CLINICAL PRACTICE GUIDELINES: SCREENING FOR SQUAMOUS CELL CARCINOMA OF

THE ANUS IN HIV-INFECTED MEN WHO HAVE SEX WITH MEN.
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Introduction

Prolanged exposurs to high-risk efraine of human papliomsavinis (HFY) and the
dysplastc sffects that HPWY exerts on celle of the squamocalumnar fransibonal
junction of the anal canal leads to anal dysplasia, which is 8 precursor o
squamaus call carcinoma of the anus [SCCA)L " Anal HPY infaction is present in
3% of HIV serapositve man wha have anoraceptva intercourse 2 Anal dysplasia
has bean reporfed in 56% of HVinfected man who participate in anareceplive
intefcaurse, with high-grade lesions dagnosed in 4% of men and 6% of wemen,
respeciively 24 HIY infectian Ineressas the sk for high-grade anal dysplasia; 3B%
o B0% of HV-mlected and 17% of HIV-seronegative men with normal or bow-
grade dysplasia at baseling, have been reported io develop high-grade dysplasia
aver 4 yesra, F Addiional riek factars for enal dysplasia include low S04+ cedl
counts, Incressad HIV RMA viral load, high HPW DMA levels, receptiva anal
Intercowrse, and in wornen concument sbnormal cenvicel cytology, 1

SCCA s alao over representad in those with HIY infection, with rates in the ranpe
af T0-80 per 100,000, which s in confrast to 1 per 100,000 in the nan-HIv-infected
papulation.” In the era of highly sctive antiretrolaral therapy (HABRT), the median
survival of HIV-infected individuals continses to improve, and for fhosa with non-
datectable HI%Y RMN& viral lzads, their leagevity now rivals that of the genaral
population.® Unfortunately, there is no compelling evidance that HAART-inducad
restoration of immunity promotes resciytion or regression of high-grade anal
intraepitheial neoplasia (& IM).912 These patients will likely remain at a high risk far
develaprnent af 5CCA One current estimate sugpests thal as many as 5% af Hiv-
Infected mean with high-grade AN &e destined Lo progress te SCCA Y

& cost effectivensss analysis has shovn thal sereening and breatment for high-
grade anal dysplasia ceuld pravide benelits and compare favorssly to the
approaches used o prevent ather mallgnancies, mast nolably cenvcal cancer 2
Althpugh large-scale clinlcal nals to prove eflectivensas haye yat o be daneg
increasing awareness of the problern and projected potential effectivenses of
scraaning recently lad the Mew York Health Departraent ta recommend that HIW-
infected man and women undargo anal dysplasia scraaning. ' With a stratagy that
is analogous o that which is employed in carvical cancer screening clinicians
anbicipate frequant detailed anal avaluations will ulbmately lead to earisr detaction
af disconcering lesions and a change in the natural history of HFV-induced anal
malignancy

Unfortunatety, thare are few well-established high-volume anal dysplasia
sereening dinics and specially ramed providers in the Linded Stakes
Consequently, experlise in counssling, soreening and treating at-risk HI'-inlected
individuals for HPV-asseciated anal dysplasia s imited. Further comphicaling
attermpls &l screemng this high risk group (S the lack of formad dinical practics
guldelines for screening for SCCA In HIV Infecied ndviduaks

Methods:

& combined fiterature review and rafrospective chart review was performead. Al
patents seen in the anal dysplasia screening clini: gt Virginia Mason Medical
Center (VMMM ) during a 253-month peried batwean Movember 2007 and
Cecamber 2004 ware referred by HIV pnmary and specialty providers within the
FPacific Morthwest After receiving approval from balh the WMMWEC and Vanderbilt
Linivarsity instilufional Review Boards, @ retrospeciive chart review of the first 212
censeculive HIV-infected male indviduals who undenyert anal dysplasia
screening by the auther, Demographic [farmabion including age, eex, and race
were recofded, along with the patlient's mast recent S04+ Tymphocyts cell count
and HIV RMA viral load st tire af (nitsl esssacment. Al patisnts undsraant a
digitad rectal examination, anal cytalagy ssssssment and high ressiution
anoecopy, Desconcerting lesions identified on high-resoluton anascopy wers
biopssad. &% tirme of char review, additicnal historical informetion wes collected
regarding patent sexual pracicas and collated anal oytology and biopsy resulis.
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Armal cyiojogy colléction and inferpretadion

All pabarts were examined while in the left lsteral position. Anal Pap emear for cytology
wes performed inetandard fashion with @ Dacrop stedle plastc Gdip ewabs 1

Anal eyiology samplas wene raad by one of two Virginia Mason cytopathologists
expananced in &ral cytalogy nempreteton and reported as nomal, atypical sguamous
cella of undelarmined signficanse (ASCUE), ASCUS-cannod rulé oul ligh-grade (ASCUS-
Hy, law-grade sguamaus mtraepitfelial lesions [LEIL} of high-grade squamoLs
nEraapithelial lksons (HSIL) using Bethesda 2001 terminclogy. =

High-resolufon aoscopy;

Adigial rectal examination was performed sirsumlarentially with documsantation of any
shnomelliss. A clear plastic disposable Broscaps s inesrted inls 1he 2nal sanal wilk
winrication with k-Y @lly, through which was placed a gauze-wrapped woodan O-lip which
was scaked in 3% acabic acid. The squamocolumnar junction of the anal canal, werge, and
perianal gkin was lhen vaualized with 8 Seiss 150 FC colposcope sel al 16-25x
magnification " Al suspicious aress were photographed using & beam splilber atlached bo
tha colposcopa (Figure 1, A-F). Abnarmal apitheliem was biopsied using baby Tischlar
forceps or Wilsan Coak jurnba bite endascepy farceps wilh samples presshead in 10%
formaln. Peranal bopses wepe obixined after inedlion of local anesfhesia . Hemostasiz, i
naaded, was achimvad with pressurg by the anoscope andlor direct application of aithar
silver ritrate ar Monsal's selution prior to the end of the procedure,
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Results of Literafiire Review:
sThere were no chmcal practice gusdelines found for anal dysplasia or-anal cances
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screaning. However there were numerous articles sulbstantiating the increased risk of

SCCA in HIY infectad individuals. ™8 "7 Sevaral articles suggest increéasing incidance
of SCCA TS (o Be mxpected due o prolonged life span afforded by anti-viral therapy Tor
l-H"lI 1018

= Litersture suggests improved martality and monbadity with early diagnoesis of SCCA 18

=Systematic reviews identifies anal cylolagy #5 cost-eflective compared to ather
roubifie scresming =

Anal cytalogy hes been demonsiraied 1o be poorly sensitive and specific comparad to
findnpgs at HRA!

Mo cost effectveness dats vet for HRA,

sEvaluaton of efficacy of treatment of anal dyeplasia s needed.

sSoxually ransmitted infections are essociatod with inabiity o clear anal dysplasia =

Resulis of Refrospective Chart Review:

The median pallen! age was 47 years (rangs, 24-B3 years), and all 212 wera men. One
hundred and seventy-three (82%) patients were Caucasian 14 (8% were Alrcan-Amencan,
4 {2%) wera Asian, 15 (T4 were Hispame, two (19%) were otfeer (Mabive Amencan, snd
Middle Esstern), Dnly 4% of patienis descnbed themselves &s stnictly heterosaxual. The vast
miajarity (84 %) indcated that they had sex predominantly with men or with both man and
woman. The madian patbent HIV RMA viral lnad wes <75 copiesiml [range, <75-500, 000
copies/ml) and the median patient CO4+ count was 508 cellefmcroliter (range, T-1663
cells/microliter), Greater than $5% of patients were receiving HAART at the bme of mitial
anai dysplasia screening

Farty-five patients {21%) had normal anal cytolegy, B9 (42%) had low grade anal cyiology
and 28 {14%) had high grade eyiology (Table 1), Thirty [142%)} patients had a noemal high
resolubon anoscopic exam and no biopsy was indicated, Forly-three [ 20% ) patients had a
colposcopically abnormal exam but a normal biopsy Among the 182 patients who undervent
anal biopsies, B [20% ) patienis had low-graae AlN, 74 (35%) had high-grade A1N, and 4
(1. B%) had SCCA (Table 2)

AlM vas ientified more requently by directed biopsy than by anal cytology assessmen
iTable 1) Concardance was slrang bebween anal cytalagy and anal biopsy results Tar thosa
patients Mentified with high-grade indings on nitial anal eylolagy assesament, Of patients
with _high-grade anal eytalogy findings who undereant ensl blapey, high-grade findings wera
confirmed in 92%. A biopey waa deferrad in one patient with & high-grade anal cytobogy
result due ta thrambocyiopenia

Lawer COd+ counts were found in this cohort to be statisbically significant for bhopay proven
high grade dysplases when comganad to biogsy praven low grade dysslsais using an
indegendant magsures ana tailed t test {a level 001, tatatistic=2 51) with moderate 12%
affact size (Cohen's a=0.53)

Twenty-five {12%) of patients progressad from normal or kow grade dysplesia te high prade
dyspiasia duning this two year period. 8verage time of progression was 370 days (renge: BO-
656 days). Compliance was good with less than 25% being non-adherent to recommeandad
fellow up ntarvals

There were no significant high ressbuton anoscopy precedural camplications (8., bleeding,
pain or miection} reported by patiants to the anal dysplassa practifioner or referring medical
pravider. We hava continued to monitor patients with low-grade AN avery § manths and
mipnitor patients with high-grade AIM every 3-4 months

Table 1; Anal Cytology Diagnosis in HIV+ Men

Anal Cytology Tiagnosis
Ne211 | Unssbelactory | Mormal | ASCUS | ASCUSH | LGAIN | HRAIN
% i) 337 212045 | 184(3m | 163 | 4289 | 137029

AZCUS-atypical celis of undetermined signiizance, ASCUS-H-alypical cefis of undaberminad
significance carnod rule oul high grade aral dysplasa, LGAM-low grade anal intraspitheiial
reaplasia, HEAIN-nigh grede anal intraepithslial recplasia,

Table 2: Anal Blopsy Results
#nal Blopsy Diagnos=

n=182 | Unaatisfaciory Abnormal L3alN HGAIM S0
axamMormeal
biopsy
% (i} opog 2043} 20[81) 35(74) 1.8(=}

LSAH:low grade anal intracpitheiial ncoplzsa, HEAIM-high grade anal miracpithelial
nEoplasia, Emmm! ced canminoma:

Recommendations:

| -?"-{L

sEducation of HIY + man and providers of fisk of anal cancer,
s[hscuss with patients risk, mathods of risk reduction and offer ecreening far anal cancer and

sexually tranemitied infections,

*Perform crgumferenbal dgial rectal exam annualy o whengver palient is sy mptamatic

=Anal eylalemy shauld be avallable whersver cervical cytology & avaiable, refer any sbaormal
resiits o anal dysplasia centsr or gaatraenteroiogs] for further assessmanl

arect refermal 10 HREA with Blopsy of sussect |eslans, of all scresned individuals if high-valume

anal syaplasia centar iz availsbie

Recommanded scraaning intervales with anal cytalogy and high resclution anoscapy;
*Morma findings, repeat screening m one yesr

sLow grade findings, repeat in six months

sHigh grade findings, repeat in 3 months (offar restment)
sCanper, referral to surgery for canfirming biopsy followed By referral to oncology/radiation

oncology

Diseussion.:

The need for addilional develed anal dysplasia chnics capable of expert screening will continue to nse
in order o serve this high-risk population that continues to grow in size as HIV infection incidence
climbs Currenily access bo anal dysplasia scraening is severely regionally limiled Creafion of
gudslines could promete datily In sereening recommendalions snd promate and improve &wareness
o epsalirage screaning in high-rek poputations to idanfify this pre-malignant disease and allow aarly
interyentian, which has been shown t iImprove mobidity and metality. Ongong researnch investigeting
thie Gardsid™ HFY vaccine may be incorpareted into screening guidelings if HFY vaccination ke shown
to hewve benefit far HV-nfectad men. Anal cancer and dysplasia screening guidelines basad on high-
guality evidance ara necessary to help facilitate awareness in this population and praviders canng for
HIv-infected indvidusls 1o aggresswaly identify and treat invasive SCCA, Furthar research in treatment
of anal dyspiasia to prevent SCCA progression, cost effectivaness, clinical efficecy, snd imp=act of
screening on patient's perceived health status is needed

Addiional study into the nsks of SCOA risks of other groups including women with and withaout HIY
infection, HIV-seronegabve men wha have sex wilh other men, solid organ transplant recpeents, and
patients whe have been treated for anal canal cancer are needed before assuming that the cinical
guidelings for HIV infected individuals would be applicable
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