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STATE OF THE 

ART?



• Scarce clinical trials, only one 

comparing treatments

• Heterogeneous populations

• Metachronic/recurrent disease

• Strongest evidence ANCHOR 

study

WHAT IS THE BEST TREATMENT FOR HSIL?
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• Treat HSIL to prevent anal cancer: Ablative

• Avoid excessive scarring and stenosis

• Avoid incontinence

• Treat HSIL to prevent anal cancer: Topical

• What to expect

• How to improve treatment adherence

• Avoid AEs

What is the challenge?

• Discuss risks, uncertainties and risk of  leaving untreated



Multidisciplinary teamIndividual decisions



AGE EXTENSION PERSISTENCE HPV GENOTYPE

PERSONALIZE TREAMENT

IMMUNE STATUS

1. GENERAL PRINCIPLES



¿WHY IS AGE IMPORTANT?

Clifford et al Int J Cancer. 2021;148:38-47



¿WHY IS EXTENSION AND 

PERSISTENCE IMPORTANT?

SPANC 617 MSM older than 35 years, median follow-

up 3 years

(SPANC: Poynten et al 2022 Clin Infect Dis)

24% histological clearance

Predictors of regression: AIN 2, Age <45 years, Small 

lesion, HPV16 negative

ANCHOR:

• “Time to progression to anal cancer was 

associated with lesion size (hazard ratio, 5.26; 

95% CI, 2.54 to 10.87)

• “The rate of  progression to anal cancer was 

1047 per 100,000 person-years among 

participants with a lesion size of  more than 

50% of  the anal canal or perianal region and 

185 per 100,000 person-years among those 

with a lesion size of  50% or less of  the anal 

canal or perianal región”



¿WHY IS HPV IMPORTANT?

Lin et al, Lancet Infect Dis 2018

1. Enrichment HPV 16 from SIL to AC

2. HPV 16 is related to persistent lesion



WHY IS THE PRESENT AND PAST IMMUNE STATUS IMPORTANT?

Hazard ratio 95% CI P-value

CD4 cell count,/100 

cells/μL

0.72 0.59 – 0.88 0.002

Mode of 

transmission

Heterosexual

MSM

IDU

Other/unknown

AIDS prior to anal 

carcinoma

Reference

8.3

1.15

2.32 x 10-19

2.7

1.9 – 36.3

0.12 – 15.3

…

1.1 – 6.6

0.005

0.91

…

0.035
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• 32 studies

• Only 4 randomized clinical trials

• Risk of  bias

2. TREATMENTS

• There are few high-quality studies addressing the 

efficacy of  various treatments for anal HSIL

• Selection remains largely empiric

• Modalities of  treatment varies by clinical expertise  

International Journal of Colorectal Disease (2021) 36:213–226 



Very effective in treatment of  individual lesion

Applicated by physician

Not field treatment/not immunomodulators

Cost/material

May need local anaesthesia

Risk of  scarring/stenosis

Cranston RD et al. Sex Transm Dis 2014;41:420–6// Goldstone RN et al. Int J Colorectal Dis 2017;32:357–65.// Burgos J et al HIV Med  2016;17:524–

31.//Chang G et al. Dis Colon Rectum 2002;45:453–8. //Gaisa MM et al. Cancer 2020;1261470–9.//Burgos J et al. J Acquir Immune Defic Syndr

2018;79:612–6. 

ABLATIVE TREATMENTS



IRC
ELECTROCAU

TERY
TCA

CO2 

LASER

CLASSIC ABLATIVE TREATMENTS



CASE 1. 

53 YEARS-OLD, HIV+-MSM. ACETOWHITE, COARSE PUNCTATION, LUGOL NEGATIVE. 

PERSISTENT LESION AFTER TCA



ELECTROCAUTERY

ADVANTAGES DISADVANTAGES

Easy, quick to perform

Faster tan IRC, better 

for PAIN

Risk inhalation

Affordable, widespread AEs (pain, bleeding, 

synchronous lesions, 

stenosis)

Treatment with most 

evidence of 

efficacy(ANCHOR)

Does not allow extensive 

treatment



ELECTROCAUTERY

CR 22-78%

PR 7-26%

2 STUDIES LESS RISK OF 

RECURRENCE HIV-
BURGOS ET AL: 39% RECURRENCE WERE 

METACHRONOUS DISEASE

6 STUDIES

N: 749
IJCD 2021



ARM 2 - Comparator – Monitoring: 2219

II (active monitoring)
Patients undergo active monitoring with examinations every 6 
months. Every 12 months, patients undergo biopsies of  visible 
lesions. Patients have cytology sampling performed at every visit.

Open, 

Multicenter, 

Controlled 

Study

HIV+, proven 

HSIL at 

baseline

Primary Outcome:

Time to Anal Cancer

Secondary Outcomes

Adverse effects

ARM 1- Active Treatment :2227

Topical or ablative treatment at the discretion of  the clinician. 

->Topical treatment apply imiquimod intra-anally, peri-anally or both 

thrice weekly for up to 16 weeks, fluorouracil twice daily for 5 days 

every 2 weeks for up to 16 weeks, or trichloroacetic acid every 3 weeks 

up to 12 weeks

->Ablative treatment using infrared coagulation, 

hyfrecation/electrocautery, or laser. 

9 CA

32 CA

173/100000 

PY

402/100000 PY

Palefsky J. 2022. Treatment of  anal high-grade squamous intraepithelial lesions to prevent anal cancer

83% cauterization



• EC best results in terms of  effectiveness for intra-

anal HSIL

• EC: higher percentage of  mild AEs but lower 

percentage of  severe AEs



• Multiple HSILs

• HIV detectable CV

• Current smoking

• Initial / Persistent HPV-16 and/or 18 infection

• High RR 50%12 m 68% 36 m



CASE 2. 

46 YEARS-OLD, HIV WSM. ACETOWHITE, MOSAICISM, LUGOL NEGATIVE. 



INFRARED 

COAGULATION

• Device that delivers short pulses 

of visible and infrared light →

necrosis

• 1.5mm deep lesions

• Very easy to use

• May require local anaesthesia

• Local side effects: pain and 

bleeding 



N:542

Less severe side effects vs other ablative treatments

3-71% CR

6-69%PR IJCD 2021



24 articles, 6 selected

Only 1 clinical trial

AEs PAIN, mild bleeding (4-78%)

No complications, No AC

Recurrent HSIL 10-38%



• Open-label, randomised, multicentric clinical trial

• IRC vs active monitoring 

• 120 HIV ≥27 years with 1-3 anal HSILs

Infrared 

coagulation

Active monitoring 

HSIL clearance 

12 months

63% 30%



CASE 3

35 YEAR OLD, HIV MSM- SMALL LESIÓN 

POOR PAIN TOLERANCE



TCA ACID

Topical Ablative 
Treatment

TCA  80-85% 4-5 touches

Applicated by 
healthcare 
personnel

No local 
anaesthesia 

required

Minimal training 
required

No risk of  HPV 
inhalation

Inexpensive

More effective in 
small 

lesions/younger 
patients

Requieres many 
sessions

The only 
treatment 

approved for 
pregnacny women



N: 50 IJCD 2021

RC 28-72%

RP 11-15%

RR 8-15%



Retrospective

2-4 treatment sessions

ELECTROCAUTERY TCA

HSH-VIH 182 56

Complete Response 33.5% 60.7%

Partial Response 28.0% 23.2%

Good tolerability 80.6% (more bleeding) 82.6% (more 

itching)

Recurrence 12m 14.6% 27.6%



x
x

x

x

x

46, HIV MSM, PAIN and  microinfiltrant perianal carcinoma

CASE 4





• Superficial vaporization of  the epithelium

• Excellent for perianal/vulvar disease

• High precisión, very good cosmetic outcomes 

• Minimal damage to adjacent tissues

• More bleeding tan EC

• Expensive, not widely available

• Applicated by healthcare personnel

• Risk of  HPV inhalation

• Requires eye protection

Co2 LASER



CASE 5

• WOMEN 45, LES TREATMENT WITH HIDROXICLOROQUINE 

AND AZATHIOPRINE

• PAIN, VAIN



54 HIVMSM, ACETOWHITE PLAQUES WITH MOSAICISM AND COARSE PUNCTATION 

CIRCUNFERENTIAL 360, NOT ADHERENT TO TOPICAL TREATMENT

CASE 6



RADIOFREQUENCY ABLATION

Advantages

FDA approved

Fast for extensive disease

Circunferential treatment

Less RR? Treats metachronous disease

Radiofrequency ablation (RFA) is an endoscopic therapy 

used primarily to treat Barrett’s esophagus. 

RFA uses an array of  parallel alternating electrodes to deliver 

radiofrequency energy that heats the lining of  the 

gastrointestinal tract, destroying the tissue.





DISADVANTAGES

EXPENSIVE MORE PAIN AND 
BLEEDING THAN 

TARGETED ABLATION

NEED ANESTHESIA NEW PROCEDURE

LEARNING CURVE



IJCD 2021

CR 58-100% at 12 months

RR 0-14%

No metachronous lesions at 12 months 

N:31+12+52



• Prospective trial

• 10 participants (9 HIV+)

• Circumferential anal RFA (sedation)

3 pulses of  12 j/cm2

• HRA control every 3 months

• All participants HSIL free by 12 months

• No serious AEs occurred

• *Average Anal pain peak level after RFA→ 7 

• Prospective trial (2017)

• 21 participants (no HIV+)

• Hemi-circumferential anal canal RFA

• 3 pulses of  12 j/cm2 (Sedation)

• HRA control every 3 months

• Individual lesion cure rate after one RFA →88 %

• No metachronous lesions at 12 months

• Moderate-severe pain 24h



• 12 patients HSIL, 50% HIV+, 50% IS

• 58% RC, 12 months after targeted and 

circunferencial RFA

• 3/12 recurrent, 2/12 persistent

• No metachronous lesions detected

• No changes in US, manometry



51 patients, 33% HIV

39% recurrence 12 m 

85% pain

No severe AEs ,although 

more morbidity



CASE 6. 

63 YEARS-OLD TRASPLANT. 360 PAIN



2 Sessions of  TFD, red light at a wavelength of 630 nm . 
ALA cream. IP 4 hours. 2 sessions of single dose of 100 J cm−2 



PHOTODYNAMIC THERAPY

• Ablation by application of  a light source to a previously 

photosensitised area (topical/systemic)

• PDT very suitable treatment for SIL for two reasons: 

• selectively eliminate lesions. Preserve healthy tissue

• acts on its own against HPV ;PDT is useful for subclinical 

and latent human papillomavirus infections, decreasing 

recurrence rates dramatically

• Uniform application/ Field treatment/selective

• Ideal for multizonal disease

• No scarring in perianal área-excellent cosmetic outcome

• PDT has been used for VIN/CIN and early CC and condiloma

• CR CIN 81% and 80.4% clear HPV 



IJCD 2021

CR 20-40% 

PR 27%

RR 20%

N:30

• AEs: 1 stenosis out of  15 patients, severe pain, 

suppuration...



Possibility of  treating multiple areas at the same time

Potentially combining the advatages

 of  field-treatment and selective treatment



Plan: 

Wide biopsy in the operating 

room, and cauterization under 

epidural anesthesia

CASE 6

 62 years-old  MSM-HIV. Persistent HSIL disease in the same octant, atypical vessels, 

grade 3 dysplasia. Painful digital rectal exam

Lesions that are too large for office-based local ablation

Worrisome lesions that need larger biopsies(concern malignancy)



CASE 7. WLHIV, 52. PAIN 





TOPICAL 

TREATMENTS
• Imiquimod, 5 Fu, Cidovir

• Actvity against HPV infection (less RR?)

• Self-applied  / Outpatient

• Field treatment

• Local and systemic AEs

• Expensive, not for use in pregnant women               



• Needs to be applied to the site of  disease for optimal efficacy(SQJ) 

• Gloved finger, splitting dose right left hand to ensure 

complete coverage?)

• No specific anal applicators/syringe, if  used care must be 

taken to avoid inserting the cream beyond the anus into the 

rectum: 

• Loss efficacy and proctitis

• It may be reassuring for patients to know that side effects might 

indicate treatment efficacy

• If  intermittent Schedule, consider calendar or electronic reminder

• Interim visit 4 weeks to survey for side effects and support 

adherence

DALL-E: “Cool doctor explaing topical anal treatment 

for anal HSIL to a very confused patient”



CASE 7

37 MSM, CO-EXISTING EXTENSIVE LSIL WITH FOCI OF HSIL. 

DIFFICULT TO DIFFERENTIATE BOTH



Activates Toll like 
Receptor 7

• Antiviral, antitumoural 
and immunoregulatory 
effects 

Off-label use for 
management of  

anogenital dysplasia

Available in 3.75 and 
5% cream 

• studies carried out with 
5% dosage 

Can be provided in 
suppositories/rectal 

rockets

Local and systemic 
side effects (more 
efficacy and worse 

tolerance in perianal)

IMIQUIMOD

Richel O, et al. Lancet Oncol 2013; 14: 346–353.

Wieland U et al. Arch Dermatol 2006; 142: 1438–1444.

Fuertes I et al. Int J STD AIDS. 2019 Oct;30(12):1194-1200.

Harvey G et al. Clin Exp Dermatol. 2019;44(4):e140–4

Imiquimod 12.5/supositorio

 25 supositorios (máximo por receta)



RC 14-86%

RP 5-35%

COMPL 75-100%

RR 39-71%

N:164
IJCD 2021



• 95 HIV patients retrospective 

analysis

• HSIL or condiloma

• 46.3% response to 

imiquimod(ITT), complete12.5%

• Poor response smokers

• Good tolerability 57%

• Systemic side effects 20%

Original research article

The effect iveness and tolerabilit y
of im iquim od suppositor ies to
t reat extensive int ra-anal high-grade
squam ous int raepithelial lesions/
war ts in HIV-infected individuals

Irene Fuer tes1,*, Car la Bast ida2,* , Carmen Lopez-Cabezas2,
Leonardo Rodr ıguez-Carunchio3, Jaume Ordi3,4,
Josep Mallolas5, Ross D Cranston5 and Jose Luıs Blanco5

Abst ract

Topical imiquimod is a potential treatment for intra-anal condyloma and squamous intraepithelial lesions caused by

human papillomavirus (HPV). We aimed to assess the effectiveness and tolerability of imiquimod suppositories for the

treatment of anal high-grade intraepithelial lesions (HSIL) and condylomas in HIV-infected patients. We conducted a

retrospective analysis in a prospectively followed cohort. High-resolution anoscopy was used for diagnosis and assess-

ment following treatment. Patients’ tolerability was assessed with aself-administered survey. Ninety-five patients (94.7%

men) were analyzed. All were on combination antiretroviral therapy. Median CD4 T-cell count was 690 cells/mL, 89%had

undetectable plasmaviral load. Response to imiquimod was seen in 46.3%(complete: 12.5%, partial: 33.8%) in the intent-

to-treat analysis, and in 55.2%(complete: 14.9%, partial: 40.3%) in the on-treatment analysis. Higher response rates were

observed for anal condyloma compared with HSIL. A significantly poorer response rate was observed in smokers and

in individuals with lower nadir CD4 T-cell counts. Imiquimod tolerability was “good” in 57.1%(n¼36), “acceptable” in

33.3% (n¼21), and “poor” in 9.5% (n¼6). Systemic side effects were reported in 20.7% (n¼13). There was no

association between treatment effect and tolerability. In conclusion, imiquimod stands as a well-tolerated option for

the treatment of HPV-associated intra-anal pathology in HIV-infected individuals.

Keywords

Anal dysplasia, effectiveness, HIV, human papillomavirus, imiquimod, tolerability

Date received: 26 February 2019; accepted: 25 June 2019

Int roduct ion

Human papillomavirus (HPV) is a common viral infec-

tion responsible for a variety of disease processes

that range from benign lesions, such as condylomas

to dysplasia and invasive cancer. In the last decades,

HPV-associated anal squamous cell carcinoma (ASCC)

incidence has been increasing, particularly in human

immunodeficiency virus (HIV)-infected men who have

sex with men (MSM).1,2 A higher prevalence and per-

sistence of HPV infection, and a more frequent pro-

gression from low- to high-grade anal squamous

intraepithelial lesions (LSIL, HSIL), the precursor of

ASCC, has been reported in these patients compared to
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Barcelona, Spain
2Department of Pharmacy, Hospital Clinic of Barcelona, University of

Barcelona, Spain
3Department of Pathology, Hospital Clinic of Barcelona, University of

Barcelona, Spain
4Institut de Salut Global de Barcelona (ISGlobal), Barcelona, Spain
5Department of Infectious Diseases, Hospital Clinic of Barcelona,

University of Barcelona, Spain

*These authors contributed equally to this work.
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International Journal of STD & AIDS

2019, Vol. 30(12) 1194–1200
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DOI: 10.1177/0956462419864506
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Imiquimod 3.75% 



Female patient

48 years old, HIV

History of  cervical 

cancer.

First visit, acetowhite 

plaques with thick 

vascular punctation. 3 

biopsies confirm HSIL 6 

octants 

Plan: Topical treatment 5 FU 

16 weeks

CASE 8



• Pirimidine analogue, antitumoral effect

• Licensed for topical use in actinic keratosis and basal cell 

carcinoma

• Off  label use for HSIL in four studies, 3 in HIV MSM

• 16 week 2 a week vs 5 days twice a day and rest for 9 days

• Formulated(3-5%) or commercial cream(5%, Tolak)

5-fluoracil



N:112

9-86% CR

0-27% PR

RR 9-58%

Decrease viral load(Richel 2010), 85% local side effects IJCD 2021



63

CASE 9

MSM-HIV, 59 YEARS-OLD. PAIN. 





• Cidofovir is a nucleotide analog with activity against a 

wide range of  DNA viruses

• Induces of  apoptosis only in HPV-infected cells

• Antiangiogenic effect

• Does not depend on immune status

• Off-label use for management of  anogenital dysplasia

• Field treatment and patient self-application 

• Formulated in cream 1-2%

• Hospital dispensing 

• No cost for the patient

CIDOFOVIR



N: 73
IJCD 2021

CR 15-62%

PR 18-30%

RR 13-25%

AEs 81%



2 grams cidofovir 1%, 3 times a week 8 week

23 patients refractory 
intra-anal HSIL

• 78% persistent lesions

• 39%>50% circumference

• Median 6 ablative treatments

Response in 69% 
patients (39%CR, 30% 

PR, 30% persitence)

52% regular/bad 
tolerance-modification 
treatment in 8 patients

No serious side effects

RR 25% 12 months 
lower recurence has 

also been observed in 
other studies



¿PROACTIVE 

SEQUENTIAL 

TREATMENT?



HPV VACCINE



Cidofo
vir

TFD

Imiquimod 5-Fu

TCAIRC

Electrocautery



What about sexual and life quality impact?

A-HRSI 





a. DOES THE PATIENT NEED TREATMENT?

b. DOES THE PATIENT AGREE TO BE TREATED/ANAL?

3. HOW TO CHOOSE TREATMENT??

c. DOES THE PATIENT AGREE TO BE TREATED/PERIANAL?



HOW OLD IS YOUR PATIENT?

      Always treat patients>35

PERSISTENT/EXTENSIVE 

LESION?

SEVERE 

INMUNOSUPRESSION 

(CD4 NADIR, LOW CD4) 

HPV16 

POSITIVE?

a. DOES THE PATIENT NEED TREATMENT?



• For  lesions scarce 

and small(<1 cm)

     TCA or ablation

• More than 1 cm, very 

atypical or old 

patients-cauterization

• Circunferential lesions: 

Start with topical 

treatment and combine 

with cauterization if  

needed

• If  tolerance to 

treatment is low, 

cauterization under 

anesthesia in a stepwise 

manner 

• Radiofrequency 

ablation/TFD 

• For recurrent 

lesions add 

consider adding a 

topical treatment 

3-4 months

• Stop smoking

• If  posible lower 

inmunosupression

b. DOES THE PATIENT AGREE TO BE TREATED/ANAL CANAL?



Imiquimod

Cidofovir

Criotherapy

Laser Co2

Electrocoaugulation
PDT

c. DOES THE PATIENT AGREE TO BE TREATED/ANAL CANAL?



¿IS THERE A 

WINDOW OF 

OPPORTUNITY 

TREATMENT?



Adherence is important

AC was more prevalent in patients that were not compliant with the program

HSIL is a lifelong disease…sometimes patients need a rest, and is better if  we decide 

when is the perfect moment



• Explain natural history of  HSIL disease therapeutic possibilities with your 

patient

• Consider age, extension and persistence, HPV and inmunosupression in the 

timing and kind of  treatment

• Explain warning signs to your patient, be accesible

• Consider multidisciplinary approach

• Consider sequential treatment

4. TAKE HOME MESSAGES



THANK YOU FOR YOUR ATTENTION

elenamaria.sendagorta@madrid.salud.org
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