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Abstract
When it comes to simple anatomy, the colon, rectum and anus all seem to be part of the same gastrointestinal highway, so wouldn’t the cancers 
that develop in these different...stretches, be the same? While colon and rectal cancers can be similar and are often referred to collectively as 
colorectal cancer, anal cancer is completely different in significant ways, including the cell type where cancer begins, the cause of the cancer, 
who gets this cancer, and how we treat it. Anal cancer is more similar to cervical cancer because the tissue that lines the anus (where anal cancer 
typically develops) is like the tissue that lines a woman’s cervix. Most anal cancers are related to human papillomavirus (HPV) infection like cervical 
cancer, and the precancerous and cancerous changes that we see in the anal canal are also similar to cervical cancer. Cervical disease and anal-
centric malignancy share numerous likenesses including causation by oncogenic human papillomaviruses; in any case, critical contrasts exist in 
their study of disease transmission, hazard factors, biologic conduct, the executives, and treatment. Albeit uncommon, the rate of anal-centric 
malignant growth is alarmingly high and keeps on expanding in high-hazard populaces, especially men who have intercourse with men paying 
little heed to their human immunodeficiency infection (HIV) status. There are no public evaluating rules for butt-centric malignancy. Utilizing the 
achievement of cervical malignant growth screening as a model, anal-centric disease screening approaches apply anal-centric cytology, high-goal 
anoscopy, and guided biopsy to direct treatment and the executives’ techniques.
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Introduction
The incidence of anal cancer squamous cell carcinoma (aSCCA) is 

increasing both in the general population and disproportionally in high-risk 
groups [1,2]. The HIV epidemic has been partially responsible for this increase 
due a rise in chronically immunosuppressed hosts [3]. The advent of highly 
active antiretroviral therapy has not ameliorated the increased incidence of 
anal cancer, and instead may be indirectly contributing to the increase. The 
pathophysiology of anal cancer mimics that of cervical cancer in several 
respects. Both cancers are due to chronic infection with human papilloma 
virus (HPV) [4], which results in characteristic dysplasia that progress over 
years. Immunologic control of HPV infection results in regression of dysplasia, 
and while this can occur in high-grade lesions regression is difficult to predict 
prospectively [5].

Screening for cervical cancer through the use of cervical cytology 
(Papanicolaou or "Pap" smears) with subsequent colposcopy and biopsy of 
abnormal screening results and complete ablation of high-grade lesions has 
decreased the incidence of cervical cancer in the developed world [6]. Although 
never proven in a randomized, controlled fashion, epidemiologic evidence has 
demonstrated the efficacy of cervical cancer screening. 

A similar paradigm has been established for anal cancer screening in 
high-risk groups. This involves screening with anal cytology followed by high-

resolution anoscopy of patients with abnormal screening results and ablation 
of high-grade histologic lesions (HSIL). Performance characteristics of anal 
cytology are similar to cervical Pap smears in some respects but different in 
others [7].

Despite similarities, several differences exist between cervical cancer and 
anal cancer screening.  These include the anatomy of the involved organs, 
rates of high-risk HPV positivity of target populations, progression rates of high 
grade dysplasia, and the efficacy of ablative therapies. As a result, there are 
several questions regarding anal cancer screening: Which groups should be 
targeted for screening? What is the optimal screening modality and frequency? 
How does anal cytology compare to cervical cytology? Most importantly: Does 
anal cancer screening prevent anal cancer?

Literature Review

As cervical cytology is a well-known, accepted practice among clinicians 
it serves as an important comparator for anal cytology. This review focuses 
on anal cytology and compares it to cervical cytology. It attempts to outline 
what is known and highlight areas needed for future research in order to more 
definitely establish anal cancer screening as standard of care. 

Pathophysiology of anal dysplasia and anal cancer

Human papilloma virus (HPV) is a non-enveloped double stranded 
DNA virus. There are over 100 serotypes known to infect humans [8]. HPV 
infection of stratified squamous mucosa of the anal canal occurs as a result of 
direct exposure or as a "field effect"; i.e. from HPV infection elsewhere in the 
perineum [9]. The virus enters through microabrasions in the epithelial layer, 
and infects the rapidly dividing cells of the basal layer.

Viral replication in the perinuclear cytoplasm causes cytologic changes 
of koilocytosis, or perinuclear halos. Low risk serotypes cause dysplasia of 
the lower third of the epithelial layer; anal or cervical intra-epithelial neoplasia 
(AIN1 or CIN1) depending on the organ involved. These early histologic 
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changes are driven by persistent viral replication in epithelial cells, and 
regression occurs upon immune recognition and control of the infection. 
Therefore while HPV infection is common in a sexually active virologically 
naïve population, the overwhelming majority of infections are transient and 
do not result in high grade dysplasia or cancer. Lack of immunologic control 
allows persistence of HPV infection, which in some patients infected with high-
risk serotypes results in progression to high grade dysplasia [5,10]. With HIV 
coinfection, HPV persistence and progression occur more often [11]. With high-
risk HPV serotypes this results in changes classified as high-grade squamous 
intra-epithelial lesion (HSIL). Histologically this correlates to anal or cervical 
dysplasia in the lower 2/3 (AIN2 or CIN2) of the epithelium or upper third (AIN3 
or CIN3) to full thickness dysplasia (anal or cervical carcinoma in situ, AIS 
or CIS). Current guidelines group all of these histologic changes into HSIL, 
discouraging reliance on the previous grading system CIN or AIN 1, 2, or 3 [12]. 

In contrast to cervical disease, progression of anal dysplasia is not as 
well characterized. Data supporting the progression of HSIL to anal cancer 
are compelling but indirect. Long term follow-up of cohorts with HSIL shows 
variable rates of malignant transformation. 

The most direct data for HSIL progression come from a retrospective chart 
review of anal cancer patients from the University of California, San Francisco 
with available biopsy reports. Previous anal HSIL (aHSIL) was found at the 
current anatomic location of anal cancer in 21/27 patients, and there was a 
history of HSIL but no recent biopsy in the remaining 6 [13]. The epidemiologic 
association between aHSIL and anal cancer coupled with limited direct 
evidence of aHSIL preceding anal cancer serve as evidence for the paradigm 
of high-risk HPV infection proceeding to HSIL which in turn proceeds to anal 
cancer in a subset of individuals. 

Progression of aHSIL to SCCA rates vary depending on the cohort studied 
due to confounding variables such as selection bias. Matthews et al conducted 
a study which separated patients into high resolution anoscopy (HRA) cohort 
and a non-HRA cohort. The HRA cohort tended to have higher grade dysplasia 
and HIV viral load as well as more cytology tests and increased length of follow 
up appointments. The authors found transition rates to be overestimated in the 
HRA group further attesting to selection bias at referral clinics [14].

Cohorts have shown that aHSIL lesions can regress in a substantial 
minority of patients, possibly due to an immune E6 T cell response found in 
majority of the regressors [15]. Another study by Tong and colleagues showed 
a progression rate of 7.4/100 person years in comparison to regression rates 
at 23.5/100 person years. Persistence of HSIL was most likely associated 
with older age, HIV positive status, and low CD4 counts [16]. A randomized 
multicenter clinical trial found significantly increased rates of HSIL regression 
after treatment with infrared coagulation [17]. Larger and longer prospective 
studies are necessary to provide robust data on the rates of progression vs 
regression, risk factors, and if regression was sustained. 

Comparisons between cervical and anal dysplasia are complicated by the 
fact that most cervical dysplasia studies are done on HIV negative women 
whereas a significant proportion of anal dysplasia data comes from HIV infected 
individuals. Furthermore, subsequent discovery of high-grade disease may 
result from a new infection with a high-risk HPV strain, from missed prevalent 
disease, or activation of latent HPV. The incidence rates of aHSIL in high risk 
groups remains high regardless of previous presence of dysplasia [18], this 
is likely due to new HPV acquisition as well as reactivation. The question of 
whether LSIL progresses to HSIL is another complicating factor; some data 
suggest that it may [19]. 

Epidemiology of HPV and anal dysplasia

HIV infection is associated with an increased incidence of virtually all 
common malignancies [20]. The reasons for this are multifactorial, and may 
include decreased immune surveillance for pre-malignant cells, decreased 
control of chronic infections that can result in malignancy (such as human 
herpes virus 8 and Epstein-Barr virus), and correlation with certain lifestyle 
factors (such as tobacco use) [20]. 

HIV alone is a risk factor for high grade anal intraepithelial neoplasia (HSIL) 
and anal cancer even in the absence of anal receptive intercourse [21,22], 

although HSIL rates are higher in the setting of anal intercourse with multiple 
partners. The MSM, HIV positive population has been especially affected by 
the anal cancer epidemic, with an incidence ranging from 75-137 per 100,000 
person-years [23-25]. In this population HPV infection is common; and 
coinfection with multiple HPV types and high risk HPV types is also common 
[21,22]. A prospective cohort study by Clarke et al. evaluated MSM, HIV+ 
individuals and found the two and five year risk of anal cancer progression was 
greatest in those who tested positive for HPV 16/18 with E6/E7 [26]. Another 
multicenter cohort study, found HPV16 prevalence in HIV+ MSM to be 25% 
compared to 16% in HIV- MSM [27]. Risk factors for positive anal cytology 
included older individuals, seropositivity for HPV, low CD4 count, higher HIV 
viral load, and more receptive anal intercourse in the last year [27,28]. Studies 
focusing on the HIV positive, MSM population have found high rates of anal 
dysplasia, with prevalence as high as 59% to 81%. The prevalence of HSIL is 
also high, ranging from 31% to 52%. 

Subset analysis of an HIV positive cohort in the French Hospital Database 
showed several risk factors for anal cancer. These included CD4 nadir, 
cumulative duration of CD4 count < 200, and cumulative duration of HIV viral 
load above 5 log10 [29]. In this cohort HAART had a protective effect for the 
development of cervical cancer; patients on HAART were half as likely to 
develop the disease. In contrast, nearly all of the patients with anal cancer 
were receiving HAART for greater than 6 months at the time of diagnosis. 
This may have been due to the fact that being on therapy was an indirect 
marker for a longer duration of immunosuppression, which is important in 
the pathogenesis of anal cancer. Current guidelines for the treatment of HIV 
encourage early initiation of treatment, mandating treatment regardless of CD4 
count. It remains to be seen if earlier initiation of HAART and the prevention of 
low CD4 nadirs will decrease anal cancer incidence. 

There was initial optimism that HAART therapy may have an ameliorative 
effect on anal cancer incidence, but this has not been shown. Since the 
natural history of HPV requires several years to progress from low grade to 
high grade dysplasia then cancer, increasing the life expectancy of the HIV 
positive population may increase anal cancer rates, as patients are now living 
long enough for lesions to fully progress. Two studies suggest that long term 
HAART and avoidance of low CD4 nadirs may decrease incidence of AIN2/3 
[30,31]. More recent literature shows a plateau of anal cancer incidence 
rates in the past decade and a slight recent decline in anal cancer rates [32]. 
This may be attributed individuals receiving treatment at a younger age and 
advancements in HAART therapy.

Screening paradigm for anal cancer

In 2007, the state of New York issued guidelines recommending anal 
cancer screening in the HIV positive MSM population [33]; however, due to 
the paucity of data regarding the ability of screening to prevent anal cancer, no 
sub-specialty organizations have followed suit. The most accepted paradigm 
for anal cancer screening involves anal cytology (which is analogous to the 
cervical Pap smear) followed by high resolution anoscopy (which is analogous 
to colposcopy) in high risk patients with any cytologic abnormality.

The sensitivity and specificity of anal cytology varies across studies but 
is sub-optimal. A systematic review and meta-analysis of HIV positive women 
and men and HIV negative MSM showed that there is increased accuracy, 
sensitivity and specificity of anal cytology in the HIV positive population. 
Cytology alone had a sensitivity of 85% and specificity of 43.5% for the 
detection of HSIL (AIN II or worse) in comparison to LSIL (AIN I) groups [34]. 
Another cohort study in France showed that a co-test with standard anoscopy, 
HPV testing, and HPV genotyping detected significantly more high grade 
lesions than either method of testing alone [35]. ASCUS and LSIL (“low risk”) 
cytologies in the anal canal are found to have increased HSIL on subsequent 
biopsy than cervical ASCUS and LSIL cytology. A recent study reported the 
progression of ASCUS/AIN I cytology to AIN II/AIN III to be 24.5% (10.5/100 
person years) within high risk populations in 36 months [36]. Bekos and 
colleagues found that individuals with ASCUS/CIN I had a 14% of progressing 
to CIN II or higher [37]. The sensitivity and specificity of ASCUS and LSIL 
drive the difference in performance characteristics between anal and cervical 
cytologies [38]. 
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Given that cervical Pap screening has been standard of care for several 
decades, studies that report cytologic-histologic correlation only in a population 
with cytologic abnormalities (such as women referred for cervical colposcopy) 
suffers from verification bias. This will tend to overestimate sensitivity and 
specificity compared to random cohorts where all women undergo cytologic 
screening with histologic verification of all results. One meta-analysis from 
twelve unbiased studies showed sensitivity ranging from 30% to 87% (mean 
47%) and specificity ranging from 86% to 100% (mean 95%) [38]. When used 
as a binary test in a high risk population with ASCUS+ results proceeding to high 
resolution anscopy, performance characteristics of anal cytology approximate 
cervical cytology. This strategy ameliorates somewhat the underestimation of 
disease in ASCUS and LSIL anal cytologies, but it results in several patients 
who undergo anal cytology being ultimately referred to the more invasive HRA 
procedure.  

Sub-optimal sensitivity brings up the question of how often to screen for 
anal dysplasia through anal cytology. A large cohort study showed that two 
years of recurrent screening with cytology increased the positive and negative 
predictive values to 78% and 79% respectively for HIV positive men; with 
values of 50% and 90% for HIV negative men [39]. Yearly screening is therefore 
likely to maximize positive and negative predictive values in the HIV positive 
cohort; but there are no studies indicating when anal cytology can be stopped 
or when the screening interval can be safely increased without compromising 
sensitivity. Without robust data, clinicians must rely upon expert opinion based 
on the risk factors of their patients to develop a screening protocol [40].

In contrast to anal cytology smears, the negative predictive value of a 
negative cervical Pap for development of cervical cancer in the next three 
years has been shown to be high [41,42]. This serves as the basis for 
guidelines allowing for less frequent cervical Pap screening. The data for the 
negative predictive value of anal Pap smears are not as robust, so formal 
recommendations cannot be made at this time.

Contrasts between cervical and anal dysplasia screening

The similarities between cervical and anal HPV disease outweigh the 
differences; although important differences remain. The first difference is that 
cervical cancer screening has been standard of care for over five decades. 
There are well established guidelines and algorithms, and for a given patient 
with a given result the next diagnostic or therapeutic step is well established. 
The same is not the case for anal cancer screening, which is largely driven by 
expert opinion at this time. 

A second important difference between cervical cancer and anal cancer 
screening involves the populations at risk. Cervical cancer screening is 
indicated in the broad population of women between the ages of 21 and 65 
[43], since the incidence of cervical cancer in the general population without 
screening and treatment is between 30-70 per 100,000 woman-years, 
depending on the country surveyed [44]. In contrast, the rate of anal cancer 
in the general population is approximately 0.8-1.5 per 100,000 person-years, 
which is too low to warrant a general screening program. Thus cervical cancer 
screening is indicated in the very broad population of women aged 21-65, 
whereas anal cancer screening should be limited to certain target populations 
where benefit is most likely. 

The exact populations that warrant screening are still somewhat 
controversial. Anal cancer incidence data show that groups such as HIV 
negative MSM, HIV patients (men and women), or HIV positive MSM have anal 
cancer incidence rates as high as 35, 70, and 137 per 100,000 person-years 
respectively [24,25]. Anal cancer incidence varies from 1-2 per 100,000 py in 
the general population to 131 per 100,000 py in HIV positive MSM. A modeled 
incidence of anal cancer in HIV positive individuals peaked at 81 per 100,000 
py in 2009 and has plateaued between 2010-2015. It is expected to further 
decrease in this population by 2030 with the widespread use of cART [45]. 
Other groups to consider are HIV positive women, HIV positive non MSM men, 
and HIV negative MSM. Although anal cancer incidence is elevated among 
these groups, the data are not as robust as for HIV positive MSM.

Despite these high incident rates of anal cancer, the rates of anal dysplasia 
vary considerably across studies, and the rate of progression of high-grade 

lesions to anal cancer is poorly characterized. The prevalence of ASIL on anal 
pap smears vary from 7.7 to 31% in HIV negative MSM and 27.8 to 75% in HIV 
positive MSM [46]; and there are at least two studies with a low prevalence 
of histologic HSIL in HIV positive populations [47,48]. Further studies better 
characterizing anal cytologic and histologic abnormalities and the progression 
to cancer in the risk groups of HIV negative MSM, HIV positive non-MSM men 
and women, and HIV positive MSM are crucial to help to develop evidence 
based screening guidelines. Given the goal of cancer diagnosis and prevention, 
the decision to initiate screening should be based on cancer incidence rates 
and not necessarily on the likelihood of finding HSIL.

Other groups, such as transgender women and those with 
immunosuppressive conditions (i.e., IBD) may be considered for testing as well 
based on individual patient risk factors. Risk factors stated by a retrospective 
chart review present in transgender women include age greater than 50, HIV 
positive status, smoking history, African American race, and male partner 
preference [49]. A cohort study of other conditions found that IBD, Crohn’s 
disease and IBD presence of greater than ten years were risk factors [50]. 
A metaanalysis of AIN prevalence and anal cancer incidence in HIV positive 
and HIV negative men suggests that the progression of high grade dysplasia 
to cancer may be far lower for the anal canal than the cervix [44]. Despite 
limitations this represents one of the most comprehensive reviews of anal 
dysplasia data to date, and it highlights the need for more systematic research 
into the natural history of anal dysplasia progression and regression in HIV 
positive and negative patients.

Although poorly defined, spontaneous regression rates of high grade 
dysplasia likely vary between anal and cervical disease. Some cohorts show 
anal HSIL regressing at rates of 23 per 100 person years [16]. In contrast, 
one retrospective study of conization specimens from 635 women with CIN 
III found a regression rate of only eight cases while the remainder persisted 
at CIN II or III; there was more occult invasive cancer in this cohort than there 
was regression of HSIL. Increased regression was observed as time from 
procedure progressed [51].

HPV testing

HPV DNA testing by PCR or hybrid capture is a far more sensitive 
technique that has augmented cervical cytology in recent years. Studies 
evaluating HPV DNA as a primary means of screening have found it to be very 
sensitive but lacking in specificity [52-56]. HPV DNA testing has previously 
been used in conjunction with cervical cytology. This is typically used in one of 
two ways: to risk-stratify ASCUS cytology or to increase the negative predictive 
value of benign cytology in the 30-65 year old age group and allow for five 
years between negative tests [41,43]. More recent guidelines allow for the 
use of primary HPV based screening from cervical samples, from co-testing 
of cytology and HPV status [57]. Currently, there is only one model approved 
by the FDA for women older than 25 years which solely analyzes HPV DNA. 
The increasing reliance of HPV molecular testing in cervical cancer screening 
algorithms represents another difference between anal and cervical cytology.

HPV DNA testing differs in many important ways when applied to the anal 
canal due in part to epidemiologic differences in HPV prevalence in high-risk 
populations. While HPV DNA testing detects HPV infection of the anal canal, 
the extremely high prevalence of infection compromises the cost effectiveness 
and predictive value of this strategy. This is true in HIV positive MSMs, where 
anal HPV prevalence is extremely high [21,58,59]. In HIV negative MSMs and 
HIV positive non-MSM, anal HPV prevalence is lower [46,59,60], and there 
may be a role of combined cytology/HPV DNA testing in this group. Physicians 
should be cognizant about the HPV incidence and prevalence in groups and 
stratify patients in other populations based on individual risk (Table 1).

Anal HPV testing based on NAAT technology is very sensitive for HPV 
infection. High risk groups (such as HIV positive MSM) have a 90% anal HPV 
prevalence, with a high proportion of high risk HPVs (hrHPV) [61,62]. HPV16 
plays a disproportionate role in oncogenesis in the anal canal compared to 
other hrHPVs. A study by Alemeny and colleagues found HPV 16 in 80.6% of 
anal cancers with HPV 18 following at 3.6% [62]. 

The high prevalence of HPV in high risk groups makes anal HPV testing 
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less useful as it compromises the positive predictive value. Future algorithms 
may be able to use demographic differences in HPV prevalence to increase 
performance characteristics of the test. A retrospective study showed a 
significant prevalence in the MSM HIV positive group in comparison to the 
non-MSM HIV positive group. This was followed by a significant difference in 
the positive predictive value between the two groups as well [61]. However, 
an HPV algorithm using NAAT may serve to be beneficial in other groups like 
HIV positive men (non-MSM) and HIV positive women due to differences in 
HPV prevalence [63]. There is yet to be definite consensus on the use of anal 
HPV testing in high risk populations. Thus, clinicians should be aware of the 
possible benefits and limitations of this test in specific groups and request it 
based on careful evaluation of a patient’s demographic group and individual 
risk status.

Treatment of high grade disease

Another important difference between cervical and anal dysplasia 
involves treatment of high grade disease. Cervical dysplasia has several 
different treatment options, but they generally involve complete ablation 
of the transformation zone, thereby completely removing dysplastic 
epithelium. The paradigm for this approach is LEEP, and the ability to treat 
the entire transformation zone and examine margins to ensure clearance 
likely decreases recurrence rates. In contrast, complete circumferential 
ablation of the transformation zone of the anal canal with electrocautery 
would result in unacceptably high rates of stenosis. Thus, dysplastic lesions 
must be individually identified and ablated. This process is more technically 
demanding and more prone to missing small area of high grade dysplasia; 
this likely contributes to higher recurrence rates. However, the emergence of 
radiofrequency ablation as a treatment for high grade lesions offers the ability 
to treat the anal canal hemi-circularly or circumferentially. No serious adverse 
events, heavy bleeding, or strictures were observed, and preliminary data 
show a lower recurrence rate [64-69].

Although not definitively proven to reduce cancer rates, ablation of high-
grade anal dysplasia is the standard of care according to most expert opinion. 
While recurrence rates vary according to the modality used, they remain high 
[64-69].

The response rates of cervical HSIL to Loop electrocautery excision 

procedure (LEEP) serve as a useful comparator to anal dysplasia recurrence 
rates. In one retrospective study, 760 women with CIN 2+ were followed for 
almost 7 years, and found to have an 8.8% recurrence rate after treatment with 
LEEP. Previously cited recurrence rates range from 5-30% [70-77] (Table 2). 

The squamocolumnar junction visibility, lesion grade, and hrHPV status are 
important considerations to determine the response rates of cervical HSIL to 
therapy [77]. Bruno and colleagues recently conducted a retrospective review 
of the correlation of high risk HPV subtypes and regression after treatment with 
LEEP. Relapse after treatment occurred in 9.8% of patients and in a greater 
proportion of patients with persistent HPV16 (94.4%). Patients with hrHPV but 
negative margins were found to have increased risk for recurrent lesions; this 
risk was highest with persistent HPV16. Women negative hrHPV at 6 months 
were found to have a no recurrent disease [78]. Thus, it is imperative that 
future efforts are aimed at preventing and clearing HPV infections to minimize 
recurrence rates and improve regression of lesions.

Discussion and Conclusion 
Squamous cell carcinoma of the anal canal represents another non-AIDS 

defining illness whose burden continues to increase, particularly in the HIV 
positive population. The highest risk group is HIV positive MSMs, particularly 
those with a low CD4 nadir and a long duration of HIV positivity. HAART is not 
alleviating this problem but paradoxically making it worse. While screening for 
anal dysplasia is effective at finding high background rates of dysplasia in high-
risk populations, it remains to be seen if aggressive screening and treatment 
can decrease the incidence of anal cancer. Thus anal cancer screening is 
likely in a stage analogous to cervical cancer screening in the middle of the 
twentieth century. Landmark trials, such as the ongoing ANCHOR trial, will 
provide answers to critical questions in this area. This topic is an important 
area for future research to address the many unanswered questions and 
develop much-needed guidelines.

References 
1.  Chaturvedi, Anil K. “Beyond cervical cancer: burden of other HPV-related cancers 

among men and women.” J Adolesc Health 46 (2010): S20-S26.

Table 1. HIV negative MSM, HIV patients (men and women), or HIV positive MSM have anal cancer incidence rates.

Risk Group        HSIL Prevalence Anal SCC Incidence 
HIV negative MSM   25%3 354

HIV positive female 20%2 301

HIV Positive male, non-MSM 18%3 461

HIV positive MSM                        43%3 1311

Table 2. Recurrence rates vary according to the modality used.

Ablative Modality Population Efficacy References

85% TCA 35 HIV Positive 19 HIV Negative Men 32% AIN 2/3 cleared 71% AIN 2/3 decreased to AIN1        
73% AIN 1 cleared               [70]

5-FU cream  8 patients (1 HIV positive)             87% clearance of Bowen's disease (AIN3) at one year [71]

Imiquimod 53 HIV positive MSM (28 active, 25 placebo) 61% treated with imiquimod exhibited clearance or 
regression of HGAIN [67]

Infrared Coagulation              68 HIV positive MSM 72% response rate per lesion 65% recurrence rate                          
58% to 40% recurrence after retreatment                 [72]

Surgical Resection 37 patients total All male 29 HIV Positive All with HGAIN 79% recurrence in HIV positive patients No recurrence in 
HIV negative patients [73]

Surgical Resection 246 patients total 182 HIV positive  All HGAIN Persistent Disease: 18.7%    Recurrent Disease: 56%  [74]

Infrared Coagulation 75 HIV negative men 47%/72%/100% complete response after first/second/third 
treatments respectively [66]

Infrared Coagulation 16 HIV positive men, 2 HIV positive women 37.5% recurrence rate (at one year?) [75]
IRC/Laser/ 

Electrocautery 456 HIV positive MSM 271 HIV negative MSM 77% recurrence at three years HIV positive 66% 
recurrence HIV negative [65]

Radiofrequency 
Ablation 21 HIV negative men 29% recurrence in treatment zone at one year [76]



AIDS Clin Res, Volume 12: 8, 2021Rao SJ, et al.

Page 5 of 6

2.  Crum-Cianflone, Nancy F., Katherine Huppler Hullsiek, Vincent C Marconi, and 
Anuradha Ganesan, et al. “Anal cancers among HIV-infected persons: HAART is 
not slowing rising incidence.” AIDS 24 (2009): 535-543.

3.  Meredith  S., Ruth M. Pfeiffer, Anil K. Chaturvedi, and Aimee R. Kreimer, et al. 
“Impact of the HIV epidemic on the incidence rates of anal cancer in the United 
States.” J Natl Cancer Inst 104 (2012): 1591-1598.

4.  Yugawa, Takashi, Tohru Kiyono. “Molecular mechanisms of cervical carcinogenesis 
by high-risk human papillomaviruses: novel functions of E6 and E7 oncoproteins.” 
Rev Med Virol 19 (2009): 97-113.

5.  Sasagawa, Toshiyuki, Hiroaki Takagi, and Satoru Makinoda. “Immune responses 
against human papillomavirus (HPV) infection and evasion of host defense in 
cervical cancer.” J Infect Chemother 18 (2012): 807-815.

6.  Sherman, Mark E., Sophia S. Wang, Joseph Carreon, and Susan S. Devesa 
“Mortality trends for cervical squamous and adenocarcinoma in the United States.” 
Cancer 103 (2005): 1258-1264.

7.  Berry, Michael  J., Joel M. Palefsky, Naomi Jay, and Su-Chun Cheng, et al. 
“Performance characteristics of anal cytology and human papillomavirus testing 
in patients with high-resolution anoscopy-guided biopsy of high-grade anal 
intraepithelial neoplasia.” Dis Colon Rectum 52 (2009): 239-247.

8.  Schiffman, Mark, and Philip E. Castle. “Human papillomavirus: epidemiology and 
public health.” Arch Pathol Lab Med 127 (2003): 930-934.

9.  Castro, Felipe A., Wim Quint, Paula Gonzalez, and Hormuzd A. Katk, et al. 
“Prevalence of and risk factors for anal human papillomavirus infection among 
young healthy women in Costa Rica.” J Infect Dis 206 (2012): 1103-1110.

10. Critchlow, Cathy W., Stephen E. Hawes, Jane M. Kuypers, and Gary M. Goldbaumet 
al. “Effect of HIV infection on the natural history of anal human papillomavirus 
infection.” AIDS 12 (1998): 1177-1184.

11.  Nappi, L, Carriero C, Bettocchi S, and Herrero J, et al. “Cervical squamous 
intraepithelial lesions of low-grade in HIV-infected women: recurrence, persistence, 
and progression, in treated and untreated women.” Eur J Obstet Gynecol Reprod 
Biol 121 (2005): 226-232.

12.  Darragh, Teresa C., Terence J. Colgan, J. Thomas Cox, and Debra S. Heller. 
“The Lower Anogenital Squamous Terminology Standardization Project for HPV-
Associated Lesions: Background and Consensus Recommendations from the 
College of American Pathologists and the American Society for Colposcopy and 
Cervical Pathology.” J Low Geni Tract Dis 16 (2012): 205-242.

13.  Berry, Michael J., Naomi Jay, Ross D. Cranston, and Teresa M. Darragh, et al. 
“Progression of anal high-grade squamous intraepithelial lesions to invasive anal 
cancer among HIV-infected men who have sex with men.” Int J Cancer 134 (2013): 
1147-1155.

14.  Mathews, Christopher W., Edward Rafael Cachay, Wollelaw Agmas, and 
Christopher Jackson. “Effects of Referral Bias on Estimates of Anal Intraepithelial 
Neoplasia Progression and Regression Rates in a 3-State Markov Model.” Med 94 
(2015): e1476.

15.  Tong, Winnie WY, Kelsee Shepherd, Suzanne Garland, and Alan Meagher, et al. 
“Human papillomavirus 16-specific T-cell responses and spontaneous regression of 
anal high-grade squamous intraepithelial lesions.” J Infect Dis 211 (2015): 405-415.

16.  Tong, Winnie WY, Fengyi Jin, Leo C. McHugh, and Tara Maher, et al. “Progression 
to and spontaneous regression of high-grade anal squamous intraepithelial lesions 
in HIV-infected and uninfected men.” Aids 27 (2013): 2233-2243.

17.  Goldstone, Stephen E., Shelly Y Lensing, Elizabeth A Stier, and Teresa Darragh, 
et al. “A Randomized Clinical Trial of Infrared Coagulation Ablation Versus 
Active Monitoring of Intra-anal High-grade Dysplasia in Adults With Human 
Immunodeficiency Virus Infection: An AIDS Malignancy Consortium Trial.” Clin 
Infect Dis 68 (2019): 1204-1212.

18.  Fazendin, Edward A., Alexander J. Crean, Jessica M. Fazendin, and Robert J. 
Kucejko, et al. “Condyloma Acuminatum, Anal Intraepithelial Neoplasia, and Anal 
Cancer in the Setting of HIV: Do We Really Understand the Risk?” Dis Colon 
Rectum 60 (2017): 1078-1082.

19. Jongen, V.W., et al., “Anal squamous intraepithelial lesions (aSIL) in HIV-positive 
MSM: incidence and risk factors of aSIL, and of progression and clearance of low-
grade aSIL.” J Infect Dis 222 (2019): 62-73.

20. Silverberg, MJ., B. Lau, A. C. Justice, and E. Engels, et al., “Risk of anal cancer in 
HIV-infected and HIV-uninfected individuals in North America.” Clin Infect Dis 54 
(2012): 1026-1034.

21. Frisch, M., Biggar RJ, and Goedert JJ. “Human papillomavirus-associated 
cancers in patients with human immunodeficiency virus infection and acquired 
immunodeficiency syndrome.” J Nat Cancer Inst 92 (2000): 1500-1510.

22. Piketty, Christophe, Teresa M. Darragh, Maria Da Costa, and Patrick Bruneval, 
et al. “High prevalence of anal human papillomavirus infection and anal cancer 
precursors among HIV-infected persons in the absence of anal intercourse.” Ann 
Int Med 138 (2003): 453-459.

23. Piketty, Christophe. “Marked increase in the incidence of invasive anal cancer among 
HIV-infected patients despite treatment with combination antiretroviral therapy.” 
AIDS 22 (2008): 1203-1211.

24. D'Souza, Gypsyamber, Dorothy J Wiley, Xiuhong Li, and Joan S Chmiel, et al. 
“Incidence and epidemiology of anal cancer in the multicenter AIDS cohort study.” J 
Acquir Immune Defic Syndr 48 (2008): 491-499.

25. Patel, P., et al., “Incidence of types of cancer among HIV-infected persons compared 
with the general population in the United States, 1992-2003.” Ann Int Med (2008): 
728-736.

26. Clarke, Megan A., Li C Cheung, Thomas Lorey, and Brad Hare, et al. “5-Year 
Prospective Evaluation of Cytology, Human Papillomavirus Testing, and Biomarkers 
for Detection of Anal Precancer in Human Immunodeficiency Virus-Positive Men 
Who Have Sex with Men.” Clin Infect Dis 69 (2019): 631-638.

27. D'Souza, Gypsyamber, Dorothy J Wiley, Xiuhong Li, and Joan S Chmiel, et al. “Anal 
Cancer Screening in Men Who Have Sex With Men in the Multicenter AIDS Cohort 
Study.” J Acquir Immune Defic Syndr 71 (2016): 570-576.

28. Wu, Ping-Feng, Jen-Fan Hang, Carol Strong, and Su-Jung Chen, et al., “Anal human 
papillomavirus and its associations with abnormal anal cytology among men who 
have sex with men.” Sci Rep 10 (2020): 3165.

29. Guiguet, Marguerite, François Boué, Jacques Cadranel,  and Jean-Marie Lang, et 
al. “Effect of immunodeficiency, HIV viral load, and antiretroviral therapy on the risk 
of individual malignancies (FHDH-ANRS CO4): a prospective cohort study.” Lancet 
Oncol 2009.

30. de Pokomandy, A. “HAART and progression to high-grade anal intraepithelial 
neoplasia in men who have sex with men and are infected with HIV.” Clin Infect Dis 
52 (2011): 1174-1181.

31. van der Snoek, Eric M., M. E. van der Ende, J. C. den Hollander, and M. Schutten, et 
al. “Use of highly active antiretroviral therapy is associated with lower prevalence of 
anal intraepithelial neoplastic lesions and lower prevalence of human papillomavirus 
in HIV-Infected men who have sex with men.” Sex Transmit Dis 39 (2012): 495-500.

32. Colon-Lopez, Vivian, Meredith S. Shiels, Mark Machin, and Ana P. Ortiz, et al. “Anal 
Cancer Risk Among People With HIV Infection in the United States.” J Clin Oncol 
36 (2018): 68-75.

33. New York State Department of Health AIDS Institute: 2011.

34. Gonçalves, João CN., Ana C. L. Macedo, Kristian Madeira, and Daniela Vicente 
Bavaresco, et al. “Accuracy of Anal Cytology for Diagnostic of Precursor Lesions of 
Anal Cancer: Systematic Review and Meta-analysis.” Dis Colon Rectum 62 (2019): 
112-120.

35. Pernot, Simon, Juliette Pavie, Hélène Péré, and Madeleine Menard, et al. 
“Papillomavirus, et si on parlait cancer et prévention?” Bull  Cancer 105 (2018): 
137-139.

36. Roberts, Joseph R.,  Lacey L Siekas, and Andrew M Kaz. “Anal intraepithelial 
neoplasia: A review of diagnosis and management.” World J Gastrointes Oncology 
9 (2017): 50-61.

37. Bekos, Christine. “Influence of age on histologic outcome of cervical intraepithelial 
neoplasia during observational management: results from large cohort, systematic 
review, meta-analysis.” Sci Reports 8 (2018): 6383.

38. Nanda, Kavita, Douglas C. McCrory, Evan R. Myers, and Lori A. Bastian,  et al. 
“Accuracy of the Papanicolaou test in screening for and follow-up of cervical 
cytologic abnormalities: a systematic review.” Ann Int Med 132 (2000): 810-819.

39. Palefsky, Joel M.,  Elizabeth A. Holly, Charissa J. Hogeboom, and J. Michael Berry, et 
al. “Anal cytology as a screening tool for anal squamous intraepithelial lesions.” J 
Acq Imm Def Synd Human Retrovirol 14 (1997): 415-422.

40. Moscicki, Anna-Barbara, Teresa M. Darragh, J. Michael Berry-Lawhorn, and Jennifer 
M. Roberts, et al. “Screening for Anal Cancer in Women.” J Low Genital Tract Dis 
19 (2015): S27-S42.



AIDS Clin Res, Volume 12: 8, 2021Rao SJ, et al.

Page 6 of 6

41. Katki, Hormuzd A., Walter K Kinney, Barbara Fetterman, and Thomas Lorey, 
et al. “Cervical cancer risk for women undergoing concurrent testing for human 
papillomavirus and cervical cytology: a population-based study in routine clinical 
practice.” Lancet Oncol 12 (2011): 663-672.

42. Sawaya, George F., K. John McConnell, Shalini L. Kulasingam, and Herschel W. 
Lawson, et al. “Risk of cervical cancer associated with extending the interval 
between cervical-cancer screenings.” N Engl J Med 394 (2003): 1501-1509.

43. Moyer, Virginia A. “Force, Screening for cervical cancer: U.S. Preventive Services 
Task Force recommendation statement.” Ann Internal Med 156 (2012): 880.

44. Parkin, Maxwell D., and Freddie Bray. “Chapter 2: The burden of HPV-related 
cancers.” Vaccine 24 (2006): S11-S25.

45. Blaser, Nello, Barbara Bertisch, Roger D. Kouyos, and Alexandra Calmy, et al. 
“Impact of screening and antiretroviral therapy on anal cancer incidence in HIV-
positive MSM.” Aids 31 (2017): 1859-1866.

46. Machalek, Dorothy A., Mary Poynten, Fengyi Jin, and Christopher K Fairley, et al. 
“Anal human papillomavirus infection and associated neoplastic lesions in men 
who have sex with men: a systematic review and meta-analysis.” Lancet Oncol 13 
(2012): 487-500.

47. Abramowitz, L., et al. “Anal squamous intraepithelial lesions and condyloma in 
HIV-infected heterosexual men, homosexual men and women: prevalence and 
associated factors.” AIDS 21 (2007): 1457-1465.

48. Scott, Hyman, Joe Khoury, Brent A. Moore, and Sharon Weissman. “Routine anal 
cytology screening for anal squamous intraepithelial lesions in an urban HIV clinic.” 
Sex Transmit Dis 35 (2008): 197-202.

49. Fein, Lydia A. “Risk Factors for Anal Dysplasia in Transgender Women: A 
Retrospective Chart Review.” J Low Genit Tract Dis 22 (2018): 336-339.

50. Shah, Shamita B., Danielle Pickham, Hiwot Araya, and Ahmad Kamal, et al. 
“Prevalence of Anal Dysplasia in Patients with Inflammatory Bowel Disease.” Clin 
Gastroenterol Hepatol 13 (2015): 1955-1961.

51. Motamedi, Melodi, Gerd Böhmer, Heinrich H. Neumann, and Reinhard von 
Wasielewski. “CIN III lesions and regression: retrospective analysis of 635 cases.” 
BMC Infect Dis 15 (2015): 541.

52. Kulasingam, Shalini L., James P. Hughes, Nancy B. Kiviat, and Constance Mao, et 
al. “Evaluation of human papillomavirus testing in primary screening for cervical 
abnormalities: comparison of sensitivity, specificity, and frequency of referral.” J Am 
Med Assoc 288 (2002): 1749-1757.

53. Petry, KU., S Menton, M Menton, and F van Loenen-Frosch, et al. “Inclusion of HPV 
testing in routine cervical cancer screening for women above 29 years in Germany: 
results for 8466 patients.” Brit J Cancer 88 (2003): 1570-1577.

54. Mayrand, Marie-Hélène., Eliane Duarte-Franco, Isabel Rodrigues, and Stephen D. 
Walter, et al. “Human papillomavirus DNA versus Papanicolaou screening tests for 
cervical cancer.” N Eng J Med 357 (2007): 1579-1588.

55. Nieminen, Pekka, Sirkku Vuorma, Merja Viikki, and Matti Hakama, et al. “Comparison 
of HPV test versus conventional and automation-assisted Pap screening as 
potential screening tools for preventing cervical cancer.” Int J Obstet Gynaecol 111 
(2004): 842-848.

56. Bigras, G., and F. de Marval. “The probability for a Pap test to be abnormal is directly 
proportional to HPV viral load: results from a Swiss study comparing HPV testing 
and liquid-based cytology to detect cervical cancer precursors in 13,842 women.” 
Brit J Cancer 93 (2005): 575-581.

57. Bhatla, Neerja, and Seema Singhal. “Primary HPV screening for cervical cancer.” 
Best Pract Res Clin Obstet Gynaecol 65 (2020): 98-108.

58. Stebbing, Justin, Simon Portsmouth, Paul Fox, and Cathryn Brock, et al. “Multiple 
human papillomavirus types appear to be a feature of anal not cervical intra-
epithelial neoplasia.” AIDS 17 (2003): 2401.

59. Palefsky, Joel M., Elizabeth A. Holly, Mary L. Ralston, and Maria Da Costa, et al. 
“Prevalence and risk factors for anal human papillomavirus infection in human 
immunodeficiency virus (HIV)-positive and high-risk HIV-negative women.” J  Infect 
Dis 183 (2001): 383-391.

60. Dona, Maria G., Guido Palamara, Aldo Di Carlo, and Alessandra Latini,  et al. 
“Prevalence, genotype diversity and determinants of anal HPV infection in HIV-
uninfected men having sex with men.” J Clin Virol 54(2012): 185-189.

61. Sambursky, Jacob A., Joseph P. Terlizzi, and Stephen E. Goldstone. “Testing for 

Human Papillomavirus Strains 16 and 18 Helps Predict the Presence of Anal High-
Grade Squamous Intraepithelial Lesions.” Dis Colon Rectum 61 (2018): 1364-1371.

62. Alemany, L. “Human papillomavirus DNA prevalence and type distribution in anal 
carcinomas worldwide.” Int J Cancer 136 (2015): 98-107.

63. Stier, Elizabeth A., Shelly Y Lensing, Teresa M Darragh, and Ashish A Deshmukh, et 
al. “Prevalence of and Risk Factors for Anal High-grade Squamous Intraepithelial 
Lesions in Women Living with Human Immunodeficiency Virus.” Clin Infect Dis 70 
(2020): 1701-1707.

64. Goldstone, Robert N., Andrew B. Goldstone, James Russ, and Stephen E. Goldstone. 
“Long-term follow-up of infrared coagulator ablation of anal high-grade dysplasia in 
men who have sex with men.” Dis Colon Rectum 54 (2011): 1284-1292.

65. Goldstone, Stephen E., Andrew A. Johnstone, and Erin L. Moshier. “Long Term 
Outcome of Ablation of Anal High Grade Squamous Intraepithelial Lesions: 
Recurrence and Incidence of Cancer.” Dis Colon Rectum 57 (2014): 316-323.

66. Goldstone, Stephen E., Joshua S. Hundert, and Jeff W. Huyett. “Infrared coagulator 
ablation of high-grade anal squamous intraepithelial lesions in HIV-negative males 
who have sex with males.” Dis Colon Rectum 50 (2007): 565-575.

67. Fox, P.A., et al. “A double-blind, randomized controlled trial of the use of imiquimod 
cream for the treatment of anal canal high-grade anal intraepithelial neoplasia in 
HIV-positive MSM on HAART, with long-term follow-up data including the use of 
open-label imiquimod.” AIDS 24 (2010): 2331-2335.

68. Pineda, Carlos E., J. Michael Berry, Naomi Jay, and Joel M. Palefsky, et al. “High-
resolution anoscopy targeted surgical destruction of anal high-grade squamous 
intraepithelial lesions: a ten-year experience.” Dis Colon Rectum 51 (2008): 835-
837.

69. Burgos, J. “The effectiveness of electrocautery ablation for the treatment of high-
grade anal intraepithelial neoplasia in HIV-infected men who have sex with men.”  
HIV Med 17 (2016): 524-531.

70. Singh, JC, Kuohung V, and Palefsky JM. “Efficacy of trichloroacetic acid in the 
treatment of anal intraepithelial neoplasia in HIV-positive and HIV-negative men 
who have sex with men.” J Acq Imm Defic Synd 52 (1999): 474-479.

71. Graham, Bruce D., Allen B. Jetmore, Jerry E. Foote, and Kirk L. Arnold. “Topical 
5-fluorouracil in the management of extensive anal Bowen's disease: a preferred 
approach.” Dis Colon Rectum 48 (2005): 444-450.

72. Goldstone, Stephen E., Adam Z. Kawalek, and Jeff W. Huyett. “Infrared coagulator: 
a useful tool for treating anal squamous intraepithelial lesions.” Dis Colon Rectum 
48 (2005): 1042-1054.

73. Chang, George J., Michael J. Berry, Naomi Jay, and Joel M. Palefsky, et al. “Surgical 
treatment of high-grade anal squamous intraepithelial lesions: a prospective study.” 
Dis Colon Rectum 45 (2002): 453-458.

74. Pineda, Carlos E., J. Michael Berry, Naomi Jay, and Joel M. Palefsky, et al. “High-
resolution anoscopy targeted surgical destruction of anal high-grade squamous 
intraepithelial lesions: a ten-year experience.” Dis Colon Rectum 51 (2008): 829-
835.

75. Stier Elizabeth A., Stephen E Goldstone, J Michael Berry, and Lori A Panther,  et 
al. “Infrared coagulator treatment of high-grade anal dysplasia in HIV-infected 
individuals: an AIDS malignancy consortium pilot study.” J Acq Imm Defic Synd 47 
(2008): 56-61.

76. Goldstone, Robert N., Shirin R. Hasan, Steven Drury, and Teresa M. Darragh, et al. 
“A trial of radiofrequency ablation for anal intraepithelial neoplasia.” Int J Colorectal 
Dis 32 (2017): 357-365.

77. Del Mistro, Annarosa, Mario Matteucci, Egle Alba Insacco, and GianLibero Onnis, et 
al. “Long-Term Clinical Outcome after Treatment for High-Grade Cervical Lesions: A 
Retrospective Monoinstitutional Cohort Study.” BioMed Res Int 2015: 1-8.

78. Bruno, Maria T., Nazzario Cassaro, Salvatore Garofalo, and Sara Boemi. “HPV16 
persistent infection and recurrent disease after LEEP.” Virol J 16 (2019): 148.

How to cite this article: Rao, Shambavi J., Kelsie Pierre, and Luis F. Barroso. 
“Comparison between Cervical Cancer and Anal Cancer Screening.” J AIDS Clin 
Res 12 (2021): 858.




