowledges that 
there will be broad variability in practices between the 
various centers worldwide and also significant differ-
ences in infrastructure, access to medical and surgical 
technology, and also training, medicolegal, finan-
cial, and cultural aspects that will affect the imple-
mentation of any guidelines. These guidelines are a 
statement of evidence and consensus of the multi-
disciplinary development group regarding their views 
and perspective of currently accepted approaches 
for the management of patients with vulvar cancer. 
Any clinician applying or consulting these guidelines 
is expected to use independent medical judgment in 
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the context of individual clinical circumstances to determine any 
patient’s care or treatment. These guidelines make no representa-
tions or warranties of any kind whatsoever regarding their content, 
use, or application and disclaim any responsibility for their applica-
tion or use in any way.

Methods

The guidelines were developed using a five-step process as defined 
by the ESGO Guidelines Committee (see Figure 1). The strengths 
of the process include creation of a multidisciplinary international 
development group, use of scientific evidence and international 
expert consensus to support the guidelines, and use of an inter-
national external review process (physicians and patients). This 
development process involved three meetings of the international 
development group, chaired by Dr Maaike H M Oonk (University 
Medical Center Groningen, University of Groningen, Groningen, The 
Netherlands).

ESGO nominated practicing clinicians who are involved in the 
management of patients with vulvar cancer and have demonstrated 
leadership through their expertize in clinical care and research, 
national and international engagement and profile as well as dedi-
cation to the topics addressed to serve on the expert panel. The 
objective was to assemble a multidisciplinary development group 
and it was therefore essential to include professionals from relevant 
disciplines (gynecological oncology and gynecology, medical, clin-
ical and radiation oncology, pathology) to contribute to the validity 
and acceptability of the guidelines.

To ensure that the statements were evidence-based, the current 
literature was reviewed and critically appraised. A systematic liter-
ature review of relevant studies published between September 
2015 and April 2022 was carried out using the MEDLINE database 
(see online supplemental appendix 1). The literature search was 

limited to publications in the English language. Priority was given 
to high-quality systematic reviews, meta-analyses, and randomized 
controlled trials, but studies of lower levels of evidence were also 
evaluated. The search strategy excluded editorials, letters, and in vitro 
studies. The reference list of each identified article was reviewed for 
other potentially relevant articles. Based on the collected evidence 
and clinical expertize, the international development group drafted 
guidelines for all the topics. The updated guidelines were retained if 
they were supported by a sufficiently high level of scientific evidence 
and/or when a large consensus among experts was obtained. An 
adapted version of the “Infectious Diseases Society of America-
United States Public Health Service Grading System” was used to 
define the level of evidence and grade of recommendation for each 
of the recommendations3 (see Table 1). In the absence of any clear 
scientific evidence, judgment was based on the professional experi-
ence and consensus of the international development group.

ESGO established a large multidisciplinary panel of practicing 
clinicians who provide care to patients with vulvar cancer to act as 
independent reviewers for the updated guidelines. These reviewers 
were selected according to their expertize, had to be still involved 
in clinical practice/research, and were from different European and 
non-European countries to ensure a global perspective. Patients 
with vulvar cancer were also included. The independent reviewers 
were asked to evaluate each recommendation according to its 
relevance and feasibility in clinical practice (only physicians), so 
that comprehensive quantitative and qualitative evaluations of 
the updated guidelines were completed. Patients were asked to 
evaluate qualitatively each recommendation (according to their 
experience, personal perceptions, etc.). Evaluations of the external 
reviewers (n=206) were pooled and discussed by the international 
development group to finalize the guidelines updating process. The 
list of the 206 external reviewers is available in online supplemental 
appendix 2.

Figure 1  Guidelines development process.
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Guidelines

General recommendations
►► Planning of staging investigations and treatment should be 

made on a multidisciplinary basis (generally at a tumor board 
meeting) and based on the comprehensive and precise knowl-
edge of prognostic and predictive factors for oncological 
outcome, side effects, and quality of life [V, B].

►► Patients should be carefully counseled about the suggested 
diagnostic and treatment plan and potential alternatives, 
including risks and benefits of all options [V, B].

►► Treatment should be undertaken by a dedicated team of 
specialists in the diagnosis and management of vulvar cancers 
[V, B].

►► Enrolment of patients with vulvar cancer in clinical trials is 
encouraged [V, B].

►► Centralization of care in specialized centers and referral 
network is encouraged [V, B].

►► Supportive care and psychological support should be offered to 
all patients with vulvar cancer throughout their pathway [V, B].

Diagnosis and referral
Vulvar cancer is a rare disease, but incidence is increasing over 
the last decades, especially in women <60 years of age.4 Recently 
several studies have illustrated the delay in diagnosis that is often 
the case in patients who are referred with (the suspicion of) vulvar 
cancer. A study in patients from Germany showed a mean delay of 
vulvar cancer diagnosis ranging from 186 to 328 days.5 This was 
most commonly due to a misdiagnosis of vulvovaginal inflamma-
tion. To prevent this delay, women with any vulvar complaints should 
undergo vulvar examination in a low-threshold manner. Diagnosis 
of vulvar cancer is made by a punch or incision biopsy of the vulvar 
lesion. For accurate treatment planning (sentinel lymph node (SLN) 
procedure yes/no, expected uni- or bilateral lymph drainage) the 
localization of the primary tumor is important. Therefore, excision 
biopsy should be avoided. In patients with multiple vulvar lesions, 
all lesions should be biopsied separately to rule out multifocal 
disease, since patients with multifocal disease are not eligible for 

the SLN procedure. Because vulvar cancer is a rare disease and the 
outcome of, for example, the SLN procedure is related to the expe-
rience of the treating physician, treatment should be centralized in 
centers with adequate experience. A European study showed that 
patients treated in centers with low volume institutions had worse 
survival rates.6

Recommendations
►► Inspection of the vulva is indicated for women with vulvar 

symptoms [V, B].
►► Clinical drawing and/or photographs are recommended [V, B].
►► In any patient with suspected vulvar cancer, diagnosis should 

be established by a punch/incision biopsy. Excision biopsy 
should be avoided for initial diagnosis, as this may hinder 
further treatment planning [V, B].

►► In patients with multiple vulvar lesions, all lesions should be 
biopsied separately with clear documentation of mapping [V, B].

►► All patients with vulvar cancer should be referred to a center 
specialized in vulvar disease and treated by a multidisciplinary 
gynecological oncology team [V, B].

Staging
The International Federation of Gynecology and Obstetrics (FIGO) 
and the TNM classification systems are both used to stage vulvar 
cancer and are closely aligned.7 8 The FIGO staging system was 
last reviewed in 2021 by the FIGO Committee on Gynecologic 
Oncology since the previous 2009 FIGO classification was limited 
by its prognostic significance.7 The revised FIGO staging was 
based on an analysis of data from the National Cancer Data-
base from 2010 to 2017.7 The revised staging classification has 
been simplified from eleven to eight groups (change of lymph 
node cut-off ≤5 mm for stage IIIA vs >5 mm for stage IIIB in 
2021 compared with 2009 when the cut-off was <5 mm and 
≥5 mm, respectively). Some prognostic relevant staging tumor 
factors were re-allocated between stage subgroups to achieve 
similar survival rates (non-osseous organ extension included 
originally in stage IVA in 2009 was downstaged to IIIA stage by 

Table 1  Levels of evidence and grades of recommendations

Levels of evidence

I Evidence from at least one large randomized, controlled trial of good methodological quality (low potential for bias) 
or meta-analyses of well-conducted, randomized trials without heterogeneity.

II Small randomized trials or large randomized trials with a suspicion of bias (lower methodological quality) or meta-
analyses of such trials or of trials with demonstrated heterogeneity.

III Prospective cohort studies.

IV Retrospective cohort studies or case–control studies.

V Studies without control group, case reports, experts' opinions.

Grades of recommendations

A Strong evidence for efficacy with a substantial clinical benefit, strongly recommended.

B Strong or moderate evidence for efficacy but with a limited clinical benefit, generally recommended.

C Insufficient evidence for efficacy or benefit does not outweigh the risk or the disadvantages (adverse events, costs, 
etc.), optional.

D Moderate evidence against efficacy or for adverse outcome, generally not recommended.

E Strong evidence against efficacy or for adverse outcome, never recommended.
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2021) (see Table 2). In 2022, the Surveillance, Epidemiology, and 
End Results (SEER) analysis (2010–2015) noted better survival 
rates for nodal (48.9%) versus non-nodal organ involvement 
(38.7%) in stage IIIA, while similar survival rates between nodal 
and non-nodal involvement (12.2% vs 14.9%) were confirmed in 

stage IVA.9 In addition, a new measurement of depth of invasion 
in vulvar cancer was introduced in FIGO 2021, which is anal-
ogous to cervical cancer, as it might better reflect prognosis, 
although interobserver variability between pathologists remains 
moderate.10–12 Based on the limited evidence, the working group 

Table 2  Comparison between revised 2021 International Federation of Gynecology and Obstetrics (FIGO) and 2017 8th 
version of TNM staging vulvar cancer

Stage Year TNM FIGO FIGO (continued) FIGO (continued)

Stage I 2009 I
T1 N0M0

IA
T1a N0M0

IB
T1bN0M0

Tumor confined to the vulva IA: Tumor size ≤2 cm and 
stromal invasion ≤1 mm

IB: Tumor size >2 cm or 
stromal invasion >1 mm

Stage I 2021 Tumor confined to the vulva IA: Tumor size ≤2 cm and 
stromal invasion ≤1 mm*

IB: Tumor size >2 cm or 
stromal invasion >1 mm*

Stage II 2009 II
T2 N0 M0

Tumor of any size with extension to 
the lower one-third of the urethra, 
lower one-third of vagina, anus with 
negative nodes

Stage II 2021 Tumor of any size with extension to 
the lower one-third of the urethra, 
lower one-third of vagina, anus with 
negative nodes

Stage III 2009 III
T1-T2 N1-N2c M0

IIIA
T1-T2 N1 M0

IIIB
T1-2 N2a, N2b M0

IIIC
T1-2 N2c M0

Tumor of any size, with/without 
extension to adjacent perineal 
structures (lower third of urethra, 
the lower third of vagina, anus) with 
positive inguinofemoral lymph nodes

With one lymph node 
metastasis (≥5 mm) or 1–2 
lymph node metastases (<5 
mm)

With two or more lymph 
node metastases (≥5 mm) 
or three or more lymph node 
metastases (<5 mm)

With positive 
lymph nodes with 
extracapsular 
spread

Stage III 2021 III
T3 (non-fixed to the bone) or N+ 
(non-ulcerated/non-fixed) M0

IIIA
T1-T2 N+ (≤5 mm and no 
extracapsular spread) M0
T3 N0/N+ (≤5 mm and no 
extracapsular spread) M0

IIIB
T1-3 N+ (>5 mm and no 
extracapsular spread) M0

IIIC
T1-3 N+ 
(extracapsular 
spread) M0

Tumor of any size with extension 
to upper part of adjacent perineal 
structures, or with any number of 
non-fixed, non-ulcerated lymph 
nodes

Tumor of any size with disease 
extension to upper two-thirds 
of the urethra, upper two-thirds 
of the vagina, bladder mucosa, 
rectal mucosa, or regional† 
lymph node metastases ≤5 mm

Regional† lymph node 
metastases >5 mm

Regional† lymph 
node metastases 
with extracapsular 
spread

Stage IV 2009 IV
T1-T3 N3 M0-M1

IVA
T1-T2 N3 M0
T3 any N M0

IVB
Any T any N M1

Tumor invades adjacent structures 
or fixed and ulcerated lymph nodes 
or distant metastases

Upper urethral and/or vaginal 
mucosa, bladder mucosa, 
rectal mucosa, or is fixed to the 
pelvic bone. Fixed or ulcerated 
inguinofemoral lymph nodes

Any distant metastases,
Including pelvic lymph nodes

Stage IV 2021 IV
T3 (fixed to the bone) or N+ 
(ulcerated/fixed) or M1

IVA
Any T N+ (fixed/ulcerated) M0
T3 (fixed to the bone) any N M0

IVB
Any T any N M1

Tumor of any size fixed to the bone, 
or fixed and ulcerated lymph node 
metastases, or distant metastases

Disease fixed to the pelvic 
bone,or fixed or ulcerated 
regional† lymph node 
metastases

Distant metastases

*Stromal invasion measured by new method; from the basement membrane of the deepest adjacent dysplatic (tumor-free) rete ridge to the deepest 
point of invasion.
†Inguinal and femoral lymph nodes.
M, metastasis; N, node; T, tumor.
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advises basing treatment planning on the conventional depth of 
invasion measurement.

The 2021 FIGO staging allows incorporating findings from cross-
sectional imaging into vulvar cancer staging.7 The 8th editions 
of the TNM staging systems of the American Joint Committee 
on Cancer (AJCC) and the International Union Against Cancer 
(UICC) for the vulva were published in 2017 and apply for primary 
carcinomas.8 Other tumors including melanoma, mesenchymal 
neoplasms, and metastases are not included. A next version of TNM 
for vulvar cancer (9th version) in line with the 2021 FIGO classifica-
tion system for vulvar cancer is expected to be available in 2023. 
The development group recommends using the 8th TNM classifica-
tion because it more accurately reflects the status of the primary 
tumor and the regional lymph node and is more in line with current 
treatment advice.

Recommendations
►► Currently there is limited alignment between the 8th edition 

of TNM and FIGO 2021 classifications, and lack of evidence 
to base treatment on the FIGO 2021 staging. Therefore, TNM 
classification is advised [V, B].

►► Throughout these recommendations, advanced stage of 
disease is defined as clinical ≥T3 and/or ≥N2 [V, B].

►► The method used to determine tumor status (T), lymph node 
status (N), and systemic (metastasis) status (M) should be 
documented [V, B].

Pathology
The panel experts consider that a widespread utilization of a struc-
tured pathology dataset such as the International Collaboration on 
Cancer Reporting histopathology reporting guide, developed with 
the support of the International Society of Gynecological Patholo-
gists, can lead not only to improved patient management but is 
a prerequisite for research and for international benchmarking 
in healthcare.13 Of note, this dataset has been developed for the 
pathological reporting of resection specimens of primary carci-
nomas of the vulva.

Vulvectomy specimen dimensions should be recorded on the 
pathology report in order to give the clinicians an indication as to 
how radical a resection has been undertaken.14 Anatomical site of 
a vulvar cancer must also be clearly indicated since tumors located 
close to the midline can be associated with bilateral or contralateral 
lymph node involvement. Moreover, midline/clitoral involvement is 
more frequently observed in HPV-independent tumors.15 16

According to WHO, the categorization of squamous cell carcinoma 
of the vulva into HPV-associated and HPV-independent subtypes 
is mandatory and requires the use of p16 immunohistochem-
istry.17 P16 immunohistochemistry is available in most pathology 
laboratories and has shown a good correlation with HPV testing; 
however, only the so-called “block-type” p16 staining is supportive 
of an association with a high-risk HPV infection.18 19 Since most 
HPV-independent vulvar cancers harbor TP53 mutations, pathology 
laboratories have increasingly used p53 immunohistochemistry. 
Almost all HPV-associated lesions exhibit a “wild-type” pattern of 
p53 immunoreactivity, while many HPV-independent tumors and 
precursor lesions usually exhibit an abnormal “mutation-type” 
immunoreactivity, which may be strongly positive or completely 
negative.20 21 In addition, there is emerging evidence that 

HPV-associated and TP53 wild-type tumors may show a better 
prognosis than those harboring TP53 mutations.22

Measurement of tumor dimensions and depth of invasion is 
essential for staging purposes. The maximum depth of tumor inva-
sion must be accurately measured since invasion >1 mm typically 
results in surgical lymph node staging. Conventional measurement 
is taken from the most superficial dermal papilla to the deepest 
point of invasion. An alternative method of measuring the depth 
of invasion has been recently proposed: the depth of invasion is 
measured from the basement membrane of the adjacent dysplastic 
rete ridge to the deepest point of invasion.10 12 Despite this method 
having been shown to downstage some Stage IB tumors to IA, two 
retrospective studies showed an overall good prognosis in down-
staged patients; however, further prospective studies are needed to 
validate this alternative method.

Lymphovascular space invasion (LVSI) represents an adverse 
prognostic factor in vulvar squamous cell carcinoma. However, its 
prognostic role in vulvar cancer is still poorly understood; moreover, 
there is substantial variability across studies in terms of diagnostic 
thresholds.23 Several retrospective studies also demonstrated the 
prognostic role of perineural invasion which is associated with 
shorter survival and increased risk of local recurrence based on 
multivariate analysis in two studies.24 25

Regarding margin status in vulvar cancer, recent studies showed 
no significant differences in recurrence between <8 mm and ≥8 
mm tumor-free surgical margin.26 27 It is also likely that the risk 
of recurrence is higher for HPV-independent squamous cell carci-
noma, especially when there are HPV-independent precursor 
lesions in the resection margins.28 29 In this regard, the pathology 
report must clearly indicate the presence of HPV-associated or 
HPV-independent precursor lesions and their relations with the 
surgical margins.30

Recommendations
►► The surgeon should secure the specimen in a way that allows 

accurate orientation by the pathologist. The anatomical site of 
a vulvar cancer should be clearly indicated. Lymph node basins 
and/or SLN should be sent as separate specimens [III, A].

►► The pathology reports must include [III, A]:
–– Specimen dimensions
–– Tumor dimensions
–– Histological type (5th edition of the WHO classification 2020)
–– Depth of invasion (including at least A, and preferably B 

method) (see Figure 2)
–– Tumor margin status (distance to lateral and deep resection 

planes in millimeters)
–– Presence or absence of LVSI and perineural invasion
–– Presence or absence of pre-malignant disease, including 

presence in resection margins
–– Lymph nodes per site (total number, number of involved 

nodes, size of largest metastasis, extranodal extension)
–– Pathological staging (pTNM) for surgical specimen.

►► The origin/designation of all tissue blocks should be recorded 
(block code). This information should be documented in 
the pathology report and is particularly important in case of 
external review [IV, A].

►► Immunohistochemistry for p16 (surrogate marker for HPV 
infection) or molecular testing for HPV is mandatory to correctly 
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classify HPV association. For HPV-independent carcinoma and 
for differentiated vulvar intraepithelial neoplasia, p53 immuno-
histochemistry is recommended [III, A].

►► Pathological evaluation of SLN should include at least three 
sections per millimeter. If the hematoxylin and eosin sections 
are negative, immunohistochemistry for cytokeratin should be 
performed [III, A].

Pre-operative investigations
The size, depth of the invasion, distance to the midline, histolog-
ical type, and assessment of disease spread including nodal status 
determine the choice for primary treatment.11 12 In case of multi-
focal disease, the largest lesion, the lesion with the greatest depth 
of invasion, or the lesion closest to the midline should be evalu-
ated as the dominant lesion to guide treatment planning.31 In HPV-
independent tumors, vulvar cancer often presents as a single mass 
or ulcer on the labia majora or minora, close to the midline. In HPV-
associated tumors, multifocal lesions and concomitant cervical 
neoplasia are more common. Information on involvement of the 
urethra, vagina, and/or anus is important for treatment planning 
and informing the patient. In addition to examination of the vulva, 
emphasis should be placed on evaluation of the vagina, cervix, and 

the anus due to the multifocal nature of lower anogenital squamous 
cell intraepithelial lesions.17 Even with normal findings, cytology 
and HPV test from cervix/vagina are recommended. If intraepithelial 
changes or invasive tumor continue into the anus, anorectoscopy is 
recommended and, depending on the findings, consultation with a 
colorectal surgeon.

For locally advanced tumors that clearly involve the median struc-
tures (urethra, vagina, or rectum) or in case of equivocal involve-
ment regardless of primary tumor size, imaging techniques should 
be used to assess the extent of infiltration of deep pelvic struc-
tures (septum, urethra, bladder, vagina, anal canal, and rectum). 
Both ultrasound and pelvic MRI allow high soft-tissue resolution in 
the pelvis.32 In accordance with the European Society of Urogenital 
Radiology (ESUR) guidelines for vulvar cancer staging, the proposed 
standardized MRI protocol includes a pelvic MRI, including high-
resolution T2 and T1 turbo spin echo imaging, diffusion-weighted 
imaging (DWI) and dynamic contrast-enhanced imaging (DCE-MRI) 
of the pelvis and groin for locoregional staging, and single-shot fast 
spin echo T2-weighted imaging and DWI of the upper abdomen to 
assess para-aortic LN.32 The structured reporting helps in commu-
nicating clinically relevant information to the referring physician.

Careful assessment of the regional lymph nodes by imaging, 
in addition to physical examination, is always required, except 
in T1a tumors, to determine treatment strategy and decide on 
surgical approach: (a) if the lymph nodes are clinically negative to 
investigate the presence of non-palpable metastasis and (b) if the 
inguinofemoral lymph nodes are clinically palpable (suspicious or 
bulky) to confirm the suspicion and to provide information on the 
distance of the metastasis from the skin and blood vessels.33–36 
Ultrasound examination alone is the method of choice for pre-
operative assessment of regional inguinofemoral lymph nodes if 
performed by a trained examiner.37–39 High-resolution ultrasound 
probes combined with color Doppler can show detailed changes 
in lymph node morphology and vascular architecture. Apart from 
excellent ultrasound accuracy in lymph node status determination, 
it is a largely available, low-cost procedure which can be integrated 
into the first outpatient visit.39 In addition, ultrasound-guided biopsy 
can be completed in a single visit.40 In 2021, the Vulvar International 
Tumor Analysis (VITA) group published an international consensus 
on ultrasound standardized terms, definitions, and methodology for 
evaluating inguinofemoral lymph nodes for vulvar cancer staging.37 
Alternative investigations include [18F]-fluorodeoxyglucose-positron 
emission tomography-computed tomography (18F-FDG-PET-CT) 
and MRI.32 CT has a low diagnostic performance in the diagnosis 
of inguinofemoral lymph node metastases and is therefore not 
recommended for localized vulvar cancer without clinical evidence 
of inguinofemoral lymph node metastases.34 35 In case of isolated 
suspicious findings in the groin on MRI, CT, and 18F-FDG-PET-CT, 
subsequent correlation with ultrasound findings±ultrasound-
guided biopsy is recommended in case this would alter primary 
treatment.

When metastatic involvement of inguinofemoral lymph nodes 
and/or advanced disease (≥T3) are suspected, whole-body CT 
with intravenous contrast and coverage of the inguinofemoral 
region or 18F-FDG-PET-CT should be performed to exclude pelvic 
lymph node involvement and the presence of other distant metas-
tases.32 41 42 For equivocal distant metastasis, biopsy should be 
performed whenever possible, with preference given to tru-cut 

Figure 2  Schematic diagram showing measurement 
of depth of invasion in vulvar cancer. (A) Method of 
measurement from the adjacent most superficial dermal 
papilla to the deepest point of invasion. (B) Method of 
measurement from the basement membrane of the deepest 
adjacent dysplatic (tumor-free) rete ridge to the deepest point 
of invasion. Figure permission courtesy of Mr Norm Cyr.
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or core needle biopsy to obtain sufficient material for histological 
analysis, although fine-needle aspiration biopsy can be considered 
appropriate for small suspicious metastatic lesion (ie, pelvic, para-
aortic, mediastinal lymph nodes, lung metastasis, etc.).43–45

As more than one-third of vulvar cancer cases affect elderly 
women (35% over 75 years), it is important to carefully assess the 
suitability of these patients for cancer-specific treatment, taking 
into account the overall life expectancy and specific goals with 
respect to the cancer diagnosis, before initiating extensive pre-
treatment evaluation. Collaboration between a geriatric-trained 
clinician and oncologist in the care of an older patient with cancer is 
advised. Geriatric screening tools are used to identify older patients 
with cancer who would benefit from a comprehensive geriatric 
assessment.

Recommendations
►► Pre-operative work-up includes a medical history; general 

assessment and inventory of co-morbidities; frailty assess-
ment; clinical examination; biopsy of all suspicious areas 
followed by pathologic review; and imaging as indicated [V, B].

►► Clinical examination should document tumor site (labia majora/
minora/Bartholin gland, clitoris, mons pubis, or perineum) and 
laterality (if relevant); tumor focality; the size of each lesion 
separately; the closest distance to midline and infiltration of 
and distance to the urethra/vagina/anus; and tumor mobility. 
Photograph or clinical drawing is recommended (see Figure 3) 
[V, B].

►► In advanced stage, bimanual vaginal and rectal examination 
should be considered [V, B].

►► Palpation of the inguinofemoral lymph nodes should be included 
to assess laterality, site, size, mobility, consistency, skin over 
the nodes [V, B].

►► Evaluation of cervix/vagina/anus including cytology and HPV 
test from cervix/vagina are recommended [IV, B].

►► For pT1a tumors (tumor ≤2 cm confined to the vulva and/or 
perineum, with stromal invasion ≤1 mm), no further imaging is 
required [III, B].

►► In patients considered for SLN procedure, imaging of 
inguinofemoral lymph nodes by ultrasound is recommended 
[III, B].

►► In all other cases, systemic staging (including pelvic lymph 
nodes and distant organs) by CT (chest/abdomen/pelvis) or 
18F-FDG-PET-CT is recommended [III, B].

►► Suspicious inguinofemoral nodes (on imaging) should be 
assessed by ultrasound-guided fine-needle aspiration or 
core needle biopsy if this would alter primary treatment [III, 
A].

►► If the invasive tumor clinically involves surrounding tissues (≥T2 
tumors) or if the finding is equivocal, evaluation of extra-vulvar 
structures (septa, urethra, bladder, vagina, cervix, and anal 
canal) with MRI is recommended [IV, B]. In specialized centers 
with an available trained ultrasound examiner, transvaginal/
transrectal/perineal ultrasound can be an option in determining 
local staging [V, C].

Figure 3  Schematic drawing of the anatomy of the vulvar and inguinofemoral lymph nodes. Illustration of vulva and adjacent 
perineal structures for clinical drawing (A), schematic drawings of deep and superficial inguinofemoral lymph nodes, including 
Daseler regions, for evaluation of regional lymph nodes during clinical examination or by imaging (B). The clinical examination 
documents the site of the tumor (labia majora/minora/Bartholin gland, clitoris, mons pubis, or perineum) and laterality (if 
relevant), tumor focality, the size of each lesion separately, the closest distance to midline and infiltration of the urethra/vagina/
anus, tumor mobility, and palpation of inguinofemoral lymph nodes (assessment of size, site, laterality, mobility/fixation, 
consistency, skin over the nodes/ulceration). The nodal status is documented either by ultrasound according to a standardized 
report published in 2021 by the Vulvar International Tumor Analysis (VITA) collaborative group or by MRI according to the 
2021 European Society of Urogenital Radiology (ESUR) guidelines.32 37 Both modalities are documenting the size of lymph 
node metastasis/-es, number of lymph nodes involved, and the presence or absence of extracapsular spread. For describing 
the location of superficial inguinofemoral lymph nodes, virtual line drawn along femoral vein and second virtual line drawn 
perpendicular to first line and passing through saphenofemoral junction divide femoral triangle into: superomedial region 
(I); superolateral region (II); inferolateral region (III); and inferomedial region (IV). Central zone (V) is circled. Deep inguinofemoral 
nodes are located medial to femoral vein and cranial to lower margin of oval fossa (C). Pre-biopsy photograph is encouraged, 
particularly if the diagnostic phase and treatment phases are conducted in separate centers. LN, lymph node.
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►► Use of a structured report and a standardized imaging protocol 
is recommended [IV, B].

►► Equivocal distant metastasis should be biopsied (if possible) to 
avoid inappropriate treatment [V, B].

Surgical management
The vulvar tumor should be removed with a radical local excision. 
For many years, the primary aim has been to obtain tumor-free 
margins of at least 8 mm. Large recent studies could not confirm 
the relation between tumor-free margin distance and incidence 
of local recurrences. The evidence for the 8 mm margin is very 
low. The discussion on the optimal tumor-free margin in order to 
reduce the risk of local recurrences is still ongoing.26 29 46–53 The 
working group advises aiming for tumor-free margins. A patholog-
ical minimal margin of >2–3 mm seems sufficient, but the optimal 
margin remains to be decided. In order to achieve this, a sufficient 
surgical excision margin is advised; however, in case of midline 
tumors close to the clitorus/urethra/anus, this can compromise the 
margin distance.

Tumors with depth of invasion ≤1 mm do not need groin treatment. 
One should be aware of the fact that FIGO 2021 included a new way 
of measuring depth of invasion, by which a portion of the former FIGO 
stage IB patients will now be classified as FIGO stage IA.7

A SLN procedure is indicated in all patients with a primary 
unifocal tumor <4 cm with a depth of invasion >1 mm and no 
suspicious nodes. A bilateral inguinofemoral lymphadenectomy is 
indicated in patients with tumor ≥4 cm and in multifocal disease. 
The recommendations on inguinofemoral lymphadenectomy are 
unchanged since previous guidelines were published. Several 
studies have been published on the videoscopic approach for 
inguinofemoral lymphadenectomy.54–61 Studies show reduction in 
complications. However, no randomized or sufficiently powered 
prospective studies with sufficient follow-up have been performed 
to guarantee oncological safety. For now, this technique should only 
be performed within clinical trials.

Treatment of advanced-stage vulvar cancer often involves 
multiple treatment modalities. Primary chemoradiotherapy can 
prevent the need for exenterative surgery, but in some cases 
surgery may be the treatment of choice. Treatment planning is 
individualized in advanced-stage disease and depends on primary 
tumor characteristics and presence of regional and/or distant 
metastases. Also, co-morbidity and/or frailty of the patient influ-
ences treatment planning. Therefore, a multidisciplinary setting is 
needed to optimize treatment planning.

Several studies have been published on different reconstructive 
techniques for closure of large vulvar wounds.62–74 The working 
group concluded that no preferred technique can be recommended, 
but it is important to consider reconstruction in cases where wound 
closure will be challenging but also in those cases where recon-
struction will give better cosmetic and/or functional outcome (for 
example, to preserve sexual functioning). Therefore, availability of 
reconstructive surgical skills as part of the multidisciplinary team is 
required in early as well as advanced-stage disease.

Recommendations
Local treatment

►► Radical local excision is recommended with the aim to obtain 
histological tumor-free margins [III, B].

►► Extending primary excision in a superficial fashion to include 
adjacent differentiated vulvar intraepithelial neoplasia is highly 
recommended [IV, B].

►► In multifocal invasive disease, radical excision of each lesion 
as a separate entity may be considered. Vulvectomy may be 
required in cases with multifocal invasion arising on a back-
ground of extensive vulvar dermatosis [IV, C].

►► The optimal radicality of the excision remains to be defined. 
It is acceptable and often desirable to limit radicality in order 
to preserve structure and function (eg, preservation of midline 
structures such as clitoris, anus, and urethra) [IV, C].

►► When invasive disease extends to the excision margins of the 
primary tumor, re-excision is the treatment of choice if feasible 
[III, A].

►► Advanced-stage patients should be evaluated in a multidisci-
plinary setting to determine the optimal choice and order of 
treatment modalities [V, B].

Groin treatment
►► Groin treatment should be performed for tumors >T1a (method 

of measurement of depth of invasion according to the 8th 
version of the TNM classification) [IV, B]. Surgical bilateral eval-
uation should be performed for non-lateralized tumors (medial 
border <1 cm from midline) [III, B].

►► For unifocal tumors <4 cm without suspicious inguinofemoral 
lymph nodes on clinical examination and imaging the SLN 
procedure is recommended [III, B].

►► For tumors ≥4 cm and/or in case of multifocal invasive disease, 
inguinofemoral lymphadenectomy by separate incisions is 
mandatory. In lateralized tumors at least ipsilateral inguinofem-
oral lymphadenectomy should be performed [III, A]. Contralat-
eral inguinofemoral lymphadenectomy may be performed 
when ipsilateral lymphadenectomy has demonstrated meta-
static disease [IV, C].

►► When lymphadenectomy is indicated, superficial and deep 
femoral nodes should be removed [IV, B].

►► Preservation of the saphenous vein is recommended [IV, C].
►► The optimal management of the groin for enlarged, proven 

metastatic nodes (inguinofemoral lymphadenectomy or isolated 
removal/debulking only) remains to be defined and treatment 
needs to be individualized [IV, C].

Reconstructive surgery
►► Availability of reconstructive surgical skills as part of the multi-

disciplinary team is required in early as well as advanced-stage 
disease. The type of reconstruction is based on patient/tumor 
characteristics and experience of the surgical team [IV, B].

SLN procedure
SLN dissection for early vulvar cancer appears safe, accurate, 
and cost effective.75–78 The prerequisites for SLN dissection are 
unchanged since the previous guidelines and would support the use 
of SLN dissection as an alternative to inguinofemoral lymphadenec-
tomy for small (<4 cm), unifocal tumors without clinical suspicion 
of lymph node metastasis. As previously established, combination 
detection techniques are the most accurate in early vulvar cancer. 
At present, the evidence would support the combination of blue dye 
and Tc99m nanocolloid.75 77 Of note, this was the recommended 
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detection method for the large GROningen International Study on 
Sentinel nodes in Vulvar Cancer V (GROINSS-V) study.78

There is increasing evidence to support the use of indocyanine 
green (ICG) as an alternative to blue dye. In their multicenter, 
randomized study, Deken et al demonstrated comparable efficacy 
in terms of sentinel node detection between isotope/ICG compared 
with conventional combined detection with isotope/blue dye,79 A 
systematic review of the literature identified 13 studies between 
2011 and 2020 suggested similar detection rates for SLN to the gold 
standard technetium.80 The authors highlight the potential fall in 
detection rates in the presence of metastatic disease and highlight 
increased method failure in cases of obese patients and midline 
tumors. A more recent meta-analysis by Di Donna et al provides 
further evidence to support the utility of ICG in SLN dissection for 
early vulvar cancer.81 The use of ICG appears to be associated with 
a learning curve.82 Protocols for ICG use remain heterogeneous and 
the optimum protocol remains to be defined. At present, a combi-
nation technique including isotope and either blue dye or ICG would 
seem to provide the highest detection rates and proven clinical effi-
cacy. Pre-operative lymphoscintigraphy is recommended to provide 
information on the location and number of sentinel nodes.

At present, evidence for the use of the SLN procedure in the case 
of recurrent cancer is lacking. A small study suggests the tech-
nique is feasible, but that detection rates are lower and lymphatic 
drainage may be unusual following previous surgery.83 This area 
is in need of further investigation but a comment is included in the 
guidelines to aid clinical practice.

The finding of metastatic disease in a SLN should prompt addi-
tional treatment to the involved inguinofemoral area. Although 
intra-operative frozen section may be considered, typically in an 
effort to avoid a second surgical procedure, caution is advised due 
to the potential risk in missing micrometastases on final histology 
and the need for accurate measurement of metastastic deposits. 
A retrospective institutional study published since the guideline 
review provides some reassurance in this regard.84

The large (n=1535) prospective, multicenter GROINSS-V II study 
aimed to establish the safety of replacing inguinofemoral lymph-
adenectomy with radiotherapy for patients with early vulvar cancer 
who were found to have metastasis in a SLN. Analysis of isolated 
groin recurrence in the first 91 patients identified the presence 
of macrometastatic disease (>2 mm) in nine of ten patients. The 
protocol was amended to allow only patients with micrometastatic 
(≤2 mm) disease in the sentinel node to receive inguinofemoral 
node radiotherapy without further surgery. Patients with macro-
metastatic disease were managed with inguinofemoral lymph-
adenectomy as standard of care with additional radiotherapy for 
those patients with more than one node metastasis or in whom 
there was extracapsular spread. The authors report a median 
follow-up of 24.3 months. Recurrence rates for those patients with 
SLN micrometastasis (≤2 mm) who received radiotherapy alone 
without lymphadenectomy were low (1.6%, 95% CI 0% to 3.9%) 
with acceptable levels of treatment-associated toxicity.85

Retrospective studies provide conflicting evidence on the 
safety of omitting treatment to the unaffected groin in patients 
with unilateral positivity at bilateral SLN dissection. Woelber et al, 
Nica et al, and Ignatov et al observed contralateral non-sentinel-
positive node rates of 0% (0/28), 5.3% (1/19), and 0% (0/62), 
respectively.86–88

In contrast, data from a single institution identified contralateral 
positivity in 22% (4/18).89 A more recent larger (n=244), prospective 
study from the GROINSS-V trial group provides evidence to support 
the omission of further treatment to the unaffected groin, providing 
bilateral drainage has been identified for true midline tumors. The 
authors found the incidence of a non-sentinel, contralateral metas-
tasis to be 2.9% (7/244; 95% CI 1.4% to 5.8%), comparable to the 
risk of groin recurrence after a negative SNL dissection.90 Caution 
is advised with tumors of >3 cm, the authors highlighting that the 
majority of non-sentinel contralateral metastasis occurred in these 
larger tumors.

Recommendations
►► The SLN procedure is recommended in patients with unifocal 

cancers of <4 cm, >T1a, without suspicious inguinofemoral 
nodes [II, B].

►► There are insufficient data to confirm the efficacy and safety 
of the SLN procedure in the case of recurrent disease [IV, C].

►► Use of radioactive tracer (Tc99/nanocolloid) is mandatory [II, A].
►► Combination detection techniques with isotope and either 

blue dye or ICG are recommended [II, B]. When used as part of 
combination technique, ICG appears more effective than blue 
dye in the detection of the SLN although the imaging protocol 
is still to be defined [II, B].

►► Lymphoscintigraphy is advised to enable the pre-operative 
identification, location, and number of SLN [III, C].

►► Intra-operative frozen section is optional, balancing the impor-
tance of accurate measurement of size of lymph node metas-
tasis and increased risk of missing micrometastases on final 
pathology against the impact of a second surgical procedure 
[IV, C].

►► When a SLN is not found (method failure), inguinofemoral 
lymphadenectomy should be performed [I, A].

►► For tumors involving the midline, bilateral SLN detection is 
mandatory. When only unilateral SLN detection is achieved, 
contralateral inguinofemoral lymphadenectomy should be 
performed [I, A].

►► When tumor cells, both metastases and isolated tumor cells, 
are identified in the SLN, additional treatment to the involved 
inguinofemoral area is indicated [I, A].

►► When macrometastatic (>2 mm) disease is identified in the 
SLN, inguinofemoral lymphadenectomy of the affected site 
should be performed [I, A].

►► Inguinofemoral lymphadenectomy can safely be omitted in 
favor of radiotherapy when micrometastatic disease (≤2 mm) 
or isolated tumor cells are identified in the metastatic SLN [III, 
B].

►► For patients undergoing a bilateral SLN procedure, who are 
found to have unilateral metastasis, the incidence of contralat-
eral metastasis is low and further treatment may be limited to 
the affected groin [III, B].

(Chemo)radiotherapy
Adjuvant radiotherapy/chemoradiotherapy
Adjuvant treatment after surgery for vulvar cancer is controver-
sial.91 92 Following surgery, up to 40–50% of patients develop a 
local recurrence, although many are second primaries.93 The 
main goal of adjuvant treatment is to reduce the risk of local, and 
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especially inguinofemoral and pelvic, recurrences, which are often 
fatal. In vulvar cancer, positive margins and lymph node involve-
ment are the two most important factors for recommending adju-
vant therapy.94 Post-operative radiotherapy to the vulva is recom-
mended for all women with a positive margin where re-excision is 
not possible. Radiotherapy may also be considered in the setting of 
risk factors for local recurrence: close margins, lymphovascular or 
perineural invasion, large tumor size, and/or depth of invasion >5 
mm.93 95–97

A recent large retrospective study (AGO-CaRE −1 study) on 
360 patients with vulvar cancer pN+, with median follow-up of 
17.2 months, showed that adjuvant radiation to the primary site 
in addition to the groins/pelvis lymph nodes results in less vulva-
only recurrences (15.8%) as compared with 22.8% in patients with 
adjuvant radiotherapy to groins/pelvis and 25.5% with no adjuvant 
radiotherapy.98 The risk-reducing effect of local radiotherapy was 
independent of the resection margin status. Additionally, there was 
greater impact with adjuvant radiotherapy for HPV-related tumors 
than for HPV-independent tumors with median disease-free survival 
of 20.7 versus 17.8 months, respectively.98

Patients with SLN metastasis ≤2 mm can be treated with post-
operative radiotherapy (2-year isolated groin recurrence rate of 
1.6% in GROINSS-V II), as a safe alternative to inguinofemoral 
lymphadenectomy.85 In this study, radiotherapy had to be initiated 
within 6 weeks post-surgery. Radiotherapy was given to a total 
dose of 50 Gy in 25–28 fractions of 1.8–2 Gy, 5 fractions/week.

Patients with early-stage vulvar cancer with SLN metastasis >2 
mm following SLN biopsy should undergo inguinofemoral lymph-
adenectomy followed by post-operative radiotherapy in case of 
one or more additional lymph node metastasis and/or extracap-
sular tumor spread; the 2-year isolated groin recurrence rate was 
unacceptably high (22%) with radiotherapy alone using 50 Gy in 
the GROINSS-V II study.85 96 Retrospective studies suggest that the 
addition of concurrent chemotherapy to radiotherapy may improve 
survival.99 100 Toxicity of radiotherapy versus chemoradiotherapy 
in this situation needs to be carefully considered on an individual 
patient basis.

A recent large database retrospective study on survival of 2779 
node-positive patients (1436 1N+, 1208 with ≥2 N+) showed better 
survival for chemoradiotherapy compared with radiotherapy alone 
in both patients with one positive node and those with two or more 
positive nodes.100 Five-year overall survival was highest among 
patients with one positive node who received chemoradiotherapy 
(68.1%), compared with 55.9% for adjuvant external beam radi-
ation therapy only and 46.1% for no adjuvant treatment. Survival 
was likewise highest among the patients with two or more positive 
nodes who received chemoradiotherapy (49.1%), compared with 
29.4% for adjuvant external beam radiation therapy and 21.2% for 
no adjuvant treatment.100 However, in this analysis women with 
a single positive node derived a survival advantage from radio-
therapy but no incremental advantage from the addition of chemo-
therapy to radiotherapy. The median dose in these studies was 
50 Gy, which may not be an adequate microscopic dose for nodal 
involvement.

The ongoing GROINSS-V III study is investigating concurrent 
chemotherapy and radiotherapy dose escalation at the involved 
inguinofemoral site in case of macrometastasis in the SLN.

The optimal overall treatment time (OTT) from radical surgery 
to the end of adjuvant radiotherapy for squamous cell carcinomas 
has been found to impact treatment outcomes. In a large National 
Cancer Database series including 1500 patients treated with adju-
vant radiotherapy, median overall survival with OTT ≤104 days 
was 56.1 months versus 45.4 months if ≥105 days (p=0.015).101 
On multivariable Cox analysis, OTT was independently associated 
with a significant increased risk of death of 0.4% per additional 
day, as were age at diagnosis, number of metastatic nodes, the 
use of concurrent chemotherapy, and increasing pT/pN stage. 
After propensity adjustment for factors predicting a shorter OTT, 
OTT continued to be associated with a significant increased risk 
of death per additional day. Therefore, it is recommended that the 
interval between surgery and start of radiotherapy is maximum 
8–10 weeks, the total OTT of radiotherapy (with or without 
chemotherapy) does not exceed 8 weeks, and that the total time 
to completion of adjuvant radiation following surgery should not 
exceed 105 days from the surgery date.101

Adjuvant radiotherapy for metastatic inguinofemoral lymphade-
nopathy should include the ipsilateral inguinofemoral region; and 
where pelvic nodes are non-suspicious on imaging, the distal part of 
the iliac nodes up to the iliac bifurcation. Contralateral inguinofem-
oral radiotherapy could be considered if the contralateral groin 
was not dissected and the tumor was located midline. When pelvic 
lymph nodes are positive, bilateral inguinofemoral and pelvic nodal 
region to one level above the most cranial involved lymph node 
should be included. When bilateral inguinofemoral lymph nodes are 
positive after lymphadenectomy, bilateral inguinofemoral and pelvic 
lymph nodes should be included.

Adjuvant radiotherapy should be performed by modern intensity-
modulated radiotherapy techniques (IMRT/VMAT-like) with daily 
setup verification especially if a simultaneous integrated boost is 
used.

Elective radiation dose to the inguinofemoral and iliac regions 
could be a range of 45–50.4 Gy in 1.8 (–2) Gy fractions. If nodal 
involvement with macrometastases is present, or extracapsular 
extention, a inguinofemoral boost to the involved nodal area to 
54–56 Gy EQD2 is recommended if no residual macroscopic disease 
is present (for example, with simultanous integrated boost with 
fraction sizes 1.8 (elective) and 2.05 or 2.1 Gy (boost) or a sequen-
tial boost). If macrometastases are found which have not been 
removed, simultaneous integrated boost or sequential boost to a 
dose of 64–66 Gy EQD2 is recommended. In the setting of enlarged 
pelvic nodes, a simultaneous integrated or sequential boost should 
be delivered with IMRT/VMAT-like techniques to 57–60 Gy (EQD2). 
In case of positive resection margin of the primary vulvar cancer, 
a boost to 60–66 Gy (EQD2) should be considered using external 
beam radiation therapy or image-guided adaptive brachytherapy.

Primary chemoradiotherapy
The management of patients with locally advanced vulvar cancer 
presents a difficult therapeutic challenge. Historically, when the 
disease involves the anus, rectum, rectovaginal septum, proximal 
urethra, or bladder, primary exenterative surgery necessitating 
colostomy and/or urinary diversion has been required. In an effort 
to decrease morbidity, the Gynecologic Oncology Group (GOG) 
explored the addition of neoadjuvant chemoradiotherapy to down-
stage the tumor and allow for less extensive surgical resection. 
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GOG 101 and GOG 205 were two landmark clinical trials evalu-
ating pre-operative chemoradiotherapy for locally advanced vulvar 
cancer.102 103 In GOG 205 patients received pre-operative chemo-
radiotherapy with concurrent weekly cisplatin at 40 mg/m² (up to 
a dose of 70 mg/m²) and radiation to a total dose of 57.6 Gy in 
32 fractions to gross disease; split course was avoided.103 Defini-
tive radical vulvectomy was performed about 6–8 weeks following 
completion of pre-operative chemoradiotherapy. With this higher 
dose, 64% of patients experienced a clinical complete response 
and 50% had a pathologic complete response. Of those who 
experienced a clinical complete response, 78% had a pathologic 
complete response. Treatment was generally tolerable, with the 
most common adverse effects being grade 3 or higher hemato-
logic, radiation dermatitis/desquamation, pain, and gastrointestinal 
toxicities. A Cochrane systematic review on neoadjuvant chemora-
diotherapy for advanced primary vulvar cancer selected five studies 
in which patients with advanced primary squamous cell carcinoma 
of the vulva treated with curative intent by concurrent radiotherapy 
and chemotherapy followed by surgery.104 Operability was achieved 
in 63–92% of cases in the four studies using 5-fluorouracil and 
cisplatin or 5-fluorouracil and mitomycin-c. In contrast, only 20% of 
the patients who received bleomycin were operable after chemora-
diotherapy. Skin toxicity was observed in nearly all patients. Wound 
breakdown, infection, lymphedema, lymphorrhoea, and lympho-
celes were also common. The conclusion of the authors was that 
neoadjuvant therapy is not justified in patients with tumors that can 
be adequately treated with radical vulvectomy and bilateral groin 
node dissection alone.

A large retrospective study based on the National Cancer Data-
base included 1352 patients treated by radiation or chemoradio-
therapy for unresectable tumor.105 Median radiation dose was 59.40 
Gy. In the chemoradiotherapy cohort 62% received single-agent 
chemotherapy, 31% received multi-agent platinum-based regimen, 
and the number of agents was unknown for 7% of patients. The 
5-year overall survival was significantly higher in the chemoradio-
therapy group compared with radiotherapy, with significant benefit 
for chemoradiotherapy in stage II-IV disease.

With advancements in radiotherapy techniques and imaging for 
staging disease, single institutional series showed the feasibility 
of both dose-escalated pre-operative and definitive intensity-
modulated radiotherapy-based chemoradiotherapy.106–108

In a recent series on 49 patients, the median vulva dose was 
66 Gy for definitive and 59.4 Gy for pre-operative therapy. Ninety-
four percent of all patients received chemotherapy, predominantly 
weekly cisplatin (40 mg/m²), for a median of five cycles. In this 
series, with dose-escalated intensity-modulated radiotherapy, 
clinical complete response and pathologic complete response 
were 76% and 70%, respectively.106 Whether a brachytherapy 
boost offers any advantage needs to be ascertained, although it 
may be an option for significant vaginal extension or deep perineal 
disease.97 109 In a recent prospective multi-institutional study, 52 
patients with mainly T2/T3 disease were treated with 64.8 Gy total 
dose to tumor and 50.4 Gy to the elective nodes and capecitabine 
825–1000 mg/m2 twice-daily during the 6 weeks (concomitantly 
during days 1–14, 22–35 and 43–49 of treatment).110 Surgery 
was avoided and only done in case of no complete remission after 
8–12 weeks. Local control was 42% and regional control 58% at 
2 years. Overall survival was 52% at 5 years.110 Acute grade 3 or 

more toxicity was 54% skin/mucosa and 37% pain. Late toxicity 
grade 3 or more occurred in 21% patients. In locally advanced 
vulvar cancer, definitive capecitabine-based or cisplatin-based 
chemotherapy should be considered as an alternative to exten-
sive surgery, resulting in equivalent locoregional control with less 
long-term toxicity. Survival rates are acceptable and acute and late 
toxicities are manageable. Additionally, treatment breaks should be 
avoided, as a prolonged treatment time of >50 days was associ-
ated with higher recurrence rates.101 105

The treated volume should include the primary tumor, the vulva 
and bilateral inguinofemoral area, and pelvic nodes depending 
on extent of primary disease and nodal involvement.When pelvic 
lymph nodes are involved, bilateral inguinofemoral and pelvic 
nodes to at least one level above the most cranial involved lymph 
node should be included. In case of enlarged pelvic nodes, a boost 
through IMRT/VMAT-like techniques should be performed through 
simultaneously integrated or sequential boost to a EQD2 dose of 
57–60 Gy, preferably using MRI-based planning.

The recommended dose to the primary tumor is 64–70 Gy EQD2 
in 1.8–2 Gy per fraction, and MRI-based contouring and planning 
is highly recommended. Image-guided brachytherapy as a boost 
modality could be considered in specialized centers.

The optimal dose to involved inguinofemoral lymph nodes is 
controversial, but should be 60–66 Gy EQD2 to macroscopic disease 
while the elective nodal dose is 46–50.4 Gy in fractions of 1.8–2 Gy.

Careful management of side effects and skin toxicity with regular 
review, expert skin care, and adequate analgesia are essential 
when treating women with advanced vulvar cancers.

Recommendations
Adjuvant radiotherapy/chemoradiotherapy

►► Post-operative radiotherapy to the vulva:
–– When invasive disease extends to the pathological excision 

margins of the primary tumor, and further surgical excision 
is not feasible, post-operative radiotherapy to the vulva is 
indicated [IV, B].

–– In case of close but clear pathological margins with exten-
sive LVSI, perineural involvement or lymph node involve-
ment, post-operative vulvar radiotherapy may be considered 
on an individualized basis to reduce the frequency of local 
recurrences [IV, C].

►► Post-operative radiotherapy to the inguinofemoral region:
–– SLN metastasis ≤2 mm and isolated tumor cells can be 

treated with post-operative radiotherapy as a safe alterna-
tive to inguinofemoral lymphadenectomy with fewer long-
term side effects [III, B].

–– After inguinofemoral lymphadenectomy:
–– Radiotherapy is recommended for cases with more than 

one metastatic lymph node and/or extracapsular spread 
[II, A].

–– Concurrent radiosensitizing chemotherapy should be 
considered [IV, B].

►► Target volume and dose for adjuvant (chemo)radiotherapy 
should be defined on individual basis according to tumor and 
patient characteristics [III, A].

►► Radiotherapy should be started as soon as possible (total time 
from surgery to completion of radiotherapy preferably less than 
104 days).Treatment breaks should be avoided [IV, B].
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►► Radiotherapy should be performed with intensity-modulated 
radiotherapy techniques [III, B].

Primary chemoradiotherapy
►► Primary chemoradiotherapy should be performed in a special-

ized gynecological radiotherapy center [V, B].
►► Primary chemoradiotherapy is the treatment of choice in 

patients with unresectable disease and should be considered 
for tumors which would otherwise need exenterative surgery 
with stoma formation [III, B].

►► Appropriate tumor and lymph node imaging (MRI and/or 
18F-FDG-PET-CT) should be performed prior to commencing 
chemoradiotherapy [IV, A].

►► Assessment of response should be performed at 12 weeks 
following completion of treatment (clinically, imaging and/
or biopsy if residual tumor is suspected). In case of residual 
disease surgery should be considered [III, B].

►► Treatment breaks should be avoided, as a prolonged treatment 
time of >50 days is associated with higher recurrence rates for 
primary therapy [IV, B].

Systemic treatment
Neoadjuvant chemotherapy for locally advanced disease
A pooled analysis of 12 studies, including 97 patients with stage 
III or IV (non-metastatic) vulvar cancer who had received neoadju-
vant or definitive chemotherapy or chemoradiotherapy, showed that 
neoadjuvant treatment followed by surgery was associated with an 
increase of 5-year overall survival rate versus definitive chemora-
diotherapy.111 There was no difference between chemotherapy and 
chemoradiotherapy in the neoadjuvant setting. Overall response and 
5-year overall survival rates of chemotherapy regimens (without 
radiotherapy) were: paclitaxel±cisplatin (n=13) 70% and 74%, 
cisplatin+5-fluorouracil (n=13) 62% and 58%, and bleomycin (n=8) 
62% and 53%, respectively.111 However, this analysis is biased due 
to selection of patients, non-randomized nature, and small sample 
size; response and survival must be interpreted with caution.

Therefore, neoadjuvant platinum-based chemotherapy cannot be 
considered as a standard treatment in vulvar cancer, and random-
ized clinical trials would be needed to establish its role. However, 
after a multidisciplinary assessment, neoadjuvant platinum-based 
chemotherapy may be an option for selected patients who are 
not eligible/fit for upfront surgery or primary chemoradiotherapy. 
After 3–4 cycles of chemotherapy, re-staging and re-assessment 
regarding definitive treatment should be performed.

Systemic treatment for metastatic or recurrent disease
Treatment options for recurrent or metastatic vulvar cancer are 
limited, and there is no standard of care. For this reason, the enrol-
ment of patients with metastatic vulvar cancer in clinical trials is 
strongly encouraged. Best supportive care should therefore be 
discussed with the patient as an alternative.

No standard systemic therapy regimens exist for treating 
advanced or recurrent/metastatic disease not amenable to cura-
tive radiotherapy or surgery. There are very few studies exploring 
systemic therapies in metastatic vulvar cancer, so data from 
cervical cancer are usually extrapolated. Regarding studies specif-
ically developed in vulvar cancer patients, single-agent paclitaxel 
was explored in a phase II trial with 31 patients diagnosed with 

recurrent/metastatic vulvar cancer, showing an overall response 
rate of 14% and a progression-free survival of 2.6 months.112 
In a retrospective series of 16 patients, cisplatin+vinorelbine 
obtained an overall response rate of 40%, a median progression-
free survival of 10 months, and a median overall survival of 19 
months.113 Although the evidence for the use of platinum combina-
tions in vulvar cancer is limited, these can be considered due to the 
positive results in cervical cancer.114–116 Based on these, cisplatin 
or carboplatin+paclitaxel would be the regimen of choice.117

The cohort of vulvar cancer patients of the KEYNOTE-158 was 
published recently, enrolling 101 recurrent/metastatic vulvar 
cancer patients treated with pembrolizumab, and thus being the 
largest clinical trial performed in the metastatic setting of this 
disease. The overall response rate was 10.9% (9.5% among the 
84 patients with PD-L1-positive tumors and 28.6% among the 
7 patients with PD-L1-negative tumors) with a median duration 
of response of 20.4 months. Median progression-free survival 
and overall survival were 2.1 and 6.2 months, respectively.118 
The CHECKMATE-358 trial assessed the efficacy of nivolumab in 
patients with virus-associated tumors.119 In a report on 24 patients 
with recurrent/metastatic cervical (n=19) or vaginal/vulvar cancers 
(n=5), and with <2 prior systemic therapies, the overall response 
rate and disease control rates were 26% and 68% for cervical 
cancer and 20% and 80% for vaginal/vulvar cancers, respectively. 
Responses occurred regardless of tumor PD-L1 status. At the time 
of data cut-off, the median duration of response was not reached 
in the cervical cohort and was 5 months in the single responding 
patient in the vaginal/vulvar cohort.

In the phase III EMPOWER-CERVICAL-1 trial, which included 
patients with recurrent and metastatic cervical cancer in ≥2nd line, 
the cemiplimab arm achieved a longer overall survival and a higher 
overall response rate compared with the chemotherapy arm with 
favorable toxicity.120

In the phase III trial KEYNOTE-826, performed in patients with 
recurrent or metastatic cervical cancer, the addition of pembroli-
zumab to first-line platinum-based chemotherapy, with or without 
bevacizumab, showed a significant benefit in progression-free 
survival and overall survival, especially in patients with PD-L1-
positive tumors (combined positive score (CPS)≥1).121

Therefore, some patients with metastatic vulvar cancer can 
achieve a significant benefit with immunotherapy, but it has no 
specific approval by regulatory agencies in Europe.

Targeting angiogenesis is an attractive therapeutic strategy 
in HPV-related tumors. In advanced vulvar cancer there are only 
publications of some case reports with bevacizumab combined 
with chemotherapy, but in cervical cancer a phase III trial (GOG-
240) demonstrated a longer overall survival when bevacizumab 
was added to chemotherapy.122 Therefore, the addition of beva-
cizumab to platinum-based chemotherapy may be considered 
in vulvar cancer. Epidermal growth factor receptor emerged 
as another possible target in vulvar squamous cell carcinoma. 
High expression of this protein had been identified as a nega-
tive prognostic factor, also correlated to the absence of HPV.123 
The epidermal growth factor receptor tyrosine kinase inhibitor 
erlotinib was studied in a phase II trial with a cohort of 24 meta-
static vulvar cancer patients. The disease control rate was 67.5% 
(overall response rate 27.5% and stable disease 40%), although 
responses had a short duration.124
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Recommendations
Neoadjuvant chemotherapy for locally advanced disease

►► In selected patients, not eligible/fit for upfront surgery or 
chemoradiotherapy, neoadjuvant platinum-based combination 
chemotherapy may be considered after a multidisciplinary 
assessment [IV, C].

Systemic treatment for metastatic or recurrent unresectable 
disease

►► Platinum-based combination chemotherapy should be consid-
ered as first-line treatment for metastatic or recurrent unre-
sectable disease [III, B].

►► Although the best combination partner for platinum is unclear, 
cisplatin or carboplatin and-paclitaxel could be considered the 
preferred regimen [IV, C].

►► Based on cervical cancer data, the addition of pembrolizumab 
in cases with PD-L1 expression with CPS≥1 and/or bevaci-
zumab to platinum-based chemotherapy may be considered 
for selected patients in first line, although these drugs do not 
have specific approval for vulvar cancer [IV, C].

►► After progressing to platinum-based first-line chemotherapy, 
there are no standard treatments. Immune checkpoint inhibi-
tors can be considered as monotherapy [III, B]. Chemotherapy 
or epidermal growth factor receptor targeting inhibitors may be 
considered as possible alternatives, taking into account that 
there is no specific approval for any drug [III, C].

Follow-up
The optimum follow-up schedule for vulval cancer remains unde-
termined. Follow-up visits provide an important opportunity to 
address the long-term physical and psychological impact of vulvar 
cancer and its treatment. Access to specialist support services such 
as lymphedema clinics and psychosexual counseling can improve 
quality of life for survivors of this disease. From an oncological 
perspective, follow-up is aimed at the evaluation of treatment effect as 
well as the prevention and early detection of subsequent tumors. The 
suggested schedule is intended as a general guideline and follow-up 
schedules should be individualized with these aspects in mind. The 
typical areas for recurrences are vulva/perineum, inguinofemoral 
region, multiple sites, and distant metastasis in decreasing order of 
frequency.125 Follow-up visits should include symptom review, and 
examination of the vulva, skin bridge, and inguinofemoral lymph 
nodes. Multicentric high-grade dysplasia in the lower genital tract 
occurs in ~10% of patients who present with vulval cancer.126 127 
Where not available at presentation, cervical/vaginal screening with 
HPV testing/cytology should be considered at 6–12 months following 
primary treatment. Detection of local recurrence at ‘routine’ surveil-
lance visits may lead to detection at a smaller size and facilitate 
treatment with a curative intent.128 However, evidence is conflicting 
as to whether routine clinical surveillance provides earlier detection 
that symptom-triggered review.129

For node-negative patients treated with SLN dissection, the risk 
of nodal recurrence appears to be within the first 2 years after 
treatment and salvage therapy can be effective in this group.130 
The option of ultrasound surveillance of the groins may be consid-
ered for these patients but there is a lack of proven benefit/
cost-effectiveness and regional variation in clinical availability of 
ultrasound.131 As such it is not mandatory in this setting.

The risk of local recurrence and new primary disease persists 
over time with a significant incidence of recurrence at 5–10 years 
following initial treatment. This suggests a possible role for long-
term follow-up after primary treatment for vulval cancer. The 
evidence is lacking as to the clinical benefit or cost-efficiency of 
extended follow-up. However, in addition to detecting recurrence, 
many patients have long-term vulval dermatoses and active 
management of these conditions remains an important part of 
long-term management. There is the potential for individualization 
of follow-up regimes, taking into account the known risk factors for 
recurrence. These include age, pre-existing vulval lichen sclerosus 
or dysplasia, and nodal positivity at treatment.6 29 130 132 133

Recommendations
►► The optimal follow-up schedule for vulvar cancer is undeter-

mined [V, C].
►► The follow-up strategy should be individualized in terms of 

intensity, duration, and procedures, taking into account indi-
vidual risk assessment [V, B].

►► Counseling patients about signs of recurrence and adverse 
short-term, long-term, and late side effects of treatment 
remains an important part of survivorship care [V, B].

►► After treatment with curative intent, the following follow-up 
schedule is suggested [V, C]:

–– First follow-up 6–8 weeks after the end of treatment
–– First 2 years, every 3–4 months
–– Third to fifth year, biannual/annual
–– Long-term surveillance may be appropriate in individuals 

with ongoing predisposing vulvar disease or treatment-
related side effects.

►► Follow-up visits should include, at a minimum, a symptom 
review and a complete physical examination of the vulva, skin 
bridge, and inguinofemoral lymph nodes [V, B].

►► Imaging and laboratory tests should be performed only based 
on risks of recurrence, symptoms, or findings suggestive of 
recurrence and/or side effects [V, B].

Treatment of recurrent disease
Recurrent disease includes local vulvar, inguinofemoral, or distant 
recurrences which can occur isolated or combined. About 12–37% 
of women with vulvar cancer develop a recurrence within the first 
years, mostly within 2 years.134 In general, women with p53 mutated 
tumors (without HPV association) and women with involved lymph 
nodes have the highest recurrence risk. CT, MRI, 18F-FDG-PET-CT, 
or PET-MRI thorax/abdomen/pelvis are recommended to examine 
any abnormalities in the (previously treated) vulvar, inguinofemoral, 
and pubic area and to detect possible additional metastases, which 
may influence treatment decisions. Imaging might also be helpful 
in determining the feasibility of surgery.135

Local recurrence
Most recurrences occur in the vulva. While groin/distant recurrencesare 
are rarely observed later than 2 years after primary diagnosis, the inci-
dence of local recurrences seems to be stable even beyond the first 
years. Te Grootenhuis et al calculated a 4% risk for local recurrence per 
year without plateauing.130 133 136 137 It is unclear if late recurrences are 
a true recurrence, or rather new primaries based on pre-existing inflam-
matory vulvar skin disorders such as lichen sclerosus.
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A local recurrence is usually treated with curative intention and, 
if possible, by surgery, aiming on radical excision of the tumor. In 
women with extensive treatment at primary diagnosis (large exci-
sion or combination with radiotherapy) it is often necessary to use 
plastic reconstruction with flaps which seems feasible and safe with 
acceptable complication rates. Previous radiotherapy increases the 
risk for peri-operative complications.62 138 139

In advanced local recurrences and if radio(chemo)therapeutic 
options have previously been utilized, exenterative surgery should 
be considered and has shown good results with manageable 
morbidity. Complete excision and negative lymph nodes seem 
to be important prognostic factors for further survival.140–143 Of 
note, there is no evidence regarding the optimal surgical margin 
in recurrent disease. Similar treatment principles as for primary 
disease may apply, and existing data suggest that not close but 
only involved margins should be an indication for further treat-
ment. In case of (microscopically) involved margins re-excision is 
recommended. If further surgery is not possible, radiotherapy is 
recommended.27

In isolated local recurrences there is no proven benefit of surgical 
staging of clinically unsuspicious groins, but analogous to primary 
treatment, the detection and treatment of occult inguinofemoral 
lymph node metastasis may improve prognosis. In women with 
surgically naïve groins, SLN biopsy can be considered. Despite 
a lack of data on oncological safety, it seems comparable to the 
primary situation when the tumor has been removed before the 
SLN biopsy. For those with a local recurrence who previously 
underwent a SLN, a repeated SLN procedure was shown to be 
feasible in one small retrospective study, although with lower 
detection rates. Further studies evaluating the feasibility and onco-
logical safety of a repeated SLN biopsy in locally recurrent disease 
are ongoing.144 145 In general, the recommendation is to perform an 
inguinofemoral lymphadenectomy. No further surgical groin staging 
is recommended in women without suspicious nodes on imaging 
who already underwent inguinofemoral lymphadenectomy (with or 
without radiotherapy) of the groins at primary treatment.

The prognosis after an isolated local recurrence is generally good, 
but impaired compared with women without recurrence, with a 
5-year survival of about 60%, and with an increased risk for further 
recurrences.130 134 146 147 In case of occult lymph node metastasis 
diagnosed by surgical groin staging, recommendations for post-
operative radiotherapy analogous to treatment in primary disease 
apply. In women previously treated by inguinofemoral radiotherapy, 
no adjuvant therapy is recommended if complete resection of the 
involved nodes has been performed. When residual disease is left 
behind, re-irradiation (with dose-adaption) with or without concur-
rent chemotherapy could be considered.

Inguinofemoral nodal recurrence
In 9–38% of cases, the recurrence is localized in the inguinofemoral LN. 
Especially at risk are women with primary lymph node metastases.134 148 
Inguinofemoral nodal recurrences tend to occur earlier than local recur-
rences, almost all within 2 years.125 130 The prognosis is generally poor 
with a 5-year survival rate of only 0–20%, and possibly dependent on 
previous treatment.149 150 In a small retrospective study, eight of ten 
women who previously had been treated by sentinel node biopsy only 
were still alive 22 months after complete resection of the involved lymph 
nodes followed by chemoradiotherapy.151

Evidence about the best treatment is scarce, with data derived 
from small cohorts.149–151 Best results were achieved with a combi-
nation of surgery and chemoradiotherapy.151

Distant recurrence
Isolated distant recurrences are rare and occur mostly within 
2 years.137 Limited treatment options exist, and survival is 
dismal.112 124 134 137 152 153 Isolated distant recurrence is rare, and 
surgery or stereotactic radiotherapy can be considered for oligo-
metastatic disease.

Recommendations
General recommendations

►► All patients with a recurrence after primary vulvar cancer 
should be discussed by a multidisciplinary team and treated at 
a specialized center [V, B].

►► Before treatment of recurrent disease, vulvar examination, with 
biopsies from all suspicious areas, is recommended. Evaluation 
with ultrasound, MRI, and/or CT (or 18F-FDG-PET) of the thorax/
abdomen/pelvis should be performed. When suspecting nodal 
or distant recurrence, a biopsy is recommended if feasible [V, 
B].

►► In case of incurable recurrent disease, early palliative care 
referral should be offered [V, B].

Treatment of local recurrence
►► For treatment of vulvar recurrence, radical local excision is 

recommended [IV, B].
►► Since many vulvar recurrences could be classified as new 

primary disease, arising from underlying pre-malignant skin 
conditions, surgical groin re-staging should be considered in 
clinically negative inguinofemoral lymph nodes [V, B].

►► In case of resection of the tumor with involved margins, re-ex-
cision (if feasible) or post-operative radiotherapy is recom-
mended [IV, B].

►► In locally advanced disease, definitive (chemo)radiotherapy 
is recommended in radiotherapy-naïve patients. In selected 
cases, pelvic exenteration can be considered [IV, B].

Treatment of inguinofemoral and pelvic lymph node recurrence
►► Preferred treatment of an inguinofemoral nodal recurrence is 

inguinofemoral lymphadenectomy or debulking of suspicious 
inguinofemoral lymph nodes, followed by (chemo)radiotherapy 
in radiotherapy-naïve patients [IV, B].

►► In case of pelvic lymph node recurrence with or without 
inguinofemoral lymph node recurrence, (chemo)radiotherapy is 
recommended [V, B]. Debulking of enlarged pelvic lymph nodes 
may be considered prior to commencing the treatment [V, C].

►► In previously irradiated women, complete resection and/or 
stereotactic radiotherapy can be considered for oligometastatic 
inguinofemoral/pelvic disease [V, B]. Systemic therapy may be 
an option when local therapies are not feasible [V, C].

►► Based on evidence from other squamous cell cancers such 
as cervical and anal cancer, the addition of radio-sensitizing 
chemotherapy to radiotherapy can be considered [V, B].

Treatment of distant recurrence
►► For treatment of distant metastases, systemic therapy may be 

considered [V, C].
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►► Stereotactic radiotherapy or surgery can be considered for 
oligometastatic disease [V, C].

Supportive care
The diagnosis and treatment of vulvar cancer can have significant 
physical and psychological impact on women, and it is essential 
that the potential consequences of treatment are discussed before 
and following treatment. These include psychosocial concerns, 
lymphedema, altered sexual function and body image, and, 
following radiotherapy, possible altered bowel and bladder function. 
A structured multidisciplinary program for functional rehabilitation 
and holistic care should be available either in the healthcare struc-
ture itself or through well-identified referral networks.

The diagnosis of cancer and the treatment can affect quality of life and 
the psychosocial needs of women need to be addressed throughout their 
pathway.154 Women should be informed of the predicted anatomical 
and physiological changes prior to treatment. Sexual health should be 
addressed as part of the follow-up program and access to sexual reha-
bilitation programs should be available in the healthcare structure. Pelvic 
radiotherapy can result in premature menopause in younger women, 
and hormone replacement therapy should be considered. Topical estro-
gens also can be considered for any women following treatment.

The risk of developing lymphedema depends on the extent of treat-
ment, with a low risk with SLN assessment, but the incidence ranges 
from 16.7% to 49.2% following inguinofemoral lymph node dissec-
tion and is significantly worse in women who have both surgery and 
radiotherapy.155 156 The GROINSS-V II study showed that SLN only and 
SLN+radiotherapy have a lower incidence than inguinofemoral lymph-
adenectomy with or without radiotherapy.85 Women with lower limb 
lymphedema can experience significant negative impact on cancer 
distress, self-image, quality of life, and daily activities.157 Information 
on how to reduce the risk of developing lymphedema should be avail-
able, including advice on exercice, weight loss, and prompt treatment of 
skin infections or insect bites. Those women who develop lymphedema 
should be referred to specialist lymphedema services for management. 
Lymphovascular anastomosis may be an option for women with severe 
symptoms, but this is only available in some specialized centers.158

Following radiotherapy, long-term changes include telangi-
ectasia, ulceration, fibrosis, and skin thickening. There can be 
changes to bowel or bladder function and referral to other services 
including gastroenterology or urology may be required if there are 
persisting symptoms impacting on quality of life.

Recommendations
►► Dedicated supportive services should be available in any 

specialized center for vulvar cancer treatment [V, B].
►► Women should be given information about potential conse-

quences of treatment and have multidisciplinary holistic 
support available at all stages of care [V, B].

►► Access to specialist psychosexual and psychosocial counseling 
services is required [V, B].

►► Patients should receive information on decreasing risk of 
lymphedema following inguinofemoral lymphadenectomy, with 
access to specialized lymphedema services if required [IV, B].

Palliative care
Despite treatment, vulvar cancer recurs in about 33% of cases 
with a 5-year survival rate after primary treatment of around 

70%. Prognosisis is most unfavourable in women with primary 
lymph node involvement.159 160 In case of distant or inoperable 
recurrence, therapeutic options are limited and quality of life is 
poor. Data about palliative and supportive care in vulvar cancer 
is very limited. However, considering that squamous cell carci-
noma represents the most common histotype (90% of cases), 
one may extrapolate data from cervical cancer experience in this 
challenging field.161 For almost a decade, the American Society of 
Clinical Oncology, WHO, and the Society of Gynecologic Oncology 
have recommended integrating dedicated palliative care services 
into oncological care early in the disease course for patients with 
advanced cancer.162–165 This was as a response to the randomized 
trial published by Temel et al, which showed that early integration 
of palliative care for patients with metastatic lung cancer resulted 
in better symptom control and quality of life, less aggressive end-
of-life care, and longer overall survival.166 Subsequent studies 
investigating the benefits of palliative care in the gynecological 
and general oncology populations demonstrated improvement in 
symptoms, quality of life, and clarity regarding goals of care at the 
end of life.167–170

Some retrospective studies on cervical cancer showed that even 
in tertiary care centers fewer than half of patients received palli-
ative care consultation, and those referred to palliative care were 
often evaluated late in their disease course.171–175 Palliative care 
referral was associated with fewer emergency department visits, 
inpatient stays, and intensive care unit admissions in the last 30 
days of life. Palliative care did not affect chemotherapy or radia-
tion administration within 14 days of death. Women evaluated by 
palliative care providers were less likely to die in the acute care 
setting.171 176 177 Among women with advanced gynecological 
cancer, suffering is highly prevalent and often severe and multi-
faceted.172 178–180 They may experience various types of symptoms 
that are refractory to basic palliative care, and therefore a group 
of international experienced experts from countries of all income 
levels created an augmented package of palliative care for gyneco-
logical/cervical cancer with which even refractory suffering can be 
relieved. The package consists of medicines, radiotherapy, surgical 
procedures, and psycho-oncologic therapies that require advanced 
or specialized training. Each item in this package should be made 
accessible whenever the necessary resources and expertize are 
available.181 182

The role of radiotherapy continues to be important due to its 
rapid pain relief and temporary regression with cessation of 
bleeding in the majority of patients. Indications include palliative 
treatment of local vulvar disease, lymph node metastases, and 
symptomatic distant metastases. Hypofractionated small-volume 
external beam radiation therapy can be used for treating primary 
disease in patients not fit for radical treatment and/or for symp-
tomatic metastases.183–186 Different doses and fractionations can 
be used, including 1×8 Gy, 5×4 Gy, quadshot regimen (3.3–3.7 Gy 
twice-daily × 4 fractions repeated at 2–4-week intervals for a total 
of 12 fractions). The role of systemic agents in a palliative setting in 
the treatment of vulvar cancer is limited. When available, treatment 
in clinical studies is recommended.112

Electrochemotherapy (where available) may have a role in the 
palliative management of vulvar cancer, especially when other 
therapies are no longer applicable, and may result in improved 
outcome and better quality of life. Electrochemotherapy is an 
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emerging treatment that is a feasible, easy to perform, and repro-
ducible procedure in patients with primary or recurrent vulvar 
cancer who are unable to undergo surgery. Survival after 1 year 
in this population was 50% and resulted in improved quality of 
life.187–191 Subgroup analyses showed worse quality of life in 
patients with stable or progressive disease, posterior site, and 
multiple or larger than 3 cm nodules.

Recommendations
►► Early palliative care referral is strongly recommended as an 

important step towards improved symptom control and end-
of-life care [III, A].

►► Radiotherapy is indicated for palliation of symptoms related 
to pelvic disease including bleeding, ulceration, pain, and/or 
systemic disease [IV, B].

►► Hypofractionated small-volume external beam radiation 
therapy can be used for treating primary disease in patients not 
fit for radical treatment or in pre-irradiated, inoperable patients 
[IV, B].

►► Palliative surgery can be considered in selected cases [IV, B].

Algorithms

Work-up

‍ ‍ 

Primary treatment of early-stage vulvar cancer

‍ ‍

Adjuvant treatment of early-stage vulvar cancer

‍ ‍ 

Treatment of locally advanced vulvar cancer

‍ ‍ 
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