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The Solution

Treatment resulted in a 57% 
reduction in anal cancer

(95% CI, 6% to 80%, P=.029)

Palefsky, et. al. N Engl J Med. 2022

Slide: Prof. G Ellsworth Weill Cornell
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Some screening 
programmes can help

All screening 
programmes can harm

Gerry Bryant 



Wilson’s Criteria for introducing screening

Wilson Principles and practice of screening for disease; 1968



UK National Screening 
Committee criteria

• …..benefits must 
outweigh risks & costs

There should be evidence from high-quality 
RCTs that the screening reduces mortality or 

morbidity

UK National Screening Committee; 2022



Number of RCTs showing 
screening for anal cancer 
-> ↓ morbidity/mortality



Palefsky JM et al. N Engl J Med2022;386:2273-2282
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Entry criteria:
• HIV+
• >35 years
• Biopsy pos for AIN3 or p16 pos AIN2



Palefsky JM et al. N Engl J Med2022;386:2273-2282

Palefsky JM et al. N Engl J Med2022;386:2273-2282
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1. Not a screening RCT

2. Protocol violation

3. Morbidity higher in R/ group

4. Natural regression of AIN

5. Poor R/ efficacy for AIN

6. HRA availabilty



P=0.03

11X

P>0.05X

2. Protocol violation



3. Morbidity higher in R/ group

• Mortality
• Treatment arm: 55

• Passive arm: 48

• Morbidity higher in treatment arm

P=0.07



Randomized Trial for AIN: Imiquimod, Topical 5-FU, Electrocautery

Treatment for AIN is painful



R/ side effects -> inability to work: 3.7 days 
(mean)

Willems Acta Clin Belg 2016



1/3 to 1/2 MSM need high resolution 
anoscopy (HRA)
• HSIL prevalence in MSM in Australia

• PLWH 47% (n=220)

• HIV- 32% (n=397)

• 617 MSM recruited from the community in 
Sydney

Machalek Papilloma Res. 2016

High resolution anoscopy (HRA)



31% Hetero men LWH need HRA

• Prevalence of abnormal anal cytology in 
MSWLWH
• Single centre cohort study Mt Sinai, NY, in 

2075 PLWH screened for anal ca

• 31% (67/218) MSWLWH - abnormal anal 
cytology

Gaisa AIDS 2014

High resolution anoscopy (HRA)



27% of Women LWH need HRA

• Prevalence of HSIL was 27% (n=256)
• Multicentre USA cohort study of women 

LWH and no prev. diagnosis of AIN

• RF – anal sex, CD4 <200

Stier CID 2020

High resolution anoscopy (HRA)



4. Do we have the HRA capacity for screening 
in Belgium?

N % LSIL/HSIL HRA

HIV- MSM  148,081# 32 47,386

HIV + MSM 9,498 47 4,464

HIV + non MSM 8,120 29 2,355

SOTR/Immune defic. 12,000@ 25 3,000

Total 165,699 57,205

#Marcus BMC PH 2013; 
@https://irodat.org/?p=database&c=BE 

Wilson’s Criteria for introducing screening

Excludes FU 
HRAs

SOTR - Solid Organ Transplant Recip.



5. Natural regression of AIN

Progression of high-grade AIN/CIN 
to cancer/year:

Anal cancer:

• PLWH MSM: 1 in 633

• HIV- MSM: 1 in 4196 

Cervical cancer:

• CIN 3:  12 to 40 percent progress 
to invasive cancer

Poynten CID 2021; Br J Cancer. 2003;89(6)



Natural history of regression of AIN

Poynten CID 2021
Jongen JID 2020 

30%
In 1yr

50%
In 2yr

Resolution of AIN



Goldstone Dis Col Rect 2014; Lili Medicine 2018

6. Low treatment efficacy of AIN vs. CIN

Anus/AIN

Probability of recurrence of HSIL in PLWHA

Cervix/CIN

• Cohort study of CIN2/3 treated 
with conization

• N=804

• Mean FU 77 months

• Recurrent CIN – 1%

• Cancer - 0



Kenyon Emerging Infec Dis 2018; Molina Lancet HIV 2022

NG equilibrium prevalence 10%

Dense sex network drives high HPV/N. gonorrhoeae prevalence 
in MSM PrEP cohort



Dense sex network drives high HPV 
prevalence in MSM

Poyten STI 2015



We need an screening RCT to 
show efficacy before we 

advocate screening
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