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Purpose Retrospective analysis was aimed to analyze patient’s characteristics and outcome with
vulvar carcinoma treated at our center.

Material and Methods All patients with histopathological proven carcinoma vulva, treated at our
hospital during the year 2002-2011, were retrieved and analyzed retrospectively. Clinical
presentation, treatment given, survival and complications were recorded. Overall survival was
determined with respect to stage of disease, histology, grade and lymph node status.

Results 29 patients with histologically proven squamous cell carcinoma were eligible for this
analysis. The median age was 58 years (range 32 to 75 years) and median follow up was 29 months
(range, 9 to 131 months). The patients with squamous cell carcinoma had Grade-I in 16 cases,
Grade-II in 9 and Grade-III in 4 patients. Five patients presented with FIGO stage I, 7 in stage 11, 10
in stage III and 7 with stage IV-A. 12 patients underwent surgery (simple vulvectomy 2, radical
vulvectomy and inguinal lymph node dissection 10. Ten patients received post-operative
chemoradiation and 5 of them were received post-operative radiotherapy alone. 17 patients treated
with definitive chemoradiation and 3 of them have received radiotherapy alone. All failures
occurred during first 2 years after completion of treatment. The 5 years overall survival was 44.8%
for all stages. Stage and nodal positivity were found to have significant impact on overall survival.
Conclusion  Overall survival is quite comparable to the reported series. Majority of patients
presents in locally advanced stages so multidisciplinary approaches should be used to have better
outcome.
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Introduction malignancies (1). Elderly post-menopausal
females are mostly affected with the median

Carcinoma of the vulva is one of the rare
malignancies of the female genital tract as it
accounts for only 3-5% of all gynecological
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age at diagnosis of 60years (range 50-70 years),
though its trend is also on the rise in younger
population and 10-15% cases are diagnosed
under 40years of age possibly due to HPV
infection (2,3). Vulvar carcinoma is also
reported in HIV infected patients (4, 5).
Majority of vulvar cancers are of squamous cell
variety accounting for more than 90% of cases.
Other rare malignant subtypes of vulvar area
include Basal cell carcinomas, melanomas and
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Table 1: Patients Characteristics

Attribute

Age Years
Median 58
Range 32-75
FIGO Stage No. of Patients
[ 5

Il 7

II1 10

I\Y% 7
Histological Grade No. of Patients
Well differentiated 16
Moderately differentiated 9
Poorly differentiated 04
Lymph Node Status % of Patients
Node Positive 42

Node Negative 58
Treatment Groups No. of Patients
Surgery alone 2
Surgery + PORT/POCRT 5
Pre-op CRT/RT + Surgery 5
Definite RT/CRT 17
Type of Surgery No. of Patients
Simple vulvectomy 2
Radical vulvectomy 10

sarcomas which in total comprise less than 5-7
% (6).

Different surgical series have shown that
inguinal nodes are involved quite frequently
reporting a figure of 6-50% and among these
patients with positive inguinal nodes, pelvic
nodal positivity also increases up to 30% (7). In
literature different parameters have been
described which determine prognosis in vulvar
cancer, the most significant among those is the
presence and number of inguinal lymph nodes
involvement (8).

Historically surgery has been the mainstay for
this disease with post-op radiotherapy
reserved for close or positive margin and nodal
positivity. Though, routinely practiced surgery
Radical vulvectomy with bilateral
inguinofemoral  lymph node dissection
improved overall survival but on the expense of
significant post-operative morbidities,
disfigurement and mutilation (9, 10). Such
complications forced oncologists towards more
conservative surgery. Now a day wide local
excision with adequate margins and ipsilateral
inguinal dissection is routine practice for
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unilateral tumors. Locally advanced disease has
always been a major therapeutic challenge.

In recent years multimodality treatment
concept has emerged on oncology horizon and
has gained much popularity in loco regionally
advanced disease, such as fixed or ulcerated
nodes (11-13). Attempts to remove such
advanced disease have yielded dismal results in
terms of survival. For such unresectable disease
progression is inevitable. Combined modality
approach using concomitant chemo radiation
followed by surgery has been explored
extensively.

Despite good functional outcome and better
local control with this approach still compliance
is poor due to significant side effects. To cope
with compliance issue, split course chemo
radiation has also been used with acceptable
toxicity and comparable outcome (14).
[lliteracy and socioeconomic constrains in
developing countries like Pakistan are major
factors for late presentation which in turn leads
to loco regionally advanced disease. So
management is always hampered by such
factors.

Objective of this retrospective analysis is to
determine the patient’s characteristics and
disease outcome in terms of prognostic factors
and overall survival in our population.

Materials and Methods

Records of all patients with vulvar cancer who
presented to Radiation department Shaukat
Khanum Cancer Hospital & Research Centre
(SKMCH & RC) between 1st Jan 2002 and 31st
Dec 2011 were analyzed retrospectively.
Ethical clearance was obtained from ethical
committee of SKMCH & RC, Lahore, Pakistan.
Prior to collection of the case notes, clinical
details, operative notes, diagnostic imaging
reports and pathology reports of all patients
were reviewed from a software programme,
Hospital Information System (HIS). Stages were
assigned according to the 2009 the
International Federation of Gynecology and
Obstetrics (FIGO) staging system. All these
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Figure-1:Kaplan Meier survival analysis; Overall
survival of patients with vulvar carcinoma.
patients were evaluated clinically by
gynecologist and radiation oncologist in
separate clinics to establish the stage of the
disease. Baseline work up including routine
hematological (i.e. complete blood counts, liver
& renal function tests, serum chemistry) and
radiographic investigations (i.e. chest X-ray,
ultrasonography abdomen and MRI pelvis)
were done in every patient for treatment
planning purposes. The intent and type of
treatment modality was decided in the
multidisciplinary meeting comprising radiation
oncologist & gynecologist. Surgery was the
primary treatment modality for early stage
disease with post-operative radiation therapy
(PORT) when indicated i.e. positive or close
margins (<5mm), lymphovascular invasion,
extracapsular spread and gross residual nodal
disease. Different treatment options were opted
like radical vulvectomy followed by PORT,
preoperative chemoradiation followed by
surgery or definite chemo radiation for loco-
regionally advanced disease.

Radiotherapy fractionation schedule and
technique was used according to the clinico-
pathological characteristics of the patients. For
post-op microscopic and primary gross disease
definitive RT was delivered. The radiation dose
was 45-50Gy in adjuvant setting 60Gy to
residual/gross disease, with conventional
fractionation (180-200cGy/Fraction 5 days a
week). Two symmetric AP-PA fields were used
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Figure-2: Overall survival of patients with node
positive (Green) and node negative status (p
value 0.006)

covering the both primary disease and draining
lymph nodes (Inguinal and Pelvic) on linear
accelerator. Appropriate thickness of bolus was
used for palpable nodes. Patients who were
treated with definite concurrent chemo
radiotherapy, a gap of two weeks was planned
after 3060cGy/17 fractions to avoid the
unnecessary treatment interruption secondary
to skin toxicity. Electrons were used boosting
the primary and palpable inguinal node regions
to bring dose to 60Gy. Chemotherapy regimens
included either weekly CDDP 40mg/m2 alone
or CDDP/5FU Cisplatin 75mg/m2 at D1 and
5FU 1000mg/m2 D1-4 in week 1 and week 5
respectively. All patients were followed at
weekly interval during the course of
chemoradiotherapy to assess the hematological
and non-hematological toxicities.

All patients were followed with clinical
examination and CT/MRI was advised if
clinically indicated or patients having

subjective symptoms regarding disease. First
follow up was planned 6-8 weeks after
completion of radiotherapy and then 3 monthly
for 1st year & then 4-6 monthly in subsequent
years.

Kaplan Meier survival method was used to get
OS and DFS from SPSS version 19.5 .RTOG
criteria being used as toxicity assessment tool.
All patients were analyzed and patients who
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_ Survivel according to histological grade (p value 0.727)
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Figure-3: Overall survival according to
histological grade (p value 0.727). Green -
grade III ; yellow -grade II, Blue -grade I

lost to follow up were contacted via telephone.
Univariate and multivariate analysis was done
using log rank test and cox regression model
respectively.

Results

Characteristics of the 29 evaluable patients are
described in Table 1. All patients were
histologically proven squamous cell carcinoma
with median age 58 years (range 32 to 75
years). The median follow-up was 29 months
(range, 9 to 131 months). Among 29 patients 16
had grade-I, 9 with grade-II and grade-IIl was
found in 4 patients. Five patients presented
with FIGO stage I, 7 in stage II, 10 in stage III
and 7 with stage IV-A. Twelve patients
underwent surgery (Simple vulvectomy 2,
radical vulvectomy with inguinal lymph node
dissection 10. Lymph node dissection was
performed in 10 patients. Patients who
underwent primary surgery, 10 received
adjuvant radiotherapy. Five patients received
post-operative chemo radiation and 5 of them
were treated with post-operative radiotherapy
alone. Seventeen patients underwent definite
radiotherapy; 14 of them received concurrent
chemotherapy. Chemotherapy regimens used
were Cisplatin/5FU in 8 patients and weekly
Cisplatin 40mg/m2 in 6 patients. Median
radiation dose was 56Gy (range, 45 to 76Gy).
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Tumor thickness <6mm vs >5mm
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Figure-4: Overall survival of patients with
primary tumor thickness<5 (black) vs >5mm
(Green) (p value: 0.17)

Patients who were treated with definite
chemoradiation, majority  (12/14) had
completed their treatment without any
treatment interruptions. The main causes of
unexpected withdrawal were poor tolerance
due to skin reactions.

All of 27 patients who received PORT or
Definite RT/CRT had acute skin complications.
14 patients had desquamation of skin. Skin
toxicity G-111, causing treatment breaks longer
than 1 week occurred in 2 patients. Out of 17
patients who were treated with concurrent
chemoradiation 4 had G-III neutropenia, who
were treated with Cisplatin/5FU regimen. Of
the 10 patients who underwent inguinal lymph
node dissection 2 developed lymphocele and 3
developed lymphedema.

Out of 29 patients, 14 (58.6%) were alive with
no evidence of disease. All the recurrences
were within first two years after the completion
of treatment. Of the 15 patients who died, 14
had failure (12 were confined to loco-regional
sites and 2 had distant failure). Site of distant
metastasis were lung and liver. One patient
developed second primary (squamous cell
carcinoma left buccal mucosa) 6 months after
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completion of her treatment. She was died
because of progressive left buccal mucosa
disease. The 5-years OS for all stages was
44.8% (Figure 1). The 5-year OS in stage [, II, III,
IV-A was 90, 79, 44 and 14% respectively.
Pathologically node negative patients had
significant superior overall survival than node
positive patients (73% vs. 29%, respectively; p
value 0.006) (Figure 2). Histological grade and
tumor thickness were not significant (p value
0.727 and 0.17 respectively) (Figure 3 and 4).
On univariate analysis FIGO Stage and nodal
status were statistically significant factors but
on multivariate analysis none of analyzed
factors had significant p value.

Discussion

In developing countries, where most cancer
patients present in locally advanced stages,
vulvar carcinoma is rarely reported. There is no
study from Pakistan but few retrospective
analyses from India have been reported in
literature (15, 16). Ours is the first
retrospective analysis from Pakistan.

From this study, we make several important
observations first, median age at presentation
is less as compared to reported series. Second,
all treatment failures occurred during first 2
years after the completion of treatment.
Thirdly, patients who underwent surgery have
better outcome as compared to those who were
treated with radical chemoradiation (most
likely the smaller tumors /early stage disease
had surgery done, so better outcome).

The median age of presentation in our study
(58 years) is less a compared to the
international literature, but it is similar to the
one reported by Bafna et al. from India (15).
Almost half of the patients in our analysis
presented in locally advanced stage (Stage Il],
IV) of the disease. This figure is less as
compared to that reported in both Indian series
(15,16). In our analysis, FIGO staging and node
positivity were significant prognostic factors
for survival which is similar with the results of
Sharma et al. who have shown that stage and
presence of positive nodes at presentation
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significantly affects the prognosis (16). Stage
[1I, IV patients had poor outcome as compared
to stage I, II in our study. In 1991, the
Gynecologic Oncology Group (GOG) reported a
survival analysis of 588 patients and observed
that 5-year survival in stage [, II, IIl and IV was
98, 85, 74 and 31% respectively.

Tumor thickness, age >65 years and histological
grade have been regarded as significant
prognostic factors in several series but it was
not found significant in our series (8). In our
series, patient with primary tumor thickness
<5mm had better outcome as compared to
patient with tumor thickness >5mm but
statistically p-value was not significant. One
explanation for this difference is fewer number
of patients with <5mm tumor thickness.

In our series, patients who were treated
primarily with surgery had better survival as
compared to those were treated with radical
chemoradiation. Fourteen patients who had
recurrence, 10 of them were treated with
radical chemoradiation and 4 were managed
with surgery. Radical vulvectomy was the
commonest surgical procedure in our study.

The recent trend is shifting toward more
conservative approaches with use of pre-
operative radiotherapy or chemoradiation.
Results from Phase Il prospective trials have
shown that pre-operative chemoradiation is not
only feasible but also reduce the need for more
radical surgery including primary pelvic
exenteration (14). None of our patients
received pre-operative chemoradiation. This
should be the point of future investigations in
our population, as most of our patients are
presenting in locally advanced disease.

Adjuvant radiotherapy reduces rate of local
recurrences in patients with close (<8mm) or
positive margins, from 58 to 16%. (17) In a
GOG study (18), patients with positive inguinal
nodes after radical vulvectomy and inguinal
node dissection were randomized to
subsequent pelvic node dissection versus
PORT. Dose of radiation was 45-50Gy delivered
bilaterally to pelvic and inguinal nodes using
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anterior and posterior opposing fields. The
study had shown significant survival advantage
for patients receiving PORT (2-year survival
68% vs. 54%, p=0.03) and lower rates of
relapse (5% vs. 24%, p= 0.02). The planned
split course chemoradiation scheme was
adopted by the findings of Thomas and
colleagues that acute toxicity was more severe
in chemotherapy arm, and could be diminished
by a split course regimen while still achieving a
superior outcome (14).

Addition of chemotherapy to radiotherapy was
started by positive results reported in other
tumor sites. Theoretically, if the net effects of
radiation-drug interactions in tumors are
synergistic, and if late normal tissue toxicity is
independent of  acute radiation-drug
interaction, improved local control rates may
be achieved. The combination of cisplatin and
5-fluorouracil was tolerated very well in our
patients with acceptable toxicity which is
similar to the phase-II trial by the GOG (14). In
this study, an acute cutaneous reaction to
chemoradiotherapy was the commonest
adverse effect. Moist desquamation occurred in
20 patients, these side effects can be easily
minimized with recent radiation techniques
like 3-D RT and use of intensity modulated
radiotherapy (IMRT). Beriwal et al., studied the
use of IMRT with VC and reported that none of
the patient had grade III acute toxicity (19).

All treatment failures occurred during the
initial 2 years after primary therapy. During
this period, patients with positive inguinal
nodes relapsed early as compared to node
negative. Thus, presence of positive nodes at
presentation is a predictor of outcome for early
relapse in patients with vulvar carcinoma (8,
20). Most failures in our study were loco-
regional which indicates that higher radiation
doses which can be given safely with newer
radiation techniques like three-dimensional RT
and use of intensity modulated radiotherapy.
Because of higher chances of loco-regional
failures examination of regional nodes should
be part of follow-up for patients treated for
carcinoma vulva. Beriwal et al., has shown that
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use of IMRT with wvulvar carcinoma with
minimal toxicity and reported 2 year survival
100%.

Small sample size is one of limitation but it has
shown the prognostic significance of FIGO stage
and nodal positivity. This is the study only from
one center so it doesn’t represent the true
incidence in our country. The short median
follow up may be a limitation which is because
of logistic issue. So we need more patients and
longer median follow-up to draw any
conclusion regarding outcome of this disease.

Conclusion

Because of higher local recurrence rates, groin
examinations should be done carefully.
Assessment of distant sites of failure should be
included on routine follow-up. Majority of
patients present in locally advanced stages so
multidisciplinary approaches should be used to
have better management options. The use of
pre-operative chemoradiation and surgery
should be explored as it seems to have better
outcome compared to radical chemoradiation.
Overall survival is quite comparable to the
reported series.
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