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Vulvar cancer is a disease for which treatment may carry significant
morbidity, but treatment failure causes significant mortality. Despite
radical surgery, the risk of local recurrence is significant [1]. Consider-
ation of vulvar recurrence risk factors is imperative, as long-term
follow-up from the GROINSS-V-I study demonstrated a significant
detriment to disease-specific survival at 10 years in the case of vulvar
local recurrence (90.4% vs. 68.7%), whereas previously only nodal
control was thought to impact survival [2,3]. Historically, pathologic
close margins have been defined as <8mm, which has led to the classic
recommendation of surgical margins greater than 1cm [4]. This recom-
mendation has been challenged as retrospective data have emerged
supporting the use of smaller resection margins due to an unclear
relationship between close tumor resection margins and the risk of
local recurrence [5,6].

In this issue of Gynecologic Oncology, Grootenhuis and colleagues ex-
plore pathologic predictors of local recurrence in vulvar cancer by retro-
spectively reviewing slides from consecutively treated patients from
2000-2010. While they include classic pathologic factors such as margin
status and tumor factors, they also incorporate the presence of prema-
lignant lesions in the margin and in the pathologic specimen. On multi-
variable analysis, pathologic tumor free margin distance did not predict
risk of local recurrence at three different cutoffs (eight, five or three mil-
limeters). Interestingly, the presence of premalignant lesions of both li-
chen sclerosis (LS) and differentiated vulvar intraepithelial neoplasia
(dVIN), either at the resection margin or adjacent to the tumor pre-
dicted the risk of local recurrence. For patients with both LS and dVIN
at the resection margin, the risk of local recurrence was the highest
(76.4% at 10 years after treatment; HR 2.76 with 95% CI 1.62-4.71).
Even patients with one or both precursor lesions simply in the patho-
logic specimen had a significantly increased risk of local recurrence
(albeit not to the magnitude seen for patients with precursor lesions
at the margin), suggesting that a field cancerization effect may play an
important factor role in increasing the risk of local recurrence [7].

The strengths of this study include standardized expert
gynecopathologic review and patients treated at a high-volume center
known for treatment of vulvar cancer. This study is also the first to
quantify the effect of precursor lesions on local recurrence risk using a
large series of patients treated consecutively. Given that no margin cut-
off could be identified above which the local recurrence risk was de-
creased, the authors advocate for lowering the recommended surgical
margins to three millimeters, though the ideal margin size remains an
open question.

This issue includes another retrospective study in which Bedell and
colleagues also examine the role of additional treatment for early-
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stage patients with positive or close surgical margins (<8mm). They
did not find a clear improvement in local recurrence-free survival for
patients who underwent re-excision or adjuvant vulvar radiation, al-
though the absolute number of patients receiving such additional ther-
apies was small. This study also has the distinction of being one of few to
focus on patients with early-stage disease, as the authors point out that
most studies examining margin status have included patients with all
stages of disease [8].

These studies raise two important considerations regarding clinical
recommendations for the treatment and surveillance of vulvar cancer.
First, given the significant morbidity associated with radical surgery
for vulvar cancer, it is worth questioning practice recommendations
which may not reduce the risk of local recurrence. The long-standing
recommendation of margins of at least one centimeter translate to a
surgery that is disfiguring and disabling. Using smaller margins, if
oncologically appropriate, could spare women from treatment-related
distress. Second, the identification of premalignant lesions which do
predict local recurrence highlights a feature of the disease process
which may be actionable and warrants future research. The identifica-
tion of dVIN may present a pathologic challenge and is an area where
education may be needed. Similarly, clinical recognition of this lesion
is also important. Grootenhuis and colleagues recommend excision of
lesions suspicious for dVIN and reexcision if dVIN is present in the
margin.

AKkey finding of GROINSS-V-I long-term follow-up is that local recur-
rence impacts disease-specific survival. The corollary to this would ap-
pear to be an escalation of treatment to prevent recurrence, such as
even larger margins with more extensive surgery, and/or a lower
threshold for adjuvant radiation. This is a difficult point to reconcile
with some of the findings of these two studies highlighted in this
issue of Gynecologic Oncology, as they seem to argue for a de-
escalation of treatment. However, other findings that are highlighted
(such as consideration of new pathologic factors which may more accu-
rately predict which women are at greatest risk of vulvar recurrence)
advance the field by illuminating potential avenues for increased effi-
cacy of therapy. The fact that local recurrence risk of vulvar cancer has
remained high for the last few decades highlights how vulvar cancer is
a disease where improved treatments and updated treatment guide-
lines are greatly needed. Consideration of any factors which may impact
this risk (such as HPV and dVIN) should be incorporated an updated
treatment algorithm. Classical teachings in the management of vulvar
cancer must be questioned and refined in order to improve outcomes
for a disease with significant morbidity and mortality for women
worldwide.
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