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Abstract

Recurrent disease occurs in 12–37% of patients with vulvar squamous cell carcinoma 
(VSCC). Decisions about treatment of recurrent VSCC mainly depend on the location 
of the recurrence and previous treatment, resulting in individualized and consensus-based 
approaches. Most recurrences (40–80%) occur within 2 years after initial treatment. 
Currently, wide local excision is the treatment of choice for local recurrences. Isolated 
local recurrence of VSCC has a good prognosis, with reported 5-year survival rates of up to 
60%. Groin recurrences and distant recurrences are less common and have an extremely 
poor prognosis. For groin recurrences, surgery with or without (chemo)radiotherapy is a 
treatment option, depending on prior treatment. For distant recurrences, there are only 
palliative treatment options. In this review, we give an overview of the available literature 
and discuss epidemiology, risk factors, and prognostic factors for the different types of 
recurrent VSCC and we describe treatment options and clinical outcome. 
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1. Introduction

Vulvar cancers account for 3–5% of all gynecological malignancies, with an annual 
incidence of 1–2 per 100,000 women (1-4). The incidence of vulvar cancer increases 
with age, with a peak incidence in the seventh decade (1, 3). The overall incidence of 
vulvar cancer has risen over the last decade, probably because of an increase in human 
papilloma virus (HPV) infections and higher life expectancy (5). Around 80–90% of 
these tumors are squamous cell carcinomas. Malignant melanoma, Bartholin gland 
carcinoma, invasive Paget’s disease, and basal cell carcinoma are less frequent. Other 
tumor types, such as sarcomas and verrucous carcinomas, are extremely rare (1-3). 

Five-year survival for early-stage VSCC is about 80–90% (1, 6). Prognosis is strongly 
dependent on the presence of lymph node metastases (3, 6-9). Therefore, the International 
Federation of Gynecology and Obstetrics (FIGO) staging system was changed in 2009 
(Table 1) (10). Tumors with negative lymph node status can be regarded as low risk, 
regardless of tumor diameter and expansion to the vagina and/or urethra. By contrast, 
the number, size, and extranodal growth of involved lymph nodes are important 
prognostic factors. An increasing number of positive lymph nodes, a larger diameter of 
nodal metastases, and extranodal growth are significantly related to worse survival (11).
   
Table 1: FIGO staging system  of vulvar cancer

Stage

I
Tumours confined to the vulva or perineum, no nodal metastasis
Ia: Tumour ≤ 2 cm with stromal invasion ≤ 1 mm
Ib: Tumour > 2 cm or stromal invasion > 1mm

II
Tumour of any size with extension to adjacent perineal structures (lower urethra, lower vagina, anus), 
no nodal metastasis

III

Tumour of any size with or without extension to adjacent perineal structures (lower urethra, lower 
vagina, anus), with inguino-femoral nodal metastasis
IIIa: 1 node metastasis (≥ 5 mm) or 1-2 node metastasis(es) (< 5 mm)
IIIb: ≥ 2 node metastases (≥ 5 mm) or ≥ 3 node metastases (< 5 mm)
IIIc: node metastases with extra-capsular spread

IV
Iva: Tumour invades any of the following: upper urethra and/or vaginal mucosa, bladder mucosa, 
rectal mucosa, or fixed to pelvic bone, or fixed or ulcerated inguinofemoral nodes
IVb: Any distant metastasis including pelvic nodes

Carcinogenesis of VSCC can be subdivided into two different pathways. One pathway 
is associated with lichen sclerosus (LS) and usually occurs in older patients (55–85 years) 
(4, 12-18). This pathway accounts for around 70% of all VSCC. Differentiated vulvar 
intraepithelial neoplasia (dVIN) is the presumed precursor lesion found in this type 
of VSCC. It has been suggested that untreated dVIN has a high malignant potential, 
probably as high as 80% (19). The other known pathway is human papilloma virus 
(HPV) dependent and accounts for around 30% of all VSCC. The most prevalent HPV 
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types found in VSCC are HPV16 in 60–78% of cases followed by HPV18 in 5–16% 
(13, 14, 16-18, 20-25). This pathway usually occurs in younger patients (35–65 years) 
and is associated with vulvar high grade squamous intraepithelial lesions (HSIL, formerly 
referred to as usual type VIN) and smoking. Untreated vulvar HSIL has a lower rate of 
progression to VSCC (9–16%) (15, 19) compared to dVIN. Although most VSCC are 
HPV independent, dVIN accounts for only 2–10% of all reported VIN lesions (15, 25). 
The low prevalence of dVIN may be explained by the belief that it progresses rapidly 
to VSCC. Another explanation may be that dVIN is an underdiagnosed and therefore 
underreported lesion due to its subtle clinical and histological features. Although 
dVIN has been described already in 1961 by Abell et al. (26),  it is only recently that 
dVIN has been recognized and regarded as a distinctive diagnosis by clinicians as 
well as pathologists (15). Recently, the International Society for the Study of Vulvar 
Disease (ISSVD) published a new classification system for VIN. The new terminology 
discriminates between HPV-dependent low-grade squamous intraepithelial lesions 
(LSIL; i.e., flat condyloma or HPV effect) and high-grade squamous intraepithelial 
lesions (HSIL) on the one hand, and the HPV-independent precursor dVIN on the 
other (Table 2) (27). Because precursor lesions are frequently found in the presence of 
VSCC, clinicians should take the phenomenon of “field cancerization” into account: 
the majority of “recurrences” maybe considered “de novo” tumors in a background of 
epithelial changes already at risk for the development of malignancy (19, 28, 29).

Table 2: Old and new terminology of vulvar squamous intraepithelial lesions

ISSVD 1986 ISSVD 2004 ISSVD 2015

VIN 1 Flat condyloma or HPV effect LSIL

VIN 2

VIN 3

VIN, usual type (uVIN) HSIL

Differentiated VIN (dVIN) VIN, differentiated type (dVIN) VIN, differentiated type (dVIN)

ISSVD:  International Society for the Study of Vulvovaginal Disease
VIN: Vulvar Intraepithelial Neoplasia
LSIL: Low grade squamous intraepithelial lesion
HSIL: High grade squamous intraepithelial lesion

Surgery is the cornerstone of treatment for primary VSCC (1, 2, 4). Surgery for tumors 
infiltrating >1 mm generally consists of wide local excision with full uni- or bilateral 
inguinofemoral lymphadenectomy (IFL) or sentinel lymph node (SLN) biopsy. A full 
IFL is defined as the surgical removal of all lymph node–bearing fatty tissue of the 
superficial inguinal and deep femoral loge medial to the fossa ovalis. SLN biopsy is 
considered safe in a selected group of patients with VSCC: those with a unifocal vulvar 
tumor <4 cm without enlarged or clinically suspected groin lymph nodes upon palpation 
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and imaging (30). Adjuvant radiation therapy is indicated for close or involved surgical 
margins and lymph node involvement depending on the size and number of nodal 
metastases and the presence of extranodal growth. Concurrent chemoradiotherapy in 
a neoadjuvant setting is recommended, especially for downsizing of bulky disease, in 
particular when the urethra or anus are involved (2, 3, 30-33). Despite these treatment 
modalities, recurrence rates are still high: 12–37% (7, 34). Furthermore, prognosis of 
patients with recurrent VSCC has not improved over the past decades, with a reported 
5-year survival rate of 25–50% (34-38). 

There are several challenges in the treatment of recurrent VSCC. Most VSCC patients 
are over 60 years of age, with significant comorbidity. Moreover, treatment of recurrent 
VSCC is associated with a high risk of developing complications (5, 25). The choice of 
treatment for recurrent VSCC is determined by the localization of recurrence and prior 
treatment (8, 34, 39). Nevertheless, the literature is relatively scarce and clear guidelines 
for the treatment of recurrent VSCC are lacking (40-42). In this review, we present an 
overview of the available literature on known risk factors for recurrence and treatment 
options for recurrent VSCC, including associated morbidity and clinical outcome. 

1.1 Data sources
We performed an extensive search on PubMed, Embase, Web of Science, Cochrane, and 
ScienceDirect. After consulting a medical librarian, we formulated a combination of 
Medical Subject Headings (MeSH) and free text words. Our search included the terms 
vulvar neoplasm, vulvar carcinoma, vulvar neoplasia, groin, metastasis, and recurrence. 
The electronic search was complemented by a manual search of reference lists for relevant 
publications. In addition, we collected information from national and international 
oncological guidelines and checked study books for further data (4, 40-44). 
A total of 1303 articles were identified. All articles were assessed by two independent 
authors (LN and FB) on title, abstract, or full article. Inclusion criteria were original 
articles that reported on treatment of recurrent VSCC (either local, groin or distant 
recurrences). To avoid inclusion of too small studies we chose to only report studies that 
included a minimum of respectively 20 or 10 patients (local or groin recurrence). After 
exclusion of articles based upon title and abstract 67 articles remained of which the 
full article was judged. Finally, twenty-four articles met our inclusion criteria and were 
included in this review. 

1.2 Terminology
There is no clear definition of local VSCC recurrence in the current literature. There is 
no consensus on the minimum or maximum time span until local recurrence and on the 
distance between recurrent disease and the initial or primary vulvar tumor. Some authors  
define local recurrence as the new appearance of a tumor after therapy with radical intent 
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and a disease-free period of at least 6 months (45). Rouzier et al.  defined three patterns 
of local recurrence: primary tumor site recurrence, remote vulvar recurrence (>2 cm 
from the primary tumor site), and skin bridge recurrence (9). Because documentation 
of the exact location of the primary tumor is often equivocal, the distance to the primary 
site to define recurrence is difficult to assess. In ongoing and future prospective studies, 
introduction of digital cameras may be helpful in reporting the exact location of the 
tumor. Another point of discussion addresses the time span that should be used to 
define tumor recurrence versus de novo tumor. Most recurrences occur within 2 years 
after primary treatment, so recurrences after 2–3 years might be considered de novo 
tumors (34, 46).  

For this review, we defined a local recurrence as a “new or de novo” tumor on the vulva 
after primary treatment of VSCC, irrespective of location on the vulva, distance from 
the primary tumor, or time interval from initial therapy to recurrence. We stand by this 
definition because differences in these features were not described clearly in the available 
literature. A groin recurrence is defined as any (recurrent) lymph node metastasis in the 
groin(s) with or without the presence of a local recurrence after initial treatment for 
VSCC. A skin bridge recurrence is considered a special type of locoregional recurrence 
and is defined as a new tumor in the dermis in the intervening skin between the operated-
on vulva and the ipsilateral groin region. Distant or metastatic recurrence is defined as 
any recurrence beyond the vulva or groins, whether or not asynchronous with a local or 
groin recurrence.  Pelvic recurrences are considered distant recurrences.
 



Risk factors and treatment for recurrent vulvar squamous cell carcinoma

75

C
ha

pt
er

 4

2. Epidemiology and risk factors

Recurrences of VSCC occur in 12–37% of patients after initial treatment, depending on 
tumor stage at initial diagnosis (7, 34); 40–80% of all recurrences occur within 2 years 
of initial treatment (1, 34). Outcome for patients who had recurrences within 2 years 
after initial surgery is worse compared to patients who had recurrences >2 years after 
initial treatment (8, 47). In a prospective study of 143 patients with VSCC, Stehman 
et al. found a median time until local recurrence of 35.9 months: 19% of the VSCC 
recurred in the first year after therapy, and 28.6% recurred in the first 2 years after 
therapy. All patients included in this study underwent surgery to remove the local 
tumor, consisting of a modified radical hemivulvectomy or radical vulvectomy. Primary 
groin treatment consisted of superficial inguinal lymphadenectomy in 120 patients and 
groin irradiation in 23 patients (38). Another study identified local recurrences in the 
first year after treatment in 39% of patients, with an equal distribution during the 
following years (45). A recently published study reporting long term follow-up data 
of the GROINSS-VI study in patients with unifocal VSCC found a local recurrence 
rate of 27% after 5 years, with a median time to local recurrence of 33 months (range 
2–128 months). The reported local recurrence rate at 10 years was as high as 40%. 
This ‘recurrence’ rate after 10 years was even higher than expected later in the course 
of disease (48). Mean follow-up after initial treatment was shorter in most previous 
studies compared to the long-term follow-up of the GROINSS-VI study. This might 
have underestimated the true incidence of recurrent disease. Furthermore, it still can be 
argued whether recurrent disease after several years must be regarded as true recurrence 
or de novo disease. Because of late “recurrences”, several guidelines advise lifelong follow-
up after treatment for VSCC (41, 42). Routinely scheduled follow-up leads to detection 
of smaller local recurrences in a considerable proportion of patients (49). The median 
time until recurrence in the groin is 7 months. The majority of the groin recurrences 
(67–73%) occur in the first year after initial treatment (38, 45, 48). Distant recurrences 
predominantly occur within 2 years after initial treatment (45, 48).

2.1 Local recurrence
The incidence of isolated local recurrences is 20–23% (45, 48, 50). More than 50% 
of all recurrences are local (7, 8, 34, 38, 45, 51); they are mainly isolated or associated 
with the groin or distant recurrences (7, 38, 45, 51). Univariate risk factors for local 
recurrence are higher age (50, 51), greater tumor size (34, 51-53), a multifocal tumor 
(52), depth of invasion >2 mm (9, 51, 54, 55), lymphovascular space invasion (52), and 
the presence of lymph node metastases at initial treatment (6, 45, 51). Except for greater 
tumor size, all of these risk factors are independent risk factors for local recurrence in 
multivariate analyses. A recent study identified the presence of perineural invasion as an 
independent pathological risk factor for local recurrence (56). The presence of lymph 
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node metastases at initial treatment may reflect a more aggressive biological behavior of 
the tumor and therefore also a poor prognostic factor for local recurrence. Few studies 
have reported on the presence of precursor lesions as risk factors for local recurrence. 
Two studies found that LS is a risk factor for recurrent disease (50, 57). One study 
compared the presence of associated HSIL as a prognostic factor for recurrence with 
the absence of associated HSIL (relative risk 2.30, p<0.019) (52). Another study found 
that the presence of HSIL in the surgical margins resulted in a 3-fold higher risk of 
recurrence (p=0.03) (58). The width of the tumor-free margin status is one of the most 
clinical important and controversial topics in vulvar cancer treatment. Although it is 
obvious that a tumour positive margin is associated with an increased local recurrence 
rate, the association of the width of the tumor-free margin and local recurrence rate is 
less clear  (46, 59-63). Heaps et al. (59) found that increasing tumor-free margins were 
associated with a decrease in the local recurrence rate in a group of 135 patients. In 
patients with a tumor-free margin of <8 mm, there was a 48% risk of local recurrence, 
compared to a 0% local recurrence rate for patients with a tumor-free margin of >8 mm 
(59). However, subsequent studies yielded varying results with regard to the tumor-free 
margin and the risk of local recurrence (46, 60-63). Moreover, in most of these studies, 
the difference between “true recurrences” and “de novo” tumors was not taken into 
account. Future studies should focus on investigating  the optimal tumor-free margin 
for prevention of local recurrences. 

2.2 Groin recurrence
In 9–38% (average 22%) of patients with recurrent VSCC, the groin is the site of 
recurrence (6, 34, 38, 50, 51, 64-66). Patients with lymph node involvement at initial 
diagnosis have a higher risk of developing a groin recurrence (6, 38, 50, 51, 64, 66). 
In patients with negative lymph nodes at initial diagnosis, the groin recurrence rate is 
estimated to be extremely low (0–2%), while for patients with positive lymph nodes, 
this risk is as high as 29–40% (30, 51, 64, 65). SLN procedure of the groin is the 
preferred staging in patients with unifocal disease <4 cm without enlarged or clinically 
suspected lymph nodes (30). In all other primary cases and local recurrences without 
earlier IFL a full IFL should be performed. The risk of groin recurrence can be reduced 
considerably with adjuvant radiotherapy to the inguinofemoral and pelvic region (3, 
67-69). Because radiotherapy was not always applied routinely in case of positive nodes, 
in particular in older studies, the groin recurrence risk could be overestimated compared 
to today’s standard treatment. Adjuvant radiotherapy is recommended in patients with 
lymph node involvement when there are two or more positive lymph nodes or in case 
of extracapsular extension (3).

The number of positive lymph nodes is also a strong risk factor for groin recurrences (7, 
62, 65, 70, 71). Hacker et al. found that patients with more than three positive lymph 
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nodes had a 33% risk of groin recurrence, compared to 2.9% for patients with less than 
three positive lymph nodes (70). Three studies described the impact of the number of 
removed lymph nodes at IFL on groin recurrence rate, with higher risk of groin recurrences 
and/or poorer survival after removal of less than 9–12 lymph nodes (72-74). However, 
it should be taken into account that removal of more lymph nodes and/or ultrastaging 
will lead to the identification of more and possibly otherwise-undetected lymph node 
metastases (72, 75). This could be a possible source of bias in the reported results. Other 
prognostic clinicopathological variables for groin recurrences are advanced FIGO stage 
(50), size of the lymph node metastases (7, 31, 76), and extracapsular nodal spread (7, 
54, 71). In addition, groin treatment limited to superficial groin node dissection instead 
of a full IFL is associated with an increase in groin recurrences (77).  The SLN procedure 
has been proven safe in these patients (403 patients in the GROINSS-V-I study), with 
a recurrence rate of 2.3% in patients with a negative SLN (30). In addition, the risk 
of groin recurrence is associated with the size of lymph node metastasis. Oonk et al. 
found lower disease-specific survival for patients with SLN metastases >2 mm (69.5%) 
compared to patients with SLN metastases ≤2 mm (94.4%, p=0.001) (31). 

2.3 Distant recurrence
Distant recurrences are found in approximately 8% of patients with recurrent disease, 
and most distant recurrences occur within the first 2 years after treatment (84%) (6, 
34, 45). The most common distant recurrence is pelvic recurrence (5–19% of the 
recurrences), which nearly always occurs together with a groin recurrence. Incidence 
of pelvic recurrence is dependent on treatment strategy as was shown by Homesley et 
al (68). In this study, 114 eligible patients with VSCC and positive groin nodes after 
radical vulvectomy and bilateral lymphadenectomy were randomized to receive either 
radiation therapy or pelvic node resection. In the radiotherapy group 68% remained free 
of recurrence, and rates of groin and pelvic recurrence were 5.1 and 6.8%, respectively. 
In the pelvic node dissection group, 55% remained recurrence-free, while rates of groin 
and pelvic recurrence were 23.6 and 1.8%. The estimated two-year survival rates were 
68% for the radiation therapy group and 54% for pelvic node resection group (68). 
Multiple-site recurrences are described in about 14% of patients with recurrent disease 
(34, 45). Advanced stage of disease is a risk factor for the development of distant as well 
as multiple-site recurrences (7, 45, 50, 66). 

2.4 HPV as a risk factor
In the last few years, more data have become available on the role of HPV in 
carcinogenesis. Infections with HPV have been linked to the development of vulvar, 
vaginal, cervical, anal and head and neck cancer, especially oropharyngeal malignancies 
(78-82). Like squamous cell carcinoma of the head and neck, VSCC can be subdivided 
into two different types: HPV independent and HPV dependent (13, 17, 19). For head 
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and neck carcinomas, it has become clear that these two types are clinically distinct 
with regard to response to treatment and survival outcome, with HPV positivity as a 
favorable prognostic biomarker (78-80). 

There are conflicting data about the role of HPV status as a prognostic factor in VSCC. 
An overview of studies on the presence of HPV and impact on prognosis is given in table 3 
(13, 16-18, 20, 22-25). The presence of HPV DNA can be detected by PCR (sequencing 
or INNO-LiPA) or in situ hybridization. HPV-independent VSCC are more common 
and seem to have a higher recurrence rate (mean 44%) and worse overall survival (mean 
60%) compared to HPV-dependent VSCC (mean 26% and 78%, respectively), although 
no definitive conclusions can be drawn because of varying results and different definitions 
of HPV positivity (16, 17, 20, 22). VSCC associated with HSIL have a better prognosis 
with regard to local recurrence, disease-free survival, and overall survival compared to 
VSCC associated with LS and/or dVIN (15, 25, 83). One possible explanation for the 
prognostic difference between HPV-dependent and HPV-independent VSCC might be 
due to a better response to treatment of HPV-dependent cancers as has been shown in 
head and neck squamous cell carcinoma (78, 79). Of the studies included in table 3, only 
the study of Alonso et al. reported on the specific treatments in HPV+ and HPV- VSCC 
and found no differences between the two groups (13).

2.5 Prognosis
In general, 5-year survival for recurrent VSCC is reported to be 25–50% compared 
to 50–90% for patients with primary VSCC (40, 47, 52, 84, 85). Prognosis is mainly 
influenced by the presence of groin metastases at initial diagnosis. In addition, age, 
comorbidity, advanced FIGO stage, and tumor characteristics are important factors 
for prognosis and outcome (8, 9, 45, 46, 48, 50, 51, 64, 76, 84, 86). More recently, 
morphological factors such as spindle cell morphology and molecular changes, especially 
mutations in HRAS, were shown to be associated with poor prognosis in VSCC (87-
89). Furthermore, prognosis is influenced by the site of recurrence and the time interval 
between initial diagnosis and recurrent disease. Five-year survival after diagnosis of 
recurrent disease for patients with early local recurrence (<24 months after primary 
treatment) was 53%, compared to 76% for patients with late local recurrence (>24 
months after primary treatment) (p=0.05) (48, 90).  The prognosis for patients with 
groin and/or skin bridge recurrence of VSCC is very poor with 5-year survival rates 
of only 0–10% (34-36, 50, 85, 91-94). However, a recently published study found an 
overall survival rate of 50% after 7 years for patients with a groin recurrence (95).
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3. Diagnosis and clinical evaluation

Symptoms of local recurrences differ, and patients may be asymptomatic. The diagnostic 
workup of patients with recurrent VSCC includes a complete medical history and full 
gynecological examination. All clinically suspect vulvar areas should be biopsied to 
confirm diagnosis and to glean information about the extent of disease. Fine-needle 
aspiration of suspected groin lymph nodes is needed to confirm the diagnosis (2, 4, 34, 
96). For assessment of regional and distant metastases, computed tomography (CT) 
scans of the pelvis, abdomen, and chest are recommended (2, 4, 96). A positron emission 
tomography–CT scan may be considered for patients in whom other radiological 
imaging is inconclusive (2, 34, 96). If there is locally advanced recurrent VSCC, a 
cystoscopy and/or proctoscopy should be considered (40, 41). 

4. Local recurrence 

Surgery is the cornerstone of treatment for local recurrent VSCC (4, 8, 34, 96). Surgical 
treatment of local recurrences becomes more difficult with increasing tumor size, 
especially when the tumor is close to the anus or urethra. Furthermore, prior surgery with 
changed anatomy and, in particular, earlier radiotherapy can influence skin healing and 
the risk of wound dehiscence or infection. Reconstructive surgery can be an indispensable 
component of surgical treatment, for example by using local (fasciocutaneous) skin 
flaps (97) or V-Y reconstruction skin flaps from the upper posterior thighs (98-100) 
or split-skin grafts (101). Surgery may be contraindicated based on comorbidity and/
or extensive previous surgery (1, 8, 34). In these cases, radiotherapy with or without 
concurrent chemotherapy may be considered, if not administered previously, preferably 
with the option of surgery for residual disease after downsizing (4, 102). Radiotherapy 
can be considered as an adjuvant or primary treatment (84). Chemotherapy is only 
indicated in combination with radiotherapy or as palliative treatment (102-104). A 
full IFL is considered standard treatment for the groins in cases of local recurrence 
infiltrating >1 mm, where primary treatment of VSCC did not comprise full IFL (8, 34, 
36). A recent article on the safety of SLN biopsy in local recurrent VSCC showed that 
a repeat SLN biopsy is technically challenging, but feasible. The safety of the procedure 
should and will be further investigated before it is implemented in the treatment of local 
recurrent VSCC (105). We found 12 retrospective studies on the treatment of local 
recurrent VSCC. Table 4 provides an overview of these studies, with characteristics, 
reported number of re-recurrences, and 5-year overall survival (36, 39, 47, 84, 90, 91, 
94, 102, 106-109). 
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4.1. Surgery
Patients who have an isolated local recurrence are good candidates for surgical treatment, 
unless there is a threat for the necessity of a colostomy. Eleven of the 12 studies on the 
treatment of local recurrent VSCC evaluated surgery alone as treatment for local recurrent 
VSCC. All 11 studies had a retrospective design. The largest study, published in 2006 by 
Weikel et al., included 201 patients (39). The other studies evaluated 13–81 patients. 
Surgery consisted of wide local excision, hemivulvectomy, or radical vulvectomy, with or 
without groin surgery. The type of surgery was based on the location and extent of the 
recurrence. The percentage of patients who developed a second recurrence was 28–50% 
(36, 39, 84, 90, 107-109), and 5-year survival was 20–79% (36, 39, 47, 84, 90, 94, 
106-108). The most often encountered complications were wound infection (40%), 
vaginal stricture, and urinary incontinence (91, 109).

In seven studies, 5-21 patients with local recurrent VSCC were treated with surgery 
and adjuvant radiotherapy (36, 47, 84, 90, 91, 94, 108). The indications for adjuvant 
radiotherapy are unclear. In these studies, the percentage of subsequent recurrences 
was 35–50%, with a 5-year survival of 35–79%. Most reported complications after 
radiotherapy were skin reactions, such as moist desquamation and skin ulceration. In 
some cases, interruption of radiation treatment was necessary (102).

Pelvic exenteration may be a curative treatment option when patients have extensive 
locally recurrent VSCC that is otherwise untreatable. Four studies have reported on pelvic 
exenteration as a treatment option in cases of local recurrent VSCC. Pelvic exenteration 
achieved good symptom control, with a reported mean overall survival of 11 months 
and 2-year overall survival of 57%. This extensive surgical procedure is associated with 
considerable morbidity, and most patients develop psychological problems due to major 
alterations in body image and loss of sexual function. Patient selection and extensive 
counselling is of utmost importance before pelvic exenteration is performed (110-113). 

4.2 (Chemo)radiotherapy
When surgery is not possible or may lead to high morbidity, (chemo)radiotherapy can be 
considered as a primary treatment for locally recurrent VSCC, but only if patients have 
not previously undergone radiotherapy. Therapy plans are individualized depending 
on the extent of disease and prior therapy, but they most often involve external beam 
radiotherapy (EBRT), in some cases with a brachytherapy boost. Seven retrospective 
studies were performed that included 5–20 patients treated with primary (chemo)
radiotherapy for locally recurrent VSCC (47, 84, 90, 102, 107-109). In general, 
treatment with primary (chemo)radiotherapy yields less favorable treatment results than 
surgery with respect to 5-year survival (20–60% versus 20–79%, respectively) (47, 109). 
It should, however, be emphasised that there is a high risk of bias with regard to therapy 
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selection and associated outcomes. Although most studies do not report on the selection 
of therapy, it is plausible that patients with worse clinical or tumor characteristics were 
selected more often for (chemo)radiotherapy instead of surgical therapy.  Radiotherapy-
associated side effects were  severe skin desquamation (20%) (102), radiation fibrosis 
(10%) (102), lymphedema (10%) (102), and, more rarely, radiation proctitis (3%). 
The additional value of concurrent chemoradiotherapy in recurrent VSCC is not well 
documented. However, this treatment strategy has been suggested to improve salvage of 
bulky locally advanced disease, with complete response rates as high as 64% (102, 114-
116). One study evaluated the efficacy and toxicity of chemotherapy alone (cisplatin 
and vinorelbine); it included nine patients with local recurrent VSCC and seven patients 
with a groin recurrence. A complete response was recorded in 27% of the patients and 
a partial response in 13%. Stable disease was observed in 27% of the patients and 
progressive disease in 33%. The median progression-free survival was 10 months (range 
3–17 months), and overall survival was 19 months (1–30 months). Toxicity of the 
treatment was high, especially hematological toxicity; 31% of the patients experienced 
WHO grade 3/4 leukopenia, 69% had neutropenia, and 24% had anemia. Other WHO 
grade 3/4 toxicities included nausea/vomiting in 62% of the patients, neurotoxicity 
in 38%, and alopecia in 62% (117). Chemotherapy as treatment for locally recurrent 
VSCC should only be considered as a last resort in a palliative treatment setting, with a 
small chance of response. 

5. Groin recurrence
Nearly all VSCC patients with a groin recurrence die of disease, and management 
is challenging (4, 6, 34, 38, 50, 51, 64-66). However, a recently published study on 
groin recurrences found a 50% survival rate after 7 years and the authors suggest that 
a groin recurrence should therefore no longer be considered a palliative situation (95).  
Choice of treatment is individualized and determined by the size of the tumor, previous 
treatment, and time interval to recurrence (34, 38, 64, 66). We found a total of 7 studies 
that reported on the treatment of groin recurrences in VSCC patients. All studies had a 
retrospective design (35, 36, 85, 91-93, 95). Patients included in the studies had local 
and groin recurrences,  isolated groin recurrences or groin and pelvic recurrence. An 
overview of the studies and their results is provided in table 5. Median survival was 3–19 
months, with overall survival rates of 0–50%.
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Surgery, followed by radiotherapy when possible, is currently the treatment of choice if 
the patient is in good general health. Primary radiotherapy for a groin recurrence can 
be considered as alternative treatment, but almost never leads to a cure (35, 118, 119). 
Five studies report on surgery, either alone or in combination with radiotherapy, as a 
treatment for groin recurrences. Surgical treatment consisted of full IFL or debulking of 
the groin recurrence(s). Radiotherapy consisted of external beam therapy. Some patients 
in these studies received primary radiotherapy. In general, the recommended dose for 
radiotherapy is 46–50 Gy in fractions of 1.8–2.0 Gy, with a boost to 56–60 Gy to the 
site of the involved lymph node(s), especially in cases of extracapsular extension, and to 
64–66 Gy to macroscopic residual disease. One study combined surgery with chemo- 
and radiotherapy in 10 of the 30 included patients. Which chemotherapy was not 
specified by the authors (95). Progression-free survival and overall survival was low, with 
median survival rates varying from 6 to 16 months. Only a few patients survived for >5 
years without evidence of disease after treatment (35, 36, 85, 91). However, in the most 
recently published study a five-year survival of 50% was found. Especially patients who 
underwent combined therapy, surgery with (chemo)radiotherapy had a better overall 
survival after groin recurrence in comparison to patients with single-mode therapy (HR 
0.25, p=0.037)(95).  Earlier studies already suggested better outcomes for concurrent 
chemoradiotherapy, also based on efficacy of the treatment for advanced primary disease 
(115, 120). Concurrent chemoradiotherapy is recommended for treatment of (bulky) 
groin recurrence, followed by resection of the residual tumor if feasible (120-122). 
Chemotherapy as a stand-alone treatment for groin recurrence is only considered in a 
palliative setting, when surgery or radiotherapy are not advisable (92, 93). Two studies 
evaluated palliative treatment of a groin recurrence with chemotherapy alone. These 
studies found a median progression-free survival of 2.6–4 months, with a median overall 
survival of 7–9 months (92, 93). In other words, palliative chemotherapy for groin 
recurrences yields short response rates with substantial side effects. 

5.1 Skin bridge recurrence
Skin bridge recurrence can be considered a special type of locoregional recurrence, with a 
clinical course comparable to groin recurrence and an extremely poor prognosis, despite 
treatment with surgery and/or radiotherapy. It has been hypothesized that skin bridge 
recurrences evolve from metastatic tumor emboli in lymphatic vessels arrested in their 
migration (9). Skin bridge recurrences in vulvar cancer are uncommon, but they are 
relevant because of the poor outcome. The incidence has been described as 0–9% (9, 36, 
46, 47, 50, 123). Since the introduction of a surgical approach with separate incisions 
(instead of “en-bloc” surgery), there has been an increased incidence of skin bridge 
recurrences (46). De Hullu et al. investigated the prevalence of groin and skin bridge 
recurrences in 253 VSCC patients primarily treated with surgery. Group I underwent 
radical vulvectomy with en bloc IFL, and group II underwent wide local excision with 
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IFL through separate incisions. The prevalence of skin bridge recurrences was 6.3% 
in group II compared to 1.3% in group I (p=0.029)(46). Rose et al. found five skin 
bridge recurrences in a group of 126 patients (3.9%) with VSCC (123). Rouzier et al. 
investigated relapses and prognostic factors associated with skin bridge recurrences. They 
found that margin status (p=0.001) and tumor size >2 cm (p<0.05) were significantly 
associated with the occurrence of skin bridge recurrences. Seven patients had a skin 
bridge recurrence out of a group of 215 VSCC patients. None of the seven patients were 
alive after 1 year (9). On the other hand, Woolderink et al. reported on 125 patients 
with VSCC; none had a skin bridge recurrence (50). In conclusion, literature on skin 
bridge recurrences is limited and prognosis is still very poor.  

6. Distant recurrence  

Patients with distant recurrence have a very poor prognosis. There is no standard 
therapy for these patients, and treatment is always palliative (85, 96). In cases of 
isolated recurrence in the pelvis, radiotherapy or concurrent chemoradiotherapy can 
be considered. Patients with para-aortic nodal recurrences can be treated with radiation 
therapy to relieve symptoms. Radiation can also be used for palliation of pain due to 
bone metastasis. Some studies have evaluated chemotherapy for patients with metastatic 
vulvar cancer, often as a last resort if patients are not amenable to surgery or radiotherapy. 
These studies are summarized in table 6 (85, 93, 102, 124). The most commonly 
used agents are paclitaxel, bleomycin, cisplatin and 5-fluorouracil,  but large series are 
lacking. Although some regimens were associated with limited clinical activity, response 
rates were low, with complete response rates of 7–20% (93, 102) and partial response 
rates of 7–80% (93, 102, 124). Other patients had stable or progressive disease during 
chemotherapy (85, 93, 124). Response was usually short, with a median survival of 4–7 
months. Response rates of recurrences in irradiated areas are even lower.

Recently, EGFR targeting therapy has been suggested as a therapeutic option in the 
treatment of patients with distant recurrences. In a phase II trial on the effect of erlotinib 
(an inhibitor of the EGFR tyrosine kinase) 32 patients with distant recurrences were 
included. Eight patients were treated with one cycle of 28 days oral erlotinib followed by 
surgery or chemoradiation (cohort 1) and 24 patients were treated with multiple cycles 
of oral erlotinib (cohort 2, mean 3.3 cycles). In cohort 1 35% of the patients showed 
a partial response to erlotinib therapy and in cohort 2 22% of the patients. Progressive 
disease was seen in 6% and 23% of the patients, respectively. Other patients had stable 
disease or were unevaluable, because they failed to complete a minimum number of 
cycles of therapy due to serious adverse events. Adverse events included an allergic 
reaction, diarrhoea, dehydration, electrolyte abnormalities, gastro-intestinal bleed and 
ischemic colitis (all grade 3 toxicity). Two patients experienced grade 4 acute renal 



Risk factors and treatment for recurrent vulvar squamous cell carcinoma

89

C
ha

pt
er

 4

Ta
bl

e 
6:

 C
he

m
ot

he
ra

py
 f

or
 p

at
ie

nt
s 

w
it

h 
di

st
an

t 
re

cu
rr

en
t V

SC
C

St
ud

y 
N

° 
pa

ti
en

ts
 d

is
ta

nt
 

re
cu

rr
en

t d
is

ea
se

C
T

 re
gi

m
en

R
es

po
ns

e
Su

rv
iv

al
N

ot
e

W
it

te
ve

en
, 2

00
993

8 
di

sta
nt

 
(2

2 
to

ta
l)

Pa
cl

ita
xe

l
C

R
 7

%
 

PR
 7

%
O

ve
ra

ll 
re

sp
on

se
 1

4%
 

M
ed

ia
n 

6.
9 

m
on

th
s 1

-y
ea

r 
su

rv
iv

al
 3

1%
4 

pa
tie

nt
s d

isc
on

tin
ue

d 
tre

at
m

en
t f

or
 

to
xi

ci
ty

R
aff

et
to

, 2
00

310
2

7 
di

sta
nt

C
isp

la
tin

 o
r C

isp
la

tin
 w

ith
5 

FU
C

R
 2

0%
 (1

/5
)

PR
 8

0%
 (4

/5
)

M
ed

ia
n;

 6
 m

on
th

s (
ra

ng
e 

2-
16

). 
M

ea
n;

 8
,2

 m
on

th
s.

Al
l p

at
ie

nt
s a

lso
 g

ot
 ra

di
ot

he
ra

py
. 

Fi
ve

 p
at

ie
nt

s w
er

e 
tre

at
ed

 w
ith

 
ch

em
ot

he
ra

py
 c

on
co

m
ita

nt
ly

 o
r  

ne
o-

ad
ju

va
nt

. 
T

ilm
an

s,
 1

99
285

11
 d

ist
an

t
5 

FU
, C

isp
la

tin
, 

Az
iri

di
ny

l-b
en

ze
qu

in
on

e,
 

et
op

os
id

e,
 d

ox
or

ub
ic

in
, 

cy
cl

op
ho

sp
ha

m
id

e

PD
 1

00
%

M
ed

ia
n;

 4
 m

on
th

s p
el

vi
c 

re
cu

rr
en

ce
 a

nd
 5

 m
on

th
s 

di
sta

nt
 re

cu
rr

en
ce

Al
l t

re
at

ed
 w

ith
 a

 p
al

lia
tiv

e 
in

te
nt

io
n

D
ur

ra
nt

, 1
99

012
4

10
 d

ist
an

t
Bl

eo
m

yc
in

, m
et

ho
tre

xa
te

 
an

d 
io

m
us

tin
e

6/
10

 (6
0%

) s
ho

w
ed

 
a 

pa
rt

ia
l o

r c
om

pl
et

e 
re

sp
on

se

ns
Ad

m
in

ist
er

ed
 to

 p
at

ie
nt

s i
ne

lig
ib

le
 

fo
r s

ur
gi

ca
l t

re
at

m
en

t. 
33

 %
 o

f t
he

 
pa

tie
nt

s d
isc

on
tin

ue
d 

tre
at

m
en

t d
ue

 
to

 se
ve

re
 to

xi
ci

ty
.  

C
T:

  
C

he
m

ot
he

ra
py

O
S:

  
O

ve
ra

ll 
Su

rv
iv

al
C

R
:  

C
om

pl
et

e 
Re

sp
on

se
PR

:  
Pa

rt
ia

l R
es

po
ns

e
SD

:  
St

ab
le

 d
ise

as
e

PD
:  

Pr
og

re
ss

iv
e 

di
se

as
e

N
S:

  
no

t s
pe

ci
fie

d



Chapter 4

90

failure (125). These results are promising and new studies regarding targeted therapies in 
VSCC patients with distant recurrences are expected in the next future. 

7. Summary and recommendations

In cases of local recurrence, surgical resection is the treatment of choice. If needed, 
combined with reconstructive and/or groin surgery. If primary surgery is not an option 
because of tumor growth adjacent to the urethra or anus, (chemo)radiotherapy can be 
a good alternative, either as definitive treatment or prior to surgery for downsizing the 
tumor. Chemotherapy alone is considered palliative treatment and is not recommended 
due to the low response rates and short duration of response.  The preferred treatment 
for groin and skin bridge recurrence is surgery, followed by radiation therapy if not 
previously irradiated. Concurrent chemoradiotherapy can be considered if primary 
resection does not seem feasible, either preoperatively for downsizing of a bulky groin 
recurrence or as definitive or palliative treatment. Distant recurrences of VSCC are 
rare, and treatment is only palliative. Chemotherapy can be considered, but it has low 
response rates. Future studies regarding targeted treatment in patients with metastatic 
VSCC are expected. Management of recurrent VSCC should be individualized and 
requires an experienced, multidisciplinary team approach in an oncological center. 
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