
	

 
 
January 11, 2023 

 

USPSTF Coordinator 

c/o USPSTF 

5600 Fishers Lane 

Mail Stop 06E53A 

Rockville, MD 20857 

 

Re: Public Comment Regarding the Anal Cancer Screening Draft Research Plan  

 

Dear Members of the U.S. Preventive Services Task Force:  

 

We write to you as an organization committed to eradicating anal cancer to endorse support for 

anal cancer screening guidelines in all at-risk populations. Anal cancer patients are an 

historically marginalized and underserved population due to the stigma and rarity of anal cancer. 

Alarmingly, in an era of nearly universal decline in cancer deaths1, anal cancer is one of the 

fastest accelerating cancers in both incidence and mortality by 2.3% and 3.9%  a year, 

respectively. 2 Because there are no national screening protocols for anal cancer, and because at-

risk groups are unaware of their risk, lives are being lost to this completely preventable cancer. 

We thank USPSTF for its commitment to reviewing research and providing recommendations to 

address these concerning trends. 

 

We have concerns however that several key questions and populations are not included in the 

research plan. In our comments below, we outline the key changes we propose for USPSTF to 

consider in its deliberations. We urge USPSTF to adopt our proposed changes to its draft 

research plan, subsequent literature review, and recommendations.  
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Overall, we urge you to expand the included risk groups, as well as include symptomatic patients 

to develop guidance for the primary care community on the appropriate work-up for suspected 

anal malignancies. Details and rationale for these proposed changes follows.  

 

We urge you to add the following Proposed Key Questions: 

1. Who is diagnosed with anal cancer? What are the absolute numbers? What is the 

incidence?  

2. Who are the asymptomatic patients who are at-risk for anal cancer that should be 

considered for screening? 

 

We urge you to add the following populations to the Proposed Research Approach: 

3. Include in “KQs 1, 3” and “All KQs" evidence review of the following 

population: recipients of organ transplants 

4. Include in “KQs 1, 3” and “All KQs" evidence review of the following 

population:  women with vulvar cancer and precancers  

5. Include in “KQs 1, 3” and “All KQs" evidence review of the following 

population:  women with cervical and vaginal cancers and precancers  

6. Include in “KQs 1, 3” and “All KQs” evidence review of the following 

population:  those who are chronically immunosuppressed, including those with 

systemic lupus erythematosus (SLE), Crohn’s disease, and ulcerative colitis 

7. Include in “KQs 1, 3” and “All KQs” evidence review of the following 

population: persons with a history of oral cancer and penile cancers 

 

We urge you to add the following types of studies to the Proposed Research Approach:  

8. Add to included studies for all Key Questions: cohort and prospective studies  

 

Problem Scope: In 2022, there were an estimated 9,440 new cases of anal cancer in the United 

States (U.S.),3 with an estimated 6,290 cases in women and 3,150 cases in men.4 Human 

papillomavirus (HPV) is a carcinogenic – and preventable – skin virus that nearly all people 

contract at some point in their lives. It causes six different cancers in men and women, 

amounting to 5% of the world’s cancer burden.5 HPV-related cancers include anal, cervical, 
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oropharyngeal, vaginal, vulvar, and penile cancers. HPV causes approximately 91% of anal 

cancer cases. HPV is preventable with a vaccine. The vaccine is most effective when given 

before the exposure to the virus. HPV can take years to decades to progress to cancer.6 

Individuals who did not receive the HPV vaccine at the recommended age remain at risk for 

HPV-related anal cancer.7 Despite a routine recommendation at age 11-12, the number of 

children that are up-to-date with the HPV vaccine are at 61.7 %.8  Due to the long progression 

time to cancer and low vaccine uptake, we expect anal cancer to continue to increase in 

incidence and mortality without screening to find it in its early or precancerous stages.  

 

Anal Cancer and Precancer (HSIL) Screening: Anal cancers can be detected in their 

precancerous stages, called anal intraepithelial neoplasia (AIN 2 or 3) or high-grade 

intraepithelial lesions (HSIL).9 Screening methods include a digital anorectal exam (DARE), 

anal cytology, and high-resolution anoscopy (HRA) with biopsy,10 or HPV testing.11 The 

ANCHOR trial, a phase 3 randomized controlled trial, demonstrated that screening for and 

treating HSIL in persons living with HIV reduces the progression to anal cancer by 57%. In this 

study, participants with biopsy-proven HSIL were treated with topical therapy, ablation, or 

excision. The authors found that progression was more likely if the lesion was larger, even 

among those who received treatment.12  

 

Importance of Expanding List of Persons at Risk: It is our position that all high-risk 

populations should be included in your draft research plan, subsequent literature review, and 

recommendations for screening. Barriers to health equity have long created challenges for many 

anal cancer patients. The burden of anal cancer is disproportionately elevated among certain 

populations. The poor health outcomes of anal cancer patients are further compounded by its 

disproportionate effects on high-risk communities. The following facts reinforce the trends that 

we have observed in the anal cancer community.13 

 

• More people are being diagnosed with anal cancer at every stage than ever before.  

Overall incidence is increasing for multiple age, race, and ethnic groups, in some 

populations doubling or quadrupling over the last two decades. 
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• The number of persons diagnosed with advanced-stage disease is rising most rapidly. 

Rates for regional stage doubled and advanced stage tripled in the last decade. This 

underscores the fact that current practices are failing to catch it early. 

 

• More people are dying from anal cancer than ever before. Significant increases in anal 

cancer deaths were noted in all people 50 years or older.  

 

Populations at highest risk for developing anal cancer include persons living with HIV, 

persons with solid organ transplant, women with a history of vulvar cancer and precancer, and 

HIV-negative men who have sex with men (MSM). Also at increased risk are women with a 

history of vaginal or cervical precancer or cancer, and those with auto-immune diseases such as 

systemic lupus erythematosus (SLE), ulcerative colitis, and Crohn’s disease.14 15 16 17 The 

incidence rates for these groups can be found in the article by Clifford, et al., 2021.18  

There are certain populations with suggested risk or unclear risk that should still be 

included in the research review. There is limited evidence that the risk of developing anal cancer 

is increased in individuals with oral cancer19 or penile cancer. 20 21 Moreover, smoking is a risk 

factor for developing anal cancer, and we feel the USPSTF should evaluate how smoking 

contributes to anal cancer risk.22  

 

Existing Guidelines: In the absence of national guidelines, numerous bodies have developed 

evidence-based anal cancer screening guidelines. The American Society of Colon and Rectal 

Surgeons (ASCRS) recommends screening for persons living with HIV, MSM, and women with 

a history of cervical dysplasia.23 New York State recommends a DARE for all persons living 

with HIV ≥35 years old. They have also recommended annual cytology for MSM, transgender 

men, and transgender women annually for individuals ≥35 years old.24 Additionally, the 

American Society of Transplantation Infectious Disease Community of Practice (AST IDCOP) 

recommends annual anal cytology for all persons living with organ transplants, and particular 

attention to MSM or persons with cervical dysplasia.25 The International Anal Neoplasia Society 

(IANS), the medical society dedicated to the prevention and treatment of anal cancer and 

precancer, currently has guidelines on best practices regarding performing DAREs26 and 
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HRAs.27 IANS is currently nearing the end of a multi-year process to develop comprehensive 

evidence-based screening guidelines.  

 

Access to Screening: Anal cancer screening can be integrated into existing screening paradigms. 

Primary care, HIV providers, gastroenterologists, and gynecologists can perform annual 

DARE’s, and anal cytology and HPV tests. Individuals can undergo screening along with their 

routine colonoscopy, recommended at age 45.28 As of the 2018 recommendations, the USPSTF 

recommends screening with cytology and/or high-risk HPV testing at different intervals 

depending on age and history.29 Gynecologists can bundle anal cancer screening with routine 

cervical cancer screening.  

 

Importance of Including Symptomatic Patients: We believe it is imperative to provide 

guidance for the medical community about when to refer patients for a further work-up of anal 

cancer. Persons living with anal cancer may have delayed diagnosis, and be misdiagnosed with 

hemorrhoids.30 Patients report to our organization that they are often misdiagnosed, leading to a 

delay in diagnosis and treatment for weeks, months, and even years, while the cancer progresses.  

Anal cancer symptoms include anal or rectal bleeding, anal pressure, anal pain, a lump 

around the anus, or itching and discharge.31 There are currently few guidelines for the 

community on when to refer a patient for a hemorrhoid that does not resolve with conservative 

management. The ASCRS recommends evaluation with a DRE, as well as dietary changes, 

topical therapies, or surgical procedures. They also note that some patients with certain risk 

factors should undergo an endoscopy to rule out colorectal cancer. However, an endoscopic 

evaluation is not the best modality for finding anal cancer.32 We urge the USPSTF to provide a 

recommendation for symptomatic patients to be referred for an HRA and biopsy. 

 

Harms of Not Screening for Anal Cancer: We appreciate that you will consider harms of 

screening. Equally important is the consideration of harms of not screening. Anal cancer 

treatment leads to significant morbidity and mortality. One study found that individuals who 

were diagnosed earlier were more likely to finish chemoradiation, though the authors did not find 

a difference in outcomes.33  
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Anal cancer treatment can lead to long term and debilitating side effects. The standard of 

care for stage I-III anal cancer is five to six weeks of chemotherapy and radiation. Patients with 

persistent or recurrent disease may require abdominal perineal resection (APR), and/or inguinal 

lymph node dissection. This requires patients to have a permanent ostomy, and patients may 

experience chronic wounds. Patients with metastatic disease at presentation are recommended to 

initiate systemic chemotherapy. 34 The five-year survival for persons diagnosed with stage IV 

disease is 35.9%.35 Many patients experience long-term side effects such as chronic pain, sexual, 

bowel, and bladder dysfunction, lower bone density, fertility complications, and emotional 

distress.36  

 

Concluding Remarks: We started our organizations as three siblings who lost their mother to 

stage IV anal cancer. Our organization has grown to thousands of patients strong who are eager 

to take action to improve anal cancer prevention, treatment, and quality of life. Through caring 

for our mother and working with patient advocates over the last decade, we know first-hand that 

anal cancer is increasing in incidence and mortality. We also know there is a network of 

healthcare providers who care about this issue and would be receptive to USPSTF guidance on 

anal cancer screening.   

Prevention and early detection are essential to ending anal cancer. Yet, despite its 

growing incidence and mortality, there are no national screening guidelines for anal cancer or 

precancer. Today, a correct and early diagnosis is often the result of persistence by the patient, 

not medical standards that provide guidelines for providers. Comprehensive, robust screening 

protocols for all risk groups are necessary to reduce the burden and impact of anal cancer. As the 

USPSTF considers reviewing the evidence of screening, we urge you to consider the evidence 

for screening in all at-risk groups.  

  We know that ending deaths from anal cancer is possible in the near-term; however, it 

will involve a multi-prong approach, of which implementation of evidence-based national 

screening guidelines is a crucial first step. This guideline is a critical opportunity for saving lives 

from anal cancer nationally and globally.  
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Thank you for your work to save lives from anal cancer. Thank you for focusing your 

research on the underserved anal cancer community and working as a partner to reduce mortality 

and incidence. Thank you for taking this critical step in cancer prevention.  

 

Sincerely,  

 

 

 

Justine, Tristan and Camille Almada 

Co-Founders, Caregivers, Patient Advocates  

The Anal Cancer Foundation   
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