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1  |  INTRODUC TION

Primary vaginal cancer is rare, constituting only 1%– 2% of all female 
genital tract malignancies and only 10% of all vaginal malignant neo-
plasms.1 It is strictly defined as a cancer found in the vagina without 
clinical or histologic evidence of cervical or vulvar cancer, or a prior 
history of these cancers within 5 years.2 To support this, most sus-
picious lesions of malignancy in the vagina will correspond to meta-
static lesions of cervical or vulvar cancer, or others metastasizing to 
the vagina (e.g. breast, endometrium, trophoblast, ovary, lymphoma).

Historically these cancers are more common in elderly and 
postmenopausal women. If vaginal malignancy is found in younger 
women, it is usually etiologically linked to cervical cancer, specifically 
with regard to the persistence of high- risk HPV infections.3 Vaginal 

cancers, although rare, are increasingly being seen in younger 
women owing to the increase in persistent high- risk HPV infections, 
especially in settings with a high HIV prevalence.

2  |  ANATOMY

The vagina is an elastic muscular tube comprising many mucosal 
folds. It extends from the cervix of the uterus to the hymenal ring 
and lies posterior to the bladder and anterior to the rectum. Its elas-
ticity and dimensions vary depending on a woman's age, parity, pre-
vious surgeries, and hormonal status. Such characteristics can make 
proper examination (limited by pain or narrowness of the introitus) 
and identification of small malignant lesions difficult.

DOI: 10.1002/ijgo.13867  

F I G O  C A N C E R  R E P O R T  2 0 2 1

Cancer of the vagina: 2021 update

Tracey S. Adams1,2,3 |   Linda J. Rogers1,2 |   Mauricio A. Cuello4

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium, 
provided the original work is properly cited.
© 2021 The Authors. International Journal of Gynecology & Obstetrics published by John Wiley & Sons Ltd on behalf of International Federation of Gynecology 
and Obstetrics

FIGO CANCER REPORT 2021 

1Department of Gynecological Oncology, 
Groote Schuur Hospital, University of 
Cape Town, Cape Town, South Africa
2South African Medical Research Council 
University of Cape Town Gynecological 
Cancer Research Centre (SA MRC UCT 
GCRC), Cape Town, South Africa
3University of Cape Town Global Surgery, 
Cape Town, South Africa
4Division of Obstetrics and Gynecology, 
School of Medicine, Pontificia Universidad 
Católica de Chile, Santiago, Chile

Correspondence
Tracey S. Adams, Department of 
Obstetrics and Gynecology, H45, Old 
Main Building, Groote Schuur Hospital, 
University of Cape Town Observatory, 
Cape Town, South Africa.
Email: tracey.adams@uct.ac.za

Abstract
Diagnosis of a primary vaginal cancer is rare, as most vaginal tumors are metastatic 
from another primary site. Although cancer of the vagina is more common in post-
menopausal women, an increase in young women being diagnosed with primary vagi-
nal cancer has been reported, especially in countries with a high HIV prevalence. This 
is associated with persistence of high- risk HPV infection. The emphasis should be on 
primary prevention with prophylactic HPV vaccination. Once there is a suspicion of 
a primary vaginal cancer, this should be confirmed histologically with biopsy. Staging 
has been done clinically, as with cervical cancer; however, there is a role for imaging 
in assisting with staging as this is often a difficult assessment. Treatment should be 
individualized and depends on stage as well as histologic subtype. It is prudent to refer 
cases to centers of excellence with experience in dealing with this rare gynecological 
cancer.
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3  |  PRE VENTION

3.1  |  Primary prevention (vaccination)

As with premalignant cervical lesions and carcinoma of the cervix, 
persistent HPV infection— particularly the HPV 16 subtype— has 
been associated with the long- term development of high- grade 
squamous intraepithelial lesion (HSIL) and carcinoma of the 
vagina.4- 6 The introduction of HPV vaccination as a primary pre-
vention strategy in cervical cancer has also been shown to reduce 
the prevalence of noncervical premalignant lesions among vac-
cinated women.7 Long- term trend analyses from the Norwegian 
Cancer Register also show promising estimates of reduction in 
HPV- associated cases of vaginal cancer in future years among 
HPV- vaccinated communities.8

3.2  |  Secondary prevention (screening)

There is no evidence to indicate routine screening for vaginal cancer 
after hysterectomy for benign disease. If a hysterectomy has been 
performed for persistent HSIL after repeated excisional procedures 
of the cervix, vault smears and colposcopy are recommended for 
long- term follow- up.9,10

In those cases where screening for vaginal cancer is indi-
cated, HPV tests adequately correlate with cytological findings.11 
Independently of that, co- testing seems to offer better accuracy in 
the diagnosis of recurrent disease— as observed during follow- up 
after treatment of premalignant cervical lesions.12

3.3  |  Tertiary prevention (management of 
precancerous lesions)

As the majority of vaginal cancers are of squamous histology, a com-
mon etiology is shared with cervical cancer. This is the persistence 
of high- risk/oncogenic HPV infections. Co- factors include immuno-
suppression and cigarette smoking. Smoking in combination with 
high- risk HPV increases the risk of progression to vaginal HSIL when 
compared with nonsmokers.13

The terminology for precancerous HPV- associated vaginal lesions 
has changed over time. In 2014, the WHO classification replaced the 
three- tiered classification used previously (VAIN 1– 3) with squamous 
intraepithelial lesion (SIL). This is divided into two categories: low 
grade (LSIL) and high grade (HSIL). LSIL (VAIN 1) may be associated 
with either low- risk or high- risk HPV and it represents productive or 
transient infections that may regress. In contrast, HSIL represents 
transforming high- risk infections (previously VAIN 2– 3).14

Women with HSIL are usually asymptomatic and most women 
are aged over 60 years. HSIL can be seen in younger women, es-
pecially in immunocompromised individuals (HIV and transplant pa-
tients). Colposcopy with acetic acid and /or Lugol iodine is indicated 
if a woman has an abnormal vaginal cytological smear and no gross 

abnormality. Biopsies of colposcopically abnormal areas (acetowhite 
areas with punctation and/or punctation and mosaicism) are essen-
tial for the diagnosis.

Risk of progression of HSIL to invasive cancer has been found to 
range between 2% and 12%.15,16

Treatment of precancerous lesions of the vagina must be indi-
vidualized. Biopsy- proven LSIL lesions can be followed up with ob-
servation only (repeat smears and colposcopy), especially if women 
have non- oncogenic strains of HPV.

The various modalities of treatment for HSIL lesions include laser 
ablation, surgical excision, and topical treatments such as imiquimod 
and topical chemotherapy with 5- fluorouracil (5FU). Choice of treat-
ment depends on the number and location of the lesions, and the 
degree of suspicion for an invasive cancer, as well as the availabil-
ity of various treatment options, cost of treatment, and skill of the 
treating doctor.

3.3.1  |  Surgical excision

The advantages of excising HSIL of the vagina is that it provides a 
pathological description of the tissue removed, especially when 
there is a suspicion of microinvasion on colposcopic evaluation. 
Most HSIL lesions are in the vault or upper third of the vagina and 
excision is ideal in this situation.17 Morbidity can be associated with 
the proximity of structures such as the bladder and rectum, as well 
as associated dyspareunia as a result of vaginal shortening and ste-
nosis. Women should be extensively counselled preoperatively.

3.3.2  |  CO2 laser vaporization

Laser vaporization is an alternative option to excision, especially for 
multifocal lesions. Since there is no histologic specimen with this 
procedure, it is imperative to ensure that there is no concern regard-
ing cancer.18,19

3.3.3  |  Topical 5- fluorouracil

Topical application of 5FU has been used in an effort to avoid the 
mutilating adverse effects of excision and laser ablation. Older 
studies have shown comparable efficacy to laser and excision.20,21 
However, these are retrospective in nature with small numbers. 
More recent studies have shown inferior efficacy.15,22 A 2018 retro-
spective study reviewed recurrence rate in 576 women treated with 
topical 5FU, excision, or laser ablation. The statistically significant 
factors that contributed to recurrence and progression were the 
presence of high- risk HPV positivity and treatment modality. Laser 
and excision were found to be superior to topical management with 
5FU in reducing recurrences. It was also found that laser was more 
effective than excision in reducing recurrences of multifocal lesions, 
whereas surgical excision was preferable with unifocal HSIL.23
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3.3.4  |  Topical 5% imiquimod

Imiquimod (applied topically either in creams or drug- embedded 
tampons) is an immune response modulator that activates the in-
nate immune response and subsequently induces proinflammatory 
factors such as interferons. It provides an alternative noninvasive 
and safe method for treating women with vaginal HSIL, especially 
young women with multifocal lesions or older women who wish to 
avoid surgical modalities. Studies on imiquimod are few, but a 2016 
randomized controlled trial (RCT) as well as a systematic review 
and meta- analysis (including this RCT) in 2017 found that this is a 
safe and effective treatment with regression rates similar to laser. 
HPV clearance rates were greater than 50%, which was superior to 
laser.24,25

In general, independent of therapy chosen, most patients require 
more than one therapy for adequate control. Since recurrence rate is 
high with any single therapy, close and extended follow- up is recom-
mended in all cases. As in treated premalignant cervical lesions, both 
HPV testing and cytology are recommended.

4  |  MANAGEMENT OF INVA SIVE C ANCER 
OF THE VAGINA

Women usually present with bleeding or a malodorous discharge. 
Locally advanced disease may also result in pain, and symptoms of 
disseminated disease depend on the site of metastases.

Diagnosis of vaginal cancer is made with directed biopsy 
of the lesion and a clinical assessment that ensures there is no 
evidence of tumor on the cervix or the vulva. Biopsy can be 
performed in an outpatient setting; however, sometimes exam-
ination under anesthesia is required for diagnosis and adequate 
assessment, particularly in young girls and elderly women where 
the exam can become painful or limited by narrowness of the 
introitus.

As primary vaginal cancer is rare, treatment is complex, 
often individualized, and much of the management is extrap-
olated from cervical cancer owing to its similar etiology and 
anatomical location. Therefore, it is recommended that women 
diagnosed with primary vaginal cancer are referred to a tertiary 
unit whenever possible. Accordingly, outcomes are influenced 
by the experience of the medical team in treating this type of 
rare tumor.26

5  |  PAT TERNS OF SPRE AD

5.1  |  Direct extension

A vaginal tumor may extend to the surrounding pelvic soft tissue 
structures, including paravaginal tissue, parametria, urethra, blad-
der, and rectum. Most tumors occur in the upper third of the vagina, 
especially the posterior wall.

5.2  |  Lymphatic spread

The lymphatic drainage of the vagina is complex. The upper vagina 
drains by lymphatics to the pelvic lymph nodes. This includes the ob-
turator, internal iliac (hypogastric), and external iliac nodes. Spread 
to the para- aortic lymph nodes is rare. The lower vagina drains to the 
inguinal and femoral nodes (groin nodes). Cancer in the midvagina 
may follow both pelvic and groin node routes.27

5.3  |  Hematogenous spread

Hematogenous dissemination to lung, liver, and bone are usually late 
manifestations.

6  |  HISTOLOGIC SUBT YPES

The predominant histologic subtype in primary vaginal cancer is squa-
mous carcinoma, which comprises 90% of cases. Adenocarcinoma 
accounts for about 8%– 10% of cases. Lymphomas, sarcomas, and 
melanomas of the vagina are extremely rare.

All malignancies must be confirmed histologically. Since 80% of cases 
are metastatic or secondary tumors, it is important to ensure that there 
is no other primary site by careful examination and appropriate investiga-
tions. Although biopsy can be obtained under local anesthesia, in many 
instances examination under sedation or general anesthesia should be 
performed to undertake an adequate exam and obtain a biopsy.

By definition, tumors in the vagina that touch or extend to the 
external os of the cervix should be classified as cervical cancer.

7  |  GR ADING

• GX: Grade cannot be assessed.
• G1: Well differentiated.
• G2: Moderately differentiated.
• G3: Poorly or undifferentiated.

8  |  STAGING

Vaginal carcinoma is primarily clinically staged. This is based on the 
results of a physical exam, biopsy, and imaging tests performed be-
fore treatment selection. The 2009 FIGO staging for primary vaginal 
cancer is described and compared with other systems in Table 1.

9  |  ROLE OF IMAGING TECHNIQUES IN 
DIAGNOSIS ,  STAGING , AND TRE ATMENT

Vaginal cancer is currently staged clinically, as is cervical cancer. 
Modern imaging techniques such as computed tomography (CT), 
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magnetic resonance imaging (MRI), and positron emission tomogra-
phy (PET) are encouraged to guide management; however, these tests 
should not be used to change the initial clinical staging.28 In this re-
gard, the FIGO Gynecologic Oncology Committee recommends that 
wherever available, imaging should be used to better define tumor vol-
ume and extension of disease. The Committee also encourages regis-
tering of imaging findings and their influence on therapeutic decisions 
as a complement of assigned clinical FIGO stage. This will allow further 
analyses that could change the current staging system.

9.1  |  Magnetic resonance imaging

As extrapolated from cervical cancer, MRI is more sensitive in de-
tecting tumor size, as well as paravaginal or parametrial involve-
ment.29,30 In primary vaginal tumors, clinical assessment may be 
difficult and MRI may be a useful tool in individual cases owing to its 
superior soft tissue resolution.26

9.2  |  PET- CT

As in cervical cancer, the use of PET- CT in primary vaginal cancer has 
been found to be superior compared with other imaging modalities 

for detecting nodal disease.31 It is also useful in detecting recurrent 
disease.

10  |  TRE ATMENT

The treatment of carcinoma of the vagina depends primarily on histol-
ogy, tumor volume, anatomical localization of the lesion, stage of the 
disease, and age of the patient. Adversely, owing to anatomical locali-
zation, both reproductive potential (young women) and sexual func-
tion (any age) can be affected. Different modalities of treatment can 
be offered to patients affected by this disease including surgery, radio-
therapy, chemotherapy, or a combination of some or all of the above.

10.1  |  Surgery

The role of surgery is limited in primary vaginal cancer since the pri-
mary tumor is in close proximity to the bladder, urethra, and rectum. 
In general, primary treatment with surgery is limited to early and 
small lesions confined to the vaginal mucosa (less than 2 cm). There 
are no RCTs and most of the literature is retrospective in nature. 
There may be a role for surgical treatment in certain additional situ-
ations beyond early disease, as listed below.

TA B L E  1  Comparison of staging systems for vaginal cancer

AJCC Stage
Stage grouping 
(TNM) FIGO Stage Stage description

IA T1a
N0
M0

I The cancer is only in the vagina and is no larger than 2.0 cm (4/5 inch) (T1a)
It has not spread to nearby lymph nodes (N0) or to distant sites (M0)

IB T1b
N0
M0

I The cancer is only in the vagina and is larger than 2.0 cm (4/5 inch) (T1b)
It has not spread to nearby lymph nodes (N0) or to distant sites (M0

IIA T2a
N0
M0

II The cancer has grown through the vaginal wall, but not as far as the pelvic wall and is no 
larger than 2.0 cm (4/5 inch) (T2a)

It has not spread to nearby lymph nodes (N0) or to distant sites (M0)

IIB T2b
N0
M0

II The cancer has grown through the vaginal wall, but not as far as the pelvic wall and is larger 
than 2.0 cm (4/5 inch) (T2b)

It has not spread to nearby lymph nodes (N0) or to distant sites (M0)

III T1 to T3
N1
M0

III The cancer can be any size and might be growing into the pelvic wall, and/or growing into 
the lower one- third of the vagina and/or has blocked the flow of urine (hydronephrosis), 
which is causing kidney problems (T1 to T3). It has also spread to nearby lymph nodes 
in the pelvis or groin (inguinal) area (N1) but not distant sites (M0)

OR

T3
N0
M0

III The cancer is growing into the pelvic wall, and/or growing into the lower one- third of the 
vagina and/or has blocked the flow of urine (hydronephrosis), which is causing kidney 
problems (T3)

It has not spread to nearby lymph nodes (N0) or to distant sites (M0)

IVA T4
Any N
M0

IVA The cancer is growing into the bladder or rectum or is growing out of the pelvis (T4)
It might or might not have spread to lymph nodes in the pelvis or groin (inguinal area) (Any 

N). It has not spread to distant sites (M0)

IVB Any T
Any N
M1

IVB The cancer has spread to distant organs such as the lungs or bones (M1). It can be any size 
and might or might not have grown into nearby structures or organs (Any T)

It might or might not have spread to nearby lymph nodes (Any N)
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1. Surgical management of Stage I disease (early disease)

a. Upper vaginal disease
(i) The tumor is limited to the mucosa in Stage I disease.
(ii) If the uterus is in situ, radical hysterectomy, vaginectomy aim-

ing for 1 cm disease- free margins, and pelvic lymphadenopa-
thy should be offered. If the uterus has been removed, radical 
vaginectomy as above with pelvic lymphadenopathy can be 
performed.32,33

b. Lower vaginal disease
(i) Radical wide local excision with 1 cm margins can be offered, 

in addition to bilateral groin node dissection.

2. Ovarian transposition during surgery and preradiation

In young women with vaginal cancer requiring radiation as pri-
mary treatment, ovarian transposition can be offered prior to defin-
itive radiation treatment in an effort to prevent the adverse effects 
of radiation- induced menopause. In selected cases, laparoscopic or 
extraperitoneal removal of bulky lymph nodes can be offered as part 
of staging and treatment planning.

3. Central recurrence after radiation treatment

Pelvic exenteration is a possibility if the recurrence is central and 
isolated. These patients require extensive counselling regarding the 
risks and morbidity of surgery, as well as the impact on quality of life 
and body image.

4. Palliative management of recurrent or advanced disease

In women with advanced (Stage IV disease) or recurrent dis-
ease who present with vesicovaginal or rectovaginal fistula, a 
palliative urinary diversion or colostomy can be offered to im-
prove quality of life before definitive management with radiation 
treatment.

10.2  |  Radiation

In the majority of cases and especially in advanced stages, radiation 
constitutes the cornerstone of treatment for this disease. This is a 
combination of external beam radiation (EBRT) and intracavitary 
radiotherapy or brachytherapy (ICRT). The principal advantage of 
radiation is organ preservation.

As in other pelvic malignancies, MRI has become an essential com-
ponent for properly defining tumor volume and the spatial relationship 
of the tumor with neighboring organs during treatment planning.

EBRT to the pelvis includes the external iliac and obturator 
nodes as per standard of care. In addition, the inguinal nodes may 
be included if the tumor is in the distal vagina. Brachytherapy is used 
to deliver a boost of high- dose radiation to the residual tumor, and 

the use of brachytherapy is associated with longer overall survival.34 
Image- guided or adaptive brachytherapy with CT or MRI offers the 
potential to give higher doses of radiation to the residual tumor and 
decrease radiation dose to surrounding healthy organs.35

The optimal or lower threshold dose is 70 Gy, which has been 
shown to improve outcomes.36- 38 Doses higher than 70 Gy result in 
significant grade 3 and 4 toxicities.39

Intensity modulated radiation therapy (IMRT) is an advanced form 
of radiation that allows for higher dosages of radiation to be delivered 
to the cancer. Although studies in vaginal cancer are limited, this form 
of radiation may allow improved dosages to the cancer, with fewer 
adverse effects because dose to the adjacent structures is limited.40

10.3  |  Concurrent chemotherapy with radiation

Modern management of vaginal cancer often combines concurrent 
chemotherapy such as cisplatin or 5FU. This has been extrapolated 
from the successful outcomes of this treatment with cervical cancer.40 
However, most studies using chemoradiation in vaginal cancer are 
limited owing to the small numbers of cases and lack of comparison 
to radiation on its own.41,42 Chemoradiation may be considered in the 
treatment of vaginal cancer following a 2013 retrospective review sug-
gesting a potential improvement in overall and disease- free survival.43 
Although this was a small review (71 patients), it showed a significant 
difference between both overall survival and disease- free survival 
when comparing women who received radiation alone versus chemo-
radiation as primary treatment (three- year overall survival of 56% ver-
sus 79% and three- year disease- free survival of 43% versus 73%).43

The combination of EBRT and brachytherapy to a total dose of 
70– 80 Gy with concomitant weekly cisplatin- based chemotherapy 
is the current standard of care for locally advanced vaginal cancer.42

11  |  SPECIAL SITUATIONS

11.1  |  Adenocarcinoma of the vagina

Primary adenocarcinoma of the vagina accounts for 8%– 10% of 
cases. In 1971, Herbst et al.44 described the association between 
diethylstilbestrol (DES) and clear cell adenocarcinoma (cervix/va-
gina) in daughters who had intrauterine exposure during the first 
16 weeks of pregnancy. Most of these cases were diagnosed be-
tween the ages of 14 and 22 years. A 2017 retrospective review 
of 420 cases found that most cases were in younger women, but 
there was a small second peak at 42 years.45 Intrauterine DES has 
been banned since the 1970s and it is expected, therefore, that 
clear cell adenocarcinomas attributable to intrauterine DES expo-
sure will disappear in the next decades. For women in doubt or 
certain of intrauterine exposure to DES, closer follow- up is rec-
ommended including annual cytology (the so- called four- quadrant 
Pap test, with extensive sampling of the cervix and vagina) and 
careful visualization of both the cervix and vagina (including 
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colposcopy and Lugol staining whenever there is a clinical sus-
picion).46,47 In addition, the so- called “DES daughters” should be 
screened closely with mammography for the slight increase in risk 
of developing breast cancer.48

Non- DES adenocarcinoma is exceptionally rare and behaves as 
a different entity with a different natural history. This may include 
endometrioid (arising from endometriosis) or mucinous subtypes, 
which are typically diagnosed in postmenopausal women.

11.1.1  |  Treatment

Most adenocarcinomas are treated in the same manner as squamous 
carcinomas.

11.2  |  Vaginal melanoma

Vaginal melanoma is exceptionally rare and is typically diagnosed 
in elderly women. The incidence is approximately 3 per 10 million 
women per year.49

11.2.1  |  Treatment

There is no standard of treatment in the literature owing to its rarity, 
but surgical excision either by wide local excision or colpectomy with 
or without pelvic exenteration has been described.50,51 Adjuvant 
treatment in the form of radiation or immunotherapy (interferon- 
alpha) can be considered, although there is limited evidence to 
support this. Palliative chemotherapy or radiation can be used in 
advanced disease.52

11.3  |  Sarcoma botryoides

Rhabdomyosarcomas are the most common soft tissue cancers in 
children and adolescents, accounting for 4%– 6% of all malignan-
cies in this age group. Twenty percent of these occur in the lower 
genital tract, and more than 50% are of the embryonal histologic 
subtype.53,54

The 2013 WHO classification of tumors of soft tissue and bone 
stratified rhabdomyosarcomas into four main histologic subtypes55:

• Typical embryonal variant (most common accounting for 58% of 
cases): this comprises the classic botryoides.

• Spindle cell/sclerosing variant.
• Alveolar variant.
• Pleomorphic variant.

Most rhabdomyosarcomas in children are in the vagina, 
whereas adolescents have predominantly cervical lesions. 
Sarcoma botryoides often presents in the first few years of life 

with bleeding and nodular lesions filling and possibly protruding 
from the vagina (grape- like). More advanced stages of disease may 
present with abdominal pain, an abdominal mass, or symptoms of 
distant metastases.

11.3.1  |  Treatment

These tumors are rare and, as a result, treatment is based on the 
case reports and series that have been collected over time. There 
is no level 1 evidence to support best treatment options. It is rec-
ommended that a multidisciplinary team be involved in decisions 
regarding treatment, especially when this involves children and 
adolescents. Ideally these patients should be referred to centers of 
excellence where there has been appropriate experience in dealing 
with these cases.

Treatment previously involved extensive surgery, but a se-
ries of case reports has suggested that less radical surgery can 
be done. These reports have shown good outcomes in terms of 
survival as well as quality of life if the patients are selected care-
fully. Unfavorable factors such as the cervix as the primary site, 
large lesion size, and extent of the disease may require radical 
surgical intervention or chemotherapy. In the absence of these 
factors, wide local excision and chemotherapy have been used 
with good success rates. Neoadjuvant chemotherapy is another 
primary choice that can be used, followed by surgical resection. 
Radiotherapy should be avoided, if possible, as there are long- term 
adverse effects.

12  |  PROGNOSES AND OUTCOMES OF 
VAGINAL C ANCER

The main determinant of prognoses in carcinoma of the vagina is the 
stage of disease at the time of diagnosis, independently of subja-
cent histology. Additional factors influencing prognosis in squamous 
subtype are the tumor volume (>4 cm), its location outside of the 
upper third of the vagina, HPV status, and MIB- 1 index.56 As with 
other malignancies, age, reproductive and sexual functions, and per-
formance status can influence the selection of specific therapies and 
potentially affect survival outcomes. However, the non- negotiable 
premise is to offer the best option in terms of survival. When com-
paring histologies, the better outcome is obtained in squamous car-
cinoma of the vagina when diagnosed at earlier stages (I or II). In 
the last three decades, incorporation of imaging techniques during 
diagnosis and treatment planning has influenced decision- making 
and the selection of treatment for cases with similar clinical stage 
but with different tumor volume. As in cervical cancer, the addition 
of concurrent chemotherapy to radiotherapy has also improved sur-
vival in the squamous histology.

Since vaginal carcinoma is a rare entity, most of the available 
data in terms of therapeutic outcomes come from single institu-
tions and include cohorts of patients from different epochs where 
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different treatment modalities were used. For example, one of the 
largest studies published by the MD Anderson Cancer Center in-
cludes193 patients treated over two decades. This study reported 
five- year disease- specific survival rates of 85% for 50 patients with 
Stage I disease, 78% for 97 patients with Stage II, and 58% for 46 
patients with Stages III– IVA.57 A 2013 retrospective analysis from 
the Department of Radiation Oncology at Stanford University, also 
including a long experience over five decades, reflects the positive 
impact of incorporating new imaging technologies (e.g. MRI and 
PET- CT) in defining primary lesion characteristics, unveiling hidden 
metastatic disease, and influencing treatment planning. Adding im-
aging techniques no doubt influences decision- making, favoring the 
use of chemoradiation and IMRT, and results in the improvement 
of locoregional control rate, and distant metastasis- free and overall 
survival. This is particularly useful in the management of large vol-
ume tumors (particularly ≥4 cm) minimizing grade 3– 4 toxicities.39 
Confirming such an improvement, a 2015 review from Gadducci 
et al.56 summarized the data available and obtained a five- year over-
all survival that varies between 35% and 78%, with a severe late 
complication rate between 9.4% and 23.1% among cases of squa-
mous carcinoma of the vagina when treated with different standards 
of radiotherapy.

In terms of prognoses for other histologies, young women with 
early- stage DES- related adenocarcinomas treated with either radi-
ation, surgery, or a multimodal approach have good outcomes with 
reported five- year survival of 80%– 87%.58,59 This is in contrast to 
non- DES- related adenocarcinomas, which have a worse prognosis 
owing to an increased risk of both local and distant metastases. A 
review of 26 women with non- DES- related vaginal cancer at the 
MD Anderson Cancer Center found an overall five- year survival of 
34%.60

Vaginal melanoma has a very poor prognosis, with a five- year 
overall survival of 15%.51 In a 2017 systematic review of 805 cases 
reported over the last 20 years (mostly case reports), the mean 
recurrence- free survival was short, at 16 months, with a mean over-
all survival of only 22 months.52

Finally, in relation to sarcoma botryoides, most of the avail-
able information in the literature comes from the reports of small 
series from single institutions (many of them combining differ-
ent variants including the embryonal or botryoides subtype and 
from different origins in the genital tract). A 2017 report from 
Peking Union Medical College Hospital, including eight rhab-
domyosarcoma cases of the female genital tract over a 20- year 
period, showed that after combined therapy with local excision 
and chemotherapy, most patients can achieve a good prognosis. 
The prognosis is highly correlated with tumor site and histologic 
type.61 Similarly, in a 2017 survey of 144 eligible cases of rhab-
domyosarcomas of the lower female genital tract in the SEER 
database (between 1973 and 2013)— 75.7% corresponding to the 
embryonal subtype— the estimated five- year overall survival rate 
was 68.4%. Among the factors associated with better overall sur-
vival were younger age, absence of distant metastasis, embryonal 
histology, negative lymph nodes, and the performance of surgery. 

An important conclusion of this survey was that for prepubescent 
girls and adolescents, the use of radical surgery did not confer a 
survival benefit compared with local tumor excision.62

AUTHOR CONTRIBUTIONS
TA and MC shared the concept design, literature review, and writing 
of the 2018 manuscript, which was updated by LR and TA in 2021.

ACKNOWLEDG MENTS
This chapter updates the information published in the FIGO Cancer 
Report 2018 (Adams TS, Cuello MA. Cancer of the vagina. Int J 
Gynecol Obstet. 2018;143(suppl. 2):14- 21).

CONFLIC T OF INTERE S T
The authors have no conflicts of interest to declare.

R E FE R E N C E S
 1. Adhikari P, Vietje P, Mount S. Premalignant and malignant lesions of 

the vagina. Diagn Histopathol. 2016;23:28- 34.
 2. Edge SB, Compton CC. The American Joint Committee on Cancer: 

the 7th edition of the AJCC cancer staging manual and the future 
of TNM. Ann Surg Oncol. 2010;17(6):1471- 1474.

 3. Hellman K, Silfversward C, Nilsson B, Hellstrom AC, Frankendal B, 
Pettersson F. Primary carcinoma of the vagina: factors influenc-
ing the age at diagnosis. The Radiumhemmet series 1956– 96. Int J 
Gynecol Cancer. 2004;14:491- 501.

 4. Hampl M, Sarajuuri H, Wentzensen N, Bender HG, Kueppers V. 
Effect of human papillomavirus vaccines on vulvar, vaginal, and 
anal intraepithelial lesions and vulvar cancer. Obstet Gynecol. 
2006;108:1361- 1368.

 5. Lamos C, Mihaljevic C, Aulmann S, et al. Detection of human pap-
illomavirus infection in patients with vaginal intraepithelial neopla-
sia. PLoS One. 2016;11:e0167386.

 6. Serrano B, de Sanjosé S, Tous S, et al. Human papillomavirus gen-
otype attribution for HPVs 6, 11, 16, 18, 31, 33, 45, 52 and 58 in 
female anogenital lesions. Eur J Cancer. 2015;51:1732- 1741.

 7. Garland SM, Paavonen J, Jaisamrarn U, et al. Prior human papil-
lomavirus- 16/18 AS04- adjuvanted vaccination prevents recurrent 
high grade cervical intraepithelial neoplasia after definitive surgical 
therapy: Post- hoc analysis from a randomized controlled trial. Int J 
Cancer. 2016;139:2812- 2826.

 8. Hansen BT, Campbell S, Nygard M. Long- term incidence trends of 
HPV- related cancers, and cases preventable by HPV vaccination: a 
registry- based study in Norway. BMJ Open. 2018;8:e019005.

 9. Farghaly H, Bourgeois D, Houser PM, Padmanabhan V, Lage JM, Hoda 
RS. Routine vaginal Pap test is not useful in women status- post hys-
terectomy for benign disease. Diagn Cytopathol. 2006;34:640- 643.

 10. Videlefsky A, Grossl N, Denniston M, Sehgal R, Lane JM, 
Goodenough G. Routine vaginal cuff smear testing in post- 
hysterectomy patients with benign uterine conditions: when is it 
indicated? J Am Board Fam Pract. 2000;13:233- 238.

 11. Bansal M, Austin RM, Zhao C. Correlation of histopathologic fol-
low- up findings with vaginal human papillomavirus and low- grade 
squamous intraepithelial lesion Papanicolaou test results. Arch 
Pathol Lab Med. 2011;135:1545- 1549.

 12. Hui Y, Hansen K, Murthy J, Chau D, Sung CJ, Quddus MR. Relevance 
of the Pap test: a report of HPV- DNA test- negative high- grade 
squamous intraepithelial lesions of the female lower genital tract. 
Acta Cytol. 2016;60:445- 450.

 13. Sherman JF, Mount SL, Evans MF, Skelly J, Simmons- Arnold L, 
Eltabbakh GH. Smoking increases the risk of high- grade vaginal 



26  |    ADAMS et Al.

intraepithelial neoplasia in women with oncogenic human papillo-
mavirus. Gynecol Oncol. 2008;110:396- 401.

 14. Reich O, Regauer S, Marth C, et al. Precancerous lesions of the 
cervix, vulva and vagina according to the 2014 WHO classification 
of tumors of the female genital tract. Geburtshilfe Frauenheilkd. 
2015;75:1018- 1020.

 15. Dodge JA, Eltabbakh GH, Mount SL, Walker RP, Morgan A. Clinical 
features and risk of recurrence among patients with vaginal in-
traepithelial neoplasia. Gynecol Oncol. 2001;83:363- 369.

 16. Hodeib M, Cohen JG, Mehta S, et al. Recurrence and risk of pro-
gression to lower genital tract malignancy in women with high 
grade VAIN. Gynecol Oncol. 2016;141:507- 510.

 17. Boonlikit S, Noinual N. Vaginal intraepithelial neoplasia: a retro-
spective analysis of clinical features and colpohistology. J Obstet 
Gynaecol Res. 2010;36:94- 100.

 18. Campagnutta E, Parin A, De Piero G, Giorda G, Gallo A, Scarabelli 
C. Treatment of vaginal intraepithelial neoplasia (VAIN) with the 
carbon dioxide laser. Clin Exp Obstet Gynecol. 1999;26:127- 130.

 19. Perrotta M, Marchitelli CE, Velazco AF, Tauscher P, Lopez G, 
Peremateu MS. Use of CO2 laser vaporization for the treatment of 
high- grade vaginal intraepithelial neoplasia. J Low Genit Tract Dis. 
2013;17:23- 27.

 20. Ballon SC, Roberts JA, Lagasse LD. Topical 5- fluorouracil in the 
treatment of intraepithelial neoplasia of the vagina. Obstet Gynecol. 
1979;54:163- 166.

 21. Krebs HB. Treatment of vaginal intraepithelial neoplasia with laser 
and topical 5- fluorouracil. Obstet Gynecol. 1989;73:657- 660.

 22. Rome RM, England PG. Management of vaginal intraepithelial neo-
plasia: a series of 132 cases with long- term follow- up. Int J Gynecol 
Cancer. 2000;10:382- 390.

 23. Kim MK, Lee IH, Lee KH. Clinical outcomes and risk of recurrence 
among patients with vaginal intraepithelial neoplasia: a compre-
hensive analysis of 576 cases. J Gynecol Oncol. 2018;29:e6.

 24. Tainio K, Jakobsson M, Louvanto K, et al. Randomised trial 
on treatment of vaginal intraepithelial neoplasia- Imiquimod, 
laser vaporisation and expectant management. Int J Cancer. 
2016;139:2353- 2358.

 25. Tranoulis A, Laios A, Mitsopoulos V, Lutchman- Singh K, Thomakos 
N. Efficacy of 5% imiquimod for the treatment of Vaginal intraepi-
thelial neoplasia- a systematic review of the literature and a meta- 
analysis. Eur J Obstet Gynecol Reprod Biol. 2017;218:129- 136.

 26. Gardner CS, Sunil J, Klopp AH, et al. Primary vaginal cancer: 
role of MRI in diagnosis, staging and treatment. Br J Radiol. 
2015;88:20150033.

 27. Cardenes HR, Schilder JM, Roth LM. Vagina. In: Barakat RR, 
Markman M, Randall ME, eds. Principles and Practice of Gynecologic 
Oncology. Lippincott Williams & Wilkins; 2009:591- 622.

 28. Rajaram S, Maheshwari A, Srivastava A. Staging for vaginal cancer. 
Best Pract Res Clin Obstet Gynaecol. 2015;29:822- 832.

 29. Bipat S, Glas AS, van der Velden J, Zwinderman AH, Bossuyt PM, 
Stoker J. Computed tomography and magnetic resonance imag-
ing in staging of uterine cervical carcinoma: a systematic review. 
Gynecol Oncol. 2003;91:59- 66.

 30. Hricak H, Gatsonis C, Chi DS, et al. Role of imaging in pretreat-
ment evaluation of early invasive cervical cancer: results of 
the intergroup study American College of Radiology Imaging 
Network 6651- Gynecologic Oncology Group 183. J Clin Oncol. 
2005;23:9329- 9337.

 31. Lamoreaux WT, Grigsby PW, Dehdashti F, et al. FDG- PET evaluation 
of vaginal carcinoma. Int J Radiat Oncol Biol Phys. 2005;62:733- 737.

 32. Di Donato V, Bellati F, Fischetti M, Plotti F, Perniola G, Panici PB. 
Vaginal cancer. Crit Rev Oncol Hematol. 2012;81:286- 295.

 33. Stock RG, Chen AS, Seski J. A 30- year experience in the 
management of primary carcinoma of the vagina: analysis of 
prognostic factors and treatment modalities. Gynecol Oncol. 
1995;56:45- 52.

 34. Orton A, Boothe D, Williams N, et al. Brachytherapy improves sur-
vival in primary vaginal cancer. Gynecol Oncol. 2016;141:501- 506.

 35. Westerveld H, Nesvacil N, Fokdal L, et al. Definitive radiotherapy 
with image- guided adaptive brachytherapy for primary vaginal can-
cer. Lancet Oncol. 2020;21:e157- e167.

 36. Kirkbride P, Fyles A, Rawlings GA, et al. Carcinoma of the vagina– 
experience at the Princess Margaret Hospital (1974– 1989). Gynecol 
Oncol. 1995;56:435- 443.

 37. Lian J, Dundas G, Carlone M, Ghosh S, Pearcey R. Twenty- year re-
view of radiotherapy for vaginal cancer: an institutional experience. 
Gynecol Oncol. 2008;111:298- 306.

 38. Perez CA, Grigsby PW, Garipagaoglu M, Mutch DG, Lockett MA. 
Factors affecting long- term outcome of irradiation in carcinoma of 
the vagina. Int J Radiat Oncol Biol Phys. 1999;44:37- 45.

 39. Hiniker SM, Roux A, Murphy JD, et al. Primary squamous cell car-
cinoma of the vagina: prognostic factors, treatment patterns, and 
outcomes. Gynecol Oncol. 2013;131:380- 385.

 40. Green JA, Kirwan JM, Tierney JF, et al. Survival and recurrence 
after concomitant chemotherapy and radiotherapy for cancer of 
the uterine cervix: a systematic review and meta- analysis. Lancet. 
2001;358:781- 786.

 41. Nashiro T, Yagi C, Hirakawa M, et al. Concurrent chemoradiation 
for locally advanced squamous cell carcinoma of the vagina: case 
series and literature review. Int J Clin Oncol. 2008;13:335- 339.

 42. Samant R, Lau B, E C, Le T, Tam T. Primary vaginal cancer treated 
with concurrent chemoradiation using Cis- platinum. Int J Radiat 
Oncol Biol Phys. 2007;69:746- 750.

 43. Miyamoto DT, Viswanathan AN. Concurrent chemoradiation for 
vaginal cancer. PLoS One. 2013;8:e65048.

 44. Herbst AL, Ulfelder H, Poskanzer DC. Adenocarcinoma of the va-
gina. Association if maternal stilbestrol therapy with tumor appear-
ance in young women. N Engl J Med. 1971;284:878- 881.

 45. Huo D, Anderson D, Palmer JR, Herbst AL. Incidence rates and 
risks of diethylstilbestrol- related clear- cell adenocarcinoma of the 
vagina and cervix: update after 40- year follow- up. Gynecol Oncol. 
2017;146:566- 571.

 46. Hanselaar AG, Boss EA, Massuger LF, Bernheim JL. Cytologic ex-
amination to detect clear cell adenocarcinoma of the vagina or cer-
vix. Gynecol Oncol. 1999;75:338- 344.

 47. Saslow D, Solomon D, Lawson HW, et al. American Cancer Society, 
American Society for Colposcopy and Cervical Pathology, and 
American Society for Clinical Pathology screening guidelines for 
the prevention and early detection of cervical cancer. Am J Clin 
Pathol. 2012;137:516- 542.

 48. Palmer JR, Hatch EE, Rosenberg CL, et al. Risk of breast cancer in 
women exposed to diethylstilbestrol in utero: preliminary results 
(United States). Cancer Causes Control. 2002;13:753- 758.

 49. Leitao MM, Cheng XI, Hamilton AL, et al. Gynecologic Cancer 
InterGroup (GCIG) consensus review for vulvovaginal melanomas. 
Int J Gynecol Cancer. 2014;24:S117- 122.

 50. Creasman WT, Phillips JL, Menck HR. The National Cancer Data 
Base report on cancer of the vagina. Cancer. 1998;83:1033- 1040.

 51. Kirschner AN, Kidd EA, Dewees T, Perkins SM. Treatment ap-
proach and outcomes of vaginal melanoma. Int J Gynecol Cancer. 
2013;23:1484- 1489.

 52. Rapi V, Dogan A, Schultheis B, Hartmann F, Rezniczek GA, Tempfer 
CB. Melanoma of the vagina: case report and systematic review of 
the literature. Anticancer Res. 2017;37:6911- 6920.

 53. Villella JA, Bogner PN, Jani- Sait SN, Block AM, Lele S. 
Rhabdomyosarcoma of the cervix in sisters with review of the liter-
ature. Gynecol Oncol. 2005;99:742- 748.

 54. Zeisler H, Mayerhofer K, Joura EA, et al. Embryonal rhabdomyosar-
coma of the uterine cervix: case report and review of the literature. 
Gynecol Oncol. 1998;69:78- 83.

 55. Rudzinski ER, Anderson JR, Hawkins DS, Skapek SX, Parham 
DM, Teot LA. The World Health Organization classification of 



    |  27ADAMS et Al.

skeletal muscle tumors in pediatric rhabdomyosarcoma: a re-
port from the Children's Oncology Group. Arch Pathol Lab Med. 
2015;139:1281- 1287.

 56. Gadducci A, Fabrini MG, Lanfredini N, Sergiampietri C. 
Squamous cell carcinoma of the vagina: natural history, treat-
ment modalities and prognostic factors. Crit Rev Oncol Hematol. 
2015;93:211- 224.

 57. Frank SJ, Jhingran A, Levenback C, Eifel PJ. Definitive radiation 
therapy for squamous cell carcinoma of the vagina. Int J Radiat 
Oncol Biol Phys. 2005;62:138- 147.

 58. Senekjian EK, Frey KW, Stone C, Herbst AL. An evaluation of stage 
II vaginal clear cell adenocarcinoma according to substages. Gynecol 
Oncol. 1988;31:56- 64.

 59. Senekjian EK, Frey KW, Anderson D, Herbst AL. Local ther-
apy in stage I clear cell adenocarcinoma of the vagina. Cancer. 
1987;60:1319- 1324.

 60. Frank SJ, Deavers MT, Jhingran A, Bodurka DC, Eifel PJ. Primary 
adenocarcinoma of the vagina not associated with diethylstilbes-
trol (DES) exposure. Gynecol Oncol. 2007;105:470- 474.

 61. Yang J, Yang J, Yu M, Yuan Z, Cao D, Keng S. Clinical study on fe-
male genital tract rhabdomyosarcoma in childhood: changes during 
20 years in one center. Int J Gynecol Cancer. 2017;27:311- 314.

 62. Nasioudis D, Alevizakos M, Chapman- Davis E, Witkin SS, Holcomb 
K. Rhabdomyosarcoma of the lower female genital tract: an analy-
sis of 144 cases. Arch Gynecol Obstet. 2017;296:327- 334.

How to cite this article: Adams TS, Rogers LJ, Cuello MA. 
Cancer of the vagina: 2021 update. Int J Gynecol Obstet. 
2021;155(Suppl. 1):19– 27. https://doi.org/10.1002/ijgo.13867

https://doi.org/10.1002/ijgo.13867

