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Take home 
message

Majority of VIN are the HPV related u VIN type

Prophylactic HPV vaccines have a protective and a possible 
therapeutic effect

Being more common in young women with a multifocal 
chance and a tendency to recur, warrants a rational tailored 
use of surgery and the favorability of finding comparably 
effective medical treatment .

No evidence of the superiority of any particular surgical 
modality.

Imiquimod and cidofovir have proved comparable 
effectiveness in the treatment of VIN

No available evidence comparing medical versus surgical 
options (ongoing trials)
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VIN ISSVD classification 2004
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VIN 1 is no longer included

• VIN, usual type (HPV related)

• VIN, warty

• VIN, basaloid

• VIN, mixed

• VIN, differentiated type )Non- HPV related)

VIN2 & VIN3 amalgamated in one category



2012 LAST (Lower Anogenital Squamous Terminology)
(ASCCP and College of American Pathologists)
Darragh et al. 2012

Low  squamous intra-epithelial lesion (LSIL) 
(VIN I)

High squamous intra-epithelial lesion (HSIL) 
(VIN 2/3)
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2014 WHO Classification of Tumours of the Vulva
Crum et al. 2014

Epithelial:  Squamous cell tumours and precursors

▪SILs (LSIL, HSIL and differentiated type VIN)

▪Squamous cell carcinoma
(Keratinizing, Non-keratinizing, Basaloid, Warty, Verrucous)

▪Basal cell carcinoma

▪Benign squamous lesions
(Condyloma accuminatum, vestibular papilloma, seborrhoeic 
keratosis)
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The 2015 International Society for the Study of Vulvovaginal Disease 
Terminology of Vulvar Squamous Intraepithelial Lesions 

▪Low grade squamous intraepithelial lesion (Flat condyloma or HPV effect) 

▪High grade squamous intraepithelial lesion (VIN usual type) 

▪Vulvar Intraepithelial neoplasia, differentiated-type 
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Vulval intraepithelial neoplasia (VIN)
Management approach objectives
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• Prophylactic HPV vaccines can be protective against future

development of VIN.

• Exclude invasiveness.

• Control patients’ symptoms with preservation of sexual

function.

• Long term follow up for optimal handling of any recurrence.



Role of HPV vaccines and VIN

PREVENTION

TREATMENT

PREVENT RECURRENCE
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Nearly all VIN3 and two thirds of invasive vulvar cancer were HR-HPV positive.
HPV prevalence ranged from 49.1%-100% in all SCC histological subtypes.
Prophylactic vaccines have the potential to decrease the incidence of vulvar neoplasia.
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Vaccine efficacy against HPV 6/11/16/18–related high-grade vulvar and 
vaginal lesions in the per-protocol and intention-to-treat populations was 
100.0% (95% CI, 82.6-100.0) and 79.0% (95% CI, 56.4-91.0), respectively



No VIN was reported and one woman in each group had VaIN2+ 60 days or more 
post-surgery.                                                Garland et al. 2016
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A significant reduction in the incidence of vulvar and vaginal disease was observed 
among women negative at baseline to all nine HPV types for lesions related to HPV 
6, 11, 16, or 18 (any grade: 94.9%,; condyloma: 95.0%,) and HPV 31, 33, 45, 52, or 
58 (any grade: 98.2%,; condyloma: 100%,).
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• 93 articles, 7 studies included. No RCTs. 
• Reduction in lesion size varied from no response to 83% overall (partial and complete) 

response.
• Symptom relief varied from no change to 68.4% of women symptom free 
• HPV clearance varied between 8 and 74% 
• Histological regression with (lesions down graded from a high to low-grade) varied from 0 up 

to 63%. 
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Conclusions: This review finds the evidence relating to the use of HPV vaccine in the 
treatment of women with VIN/VaIN is of very low quality and insufficient to guide practice.
Further longitudinal studies are needed to assess its use in prevention of progression to 
cancer.
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HPV therapeutic vaccines and VIN
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Effect of Human Papillomavirus Vaccine to Interrupt 

Recurrence of Vulvar and Anal Neoplasia (VIVA)
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VIN medical 
treatment

• OUTDATED (5FU, DNCB, 
BLEOMYCINE, IFN-A,..).

• POTENTIALLY BENEFICIAL 
(IMIQUIMOD, CIDOFOVIR, 
I3C,  PDT). 
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VIN medical treatment

Imiquimod, an immune response modifier, approved for the treatment of genital warts (Moore 2001)

Cidofovir is a deoxycytidine monophosphate analogue with potent antiviral activity against a broad range 
of DNA viruses including HPV. Cidofovir probably mediates its effects by causing death in HPV-infected cells 
(Tristram 2005)

Indole-3-carbinol (I3C) acts as a potent inducer of 2-hydroxylation of oestradiol, decreasing 
production of the carcinogen, 16-alpha-hydroxyestrone and increasing production of the anti-proliferative 
metabolite 2-hydroxyestrone (Newfield 1998).

Photodynamic therapy (PDT) causes direct destruction of lesions using the interaction between a 
tumour-localising photo-sensitiser and light of an appropriate wavelength to bring about molecular oxygen-
induced cell death. It is usually used in conjunction with a topical cream containing 5-aminolaevulinic acid 
(ALA), since the resultant chemical reaction reduces incidental damage to surrounding normal tissues 
(Dougherty 1998). 
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Pepas L, Kaushik S, Nordin A, Bryant A, Lawrie TA. Medical interventions for high-grade 
vulval intraepithelial neoplasia. Cochrane Database of Systematic Reviews 2015, Issue 8. 
Art. No.: CD007924. DOI: 10.1002/14651858.CD007924.pub3
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Medical interventions for high-grade vulval intraepithelial neoplasia.
Pepas L, Kaushik S, Nordin A, Bryant A, Lawrie TA. Medical interventions for high-grade vulval
intraepithelial neoplasia. Cochrane Database of Systematic Reviews 2015, 

•5 RCTs involving 297 women. 

•3 trials assessed imiquimod vs. placebo,
• Sterling et al. 2005

•Mathiesen et al. 2007

•Van Seters et al. 2008 FU 2011

•One RCT assessed imiquimod vs cidofovir,  (Tristram 2014).  

•one RCT compared 2 different doses of indole-3-carbinol (Naik et al. 2006)
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Topical imiquimod versus placebo, Response to treatment at 5-6 months. 

•Sterling et al. 2005.
•Mathiesen et al. 2007.
•Van Seters et al. 2008,
7-year FU Terlou et al.  
2011.
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Topical imiquimod versus placebo, Response to treatment at 12 months. 

7-year follow-up data from Van Seters 2008 (Terlou 2011) suggests only 1 of 9 complete 
responders in this trial experienced a recurrence, and none progressed to vulval cancer. 
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Topical imiquimod versus cidofovir, Response to treatment at 6 months.

Statistically non-significant higher total adverse events were slightly more in the 
imiquimod group with slightly more discontinuations occurring in this group. 
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Overall, complete histological response  ranged between 20% and 67% and symptom response 
rates ranged between 52% and 89% according to different studies and case series.

• Martin-Hiersch et al. 1998
• Kurwa et al. 2000
• Hillemanns et al. 2000
• Fehr et al. 2001
• Abdel-Hady et al. 2001
• Campbell et al. 2004
• Zawislak et al. 2009
• Choi et al. 2015
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VIN surgical treatment
WHEN LESS IS MORE
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VIN surgical 
treatment

As HPV infection is common, uVIN is becoming 
more common in younger women (under 50 
years of age).

Treatments are aimed at relief of distressing 
symptoms and to ensure that the condition does 
not become cancerous.

The most common treatment option for women 
with this condition has been surgery to remove 
the affected skin areas. 

Surgery, however, does not guarantee a cure, 
can be disfiguring, and may result in physical and 
psychological problems in younger women who 
are sexually active. 
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VIN surgical 
treatment

No clinical appearance helps in distinguishing 
uVIN with stromal invasion.

12–17% of excised VIN show unrecognised
invasion (Powel et al. 1986, Husseinzadah et al.1999, Jones et al. 
2005)

More limited surgery is now being used in order 
to alter morphology as little as possible and to 
preserve vulvar function. 

Irrespective of the surgical treatment used 
recurrence rates are high (van Seter et al. 2005, Jones et al. 
2005)

All local excision techniques seem to have a 
similar efficacy (scalpel, laser, electrosurgery)
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• Only one RCT, 30 women, 
• CO2 laser surgery versus cavitational
ultrasonic surgical aspiration (CUSA). 
• No differences in the risks recurrence after one year of follow-up, pain, scarring, dysuria or 

burning, adhesions, infection, abnormal discharge or eschar 
• Lacked statistical power (small number of women and the low number of observed events).
• Low risk of bias. 
• NO  reliable evidence regarding the effectiveness and safety of the 2 surgical techniques for 

VIN treatment

von Gruenigen et al. Surgical treatments for vulvar and vaginal dysplasia: a 
randomized controlled trial. Obstetrics and Gynecology 2007;109(4):942–7.
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Lawrie TA, Nordin A, Chakrabarti M, Bryant A, Kaushik S, Pepas L. Medical and surgical interventions for the 
treatment of usual-type vulval intraepithelial neoplasia. Cochrane Database of Systematic Reviews 2016, 
Issue 1. Art. No.: CD011837. DOI: 10.1002/14651858.CD011837.pub2
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• Low-quality evidence from the best included NRS indicated,
• Adjusted data show little difference in the risk of VIN recurrence between surgical 

excision and laser vaporisation.
• Recurrence occurred in 51% of women overall, at a median of 14 months,
• Recurrence was more common in multifocal than unifocal lesions (66% versus 34%). 
• Vulval cancer occurred in 15.1% overall at a median of 71.5 months
• Vulval cancer risk did not differ significantly between excision and laser vaporisation
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• Alternative surgical procedures that might be as effective include Cavitron ultrasonic 
surgical aspiration (CUSA) and loop electrosurgical excision (LEEP) procedures, based 
on low- to very low-quality evidence, respectively.

• Photodynamic therapy may be a useful treatment option.( Very low quality) 
• Only one ongoing RCT of medical treatment (imiquimod) compared with surgical 

treatment
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• No evidence on how medical treatment compares with surgical treatment. 
• 50% chance of the condition recurring one year later after surgery , irrespective of 

whether by surgical excision or laser vaporisation. 
• Multifocal uVIN lesions are at a higher risk of recurrence and progression.
• If occult cancer is suspected, surgical excision remains the treatment of choice. 
• If occult cancer is not a concern, treatment needs to be individualised (site and extent 

of disease, and a woman’s preferences). 

Authors conclusions
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Take home 
message

Majority of VIN are the HPV related uVIN type

Prophylactic HPV vaccines have a protective and a possible 
therapeutic effect

Being more common in young women with the multifocal 
chance and the tendency to recur warrants a rational 
tailored use of surgery and the favorability of finding 
comparably effective medical treatment .

No evidence of the superiority of any particular surgical 
modality.

Imiquimod and cidofovir have proved comparable 
effectiveness in the treatment of VIN

No available evidence comparing medical versus surgical 
options (ongoing trials)
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Thank you
for listening
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