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Outline



• Anal canal and cervix share embryologic, histologic, and pathologic characteristics. 

• HPV is the most common sexual transmitted disease (STD) in US. It’s linked with 
malignancies, especially those involving the anogenital (cervical, vaginal, vulvar, penile, 
anal) tract. 

• Anal squamous intraepithelail lesions (ASIL) 

happen most commonly at 

anal transitional zone (ATZ)
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Cytology-Bethesda classification



• Prevalence varies according to the population
• ASIL in female adolescents without HIV: USA 5.7 % in Brazil (1.4-2.6%).
• ASIL among males with men sex with men (MSM) without HIV: 20%
Risk factors:
1.Human papillomavirus (HPV) infection:
✓ Highest risk for ASIL are HPV16 and HPV18
✓ Low-risk HPV types are mainly associated with low-grade SIL (LSIL), including genital 

warts or condyloma acuminata (90% are HPV6 and 11)
✓ Among females, there is significant concordance between cervical and anal HPV infection, 

(in a study, females with cervical HPV, had 25% risk of anal HPV HSIL)

2. Sexual behavior : 
• MSM
• Females. With history of anal receptive intercourse, number of partners, HPV infection 

and a history of SIL at other genital sites (cervical, vaginal, vulvar) 6

Epidemiology and risk factors



Risk factors

3.HIV
❑ People living with HIV (PLWH): Risk of ASIL is almost double

4. Solid organ transplant with immunosuppression. 

Other risk factors:  history of rectal discharge, a history of anogenital warts, intravenous 
drug abuse, current cigarette smoking
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• LSIL is considered to represent a marker for risk of HSIL rather than a 
direct precursor.

• LSIL may spontaneously regress (50% in some studies).

• HSIL is considered a true cancer precursor with potential to progress to 
anal squamous cell carcinoma. Spontaneous regression is less likely than 
anal LSIL (23-30%)

• People living with HIV (PLWH), females with a history of cervical or vulvar 
HSIL or cancer, and recipients of a solid organ transplant are at risk for 
progression
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Progression of  anal squamous 
intraepithelial lesions (ASIL)



• Typically asymptomatic

• Sometimes local symptoms: 
pruritus, bleeding, discharge, 
irritation, and tenesmus

• May present as frond-like 
or plaque-like condyloma
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Clinical manifestations



• History related to STD’s

• Visual inspection of the perianal skin sometimes is enough

• Digital examination and high-resolution anoscope (HRA) of the anal 
canal. 

• If anal cytology is planned, it should be performed before the DRE and 
in the absence of lubricant. 

• Assessment of palpable lymphadenopathy.
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Evaluation



• Age to start and frequency are not well defined

• CDC for risk individuals ≥ 35 years 

• Society of Transplantation Infectious Diseases Community of Practices, 
recommend yearly anal cytology in solid organ transplant recipients, 
particularly those with a history of receptive anal intercourse and/or CIN 11

Screening



• Anal HSIL screening relies on cytology. Individuals with abnormal cytology 
are subsequently referred for HRA to biopsy suspicious areas.

• High risk HPV (HrHPV) testing as 

screening: less evidence 

• HRA follows abnormal results
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Screening



• Left lateral or lithotomy position

• We use 5% acetic acid and Lugol iodine solutions to identify anal 
lesions

• Prior to examination, a 4 x 4 gauze is wrapped around a Q-tip and 
soaked in 5% acetic acid. By inserting this Q-tip into the anal canal, 
the acetic acid is applied evenly prior to visualization.

• Colposcope is then used for lighting and magnification
13

High resolution anoscope (HRA) technique



• Acetic acid produces a white appearance in areas of abnormal epithelium

What to consider for biopsy?

✓ Acetowhite change on flat/slightly raised lesion

✓ Thickened abnormal blood vessels (mosaic pattern/punctuation)

✓ Tissues that do not take up Lugol stain

Abnormal features with acetic acid should be considered highly suspicious for 
HSIL if stained negatively with Lugol iodine.
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Abnormal findings on high resolution anoscope



• …
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High resolution anoscope (HRA)

A. Slightly raised, flat lesion with 
acetowhitening and coarse 
punctation after application of 
5% acetic acid

B. Acetowhite, thickened lesion with vascular 
changes including coarse punctation, mosaic 
pattern and atypical vessels. consistent with HSIL 
and can also be seen with early invasion



• Routine vaccination, should ideally occur prior to the onset of sexual activity

• Advisory Committee on Immunization Practices (ACIP), recommend immunization with 
(HPV) vaccine of all males and females at age 11 to 12 years old, with vaccination starting as 
early as age 9 and continuing through age 26

• Conditional for adults ages 27 through 45 years old.

• Bivalent (HPV 16,18), quadrivalent (HPV 6,11,16,18) , 9-valent vaccine (HPV types 6, 11, 16, 
and 18 as well as types 31, 33, 45, 52, and 58)

• Still recommended even with evidence of prior HPV infection, as it can provide protection 
against HPV types not already acquired. 

• Vaccination has no therapeutic effect on pre-existing HPV infection (including HSIL). 16

Vaccination



• Intra-anal HSIL: 

Small lesions (ie, <1 cm2 at the base) or <50% of the circumference of (ATZ):
80% trichloroacetic acid (TCA) or targeted ablation in the office using infrared coagulation 
(IRC), radiofrequency ablation (RFA), or electrocautery/hyfrecation. 

If there is concern for stenosis, these procedures may be undertaken in a stepwise manner.

topical therapies like the immune modulator imiquimod or 5% fluorouracil (FU) may be 
used in the anal canal

• Perianal HSIL:

Electrodessication and curettage, or excisional surgery

• LSIL including conylomata: Controversial, optional treatment (not 
precancerous,spontaneous resolution) vs mandatory treatment (may progress locally) 17

Treatment

https://www.uptodate.com/contents/trichloroacetic-acid-united-states-and-canada-not-available-drug-information?search=AIN%20anal%20intraepitheleal%20neoplasia&topicRef=8032&source=see_link
https://www.uptodate.com/contents/imiquimod-drug-information?search=AIN%20anal%20intraepitheleal%20neoplasia&topicRef=8032&source=see_link
https://www.uptodate.com/contents/fluorouracil-drug-information?search=AIN%20anal%20intraepitheleal%20neoplasia&topicRef=8032&source=see_link
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• Topical therapies:

✓ TCA – More effective for small lesions.

✓ Fluorouracil (FU) – Can be applied by the patient 

✓ Imiquimod – An immune modulator, can be self-applied 

• Ablative therapies:

❖ Infrared coagulation – IRC. Ddirect application of a 1.5-second pulse of irradiation in the 
infrared range to the anal epithelium, which results in tissue destruction to a depth of 
approximately 1.5 mm. 

❖ Electrocautery ablation: commonly used to treat anal HSIL. Some clinicians prefer it over IRC 
because it may be faster, particularly for large and keratotic lesions. It is also easier to use than 
IRC for perianal disease. Its efficacy profile appears to be similar to IRC.

❖ Argon plasma coagulation (APC) and radiofrequency ablation (RFA) – are less commonly used 
ablative modalities. 
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Available modalities
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• lesions that are too large for office-based local ablation, a combination 
of initial HRA-guided surgical destruction in the OR with office-based 
ablation may be effective.

• In general, the HRA-guided surgical destruction is ablation unless there 
is concern for invasive malignancy, in which case, excision is attempted
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Treatment



• HSIL recurrence over time is high in high-risk patients and surveillance is recommended.

• Surveillance with HRA

• No optimal schedule has been established.

• Most institutions do follow up every 4-6 months. 

• Anal cytology may also be useful as an adjunctive test.

• When HRA is not available, DRE should be offered to patients at risk.
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Surveillance



Summery 
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