
1 
 

 
 

Topic Brief: Anal Carcinoma Treatment 
 
Date: 7/13/2022 
Nomination Number: 1004 
 
Purpose: This document summarizes the information addressing a nomination submitted on 
June 3, 2022, through the Effective Health Care Website. This information was used to inform 
the Evidence-based Practice Center (EPC) Program decisions about whether to produce an 
evidence report on the topic, and if so, what type of evidence report would be most suitable.  
 
Issue: Anal carcinoma is a relatively rare but increasingly prevalent cancer. The nominators for 
this topic seek the creation of a systematic review to establish clear guidance for the treatment of 
this condition.  
Link to nomination 
 
Recommendation  

X Systematic review 
□ Technical brief  
□ Evidence map  
□ Rapid review  
□ Rapid response  
□ Expanded topic brief  
 

While the evidence we found is limited and varied, the topic was nominated by two guideline 
groups, American Society of Clinical Oncology (ASCO) and American Society for Radiation 
Oncology (ASTRO), so a new systematic review would have high impact. 
 
____________________________________________________________ 

Background  
 
Anal cancer is a disease in which malignant cells form in the tissues of the anus and at the end of 
the large intestine, below the rectum. Based on data from 2017 to 2019, roughly 0.2 percent of 
people will be diagnosed with anal cancer at some point in their lifetime, and the five-year 
survival rate is approximately 70 percent. While the condition is relatively uncommon, age-
adjusted death rates have been rising an average of 3.5 percent each year over the last decade.1 
An analysis conducted in 2019 found that the average lifetime cost of anal cancer was estimated 
to be approximately $50,000 for patients, and the disease-related lifetime economic burden for 
Medicare patients in the United States was approximately $112 million.2 
 
Major risk factors for anal carcinoma include human papillomavirus (HPV)-16 and HPV-18, two 
strains of HPV with genes that can cause healthy cell to act abnormally. Conditions with lowered 
immunity also increase the risk of anal carcinoma. This would include things like acquired 
immune deficiency syndrome (AIDS), which is advanced HIV infection without current 
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suppressive treatments); taking medications that cause immunosuppression for organ transplants; 
and smoking.3 The treatment of anal cancer is dependent upon the stage of an individual’s 
carcinoma, their overall health, and their personal preferences.4 Treatment may include 
chemotherapy, radiation, and/or surgery.  
 
Scope  
 

1. What is the comparative effectiveness of different modalities of initial treatment for 
stages 1-3 squamous cell anal cancer? 

2. What is the comparative effectiveness of different radiation therapy doses and 
fractionation schemes for initial treatment of stage 1-3 squamous cell anal cancer? 

3. What is the comparative effectiveness of different radiation therapy types for initial 
treatment of stages 1-3 squamous cell anal cancer? 

4. What is the comparative effectiveness of different chemotherapy types or combinations 
of chemotherapy types and dose de-escalation for initial treatment of stages 1-3 
squamous cell anal cancer? 

5. What is the effectiveness of immunotherapy for initial treatment of stages 1-3 squamous 
cell anal cancer? 

a. How do outcomes vary based on the conditions surrounding immunotherapy (e.g., 
other treatments given, patient characteristics, tumor characteristics)? 

 
Table 1. Questions and PICOs (population, intervention, comparator, outcome)  
Questions 1. Comparative effectiveness of initial 

treatment modalities  
2. Comparative effectiveness of radiation 

therapy doses and fractionation 
schemes of initial treatment  

Population Adults with stages 1-3 squamous cell anal 
cancer 
 
Subgroup: stage, age, tumor 
characteristics, etc. 

Adults with stages 1-3 squamous cell anal 
cancer 

Interventions a. Chemoradiation 
b. Induction or maintenance 

chemotherapy 
c. Surgery 

Radiation therapy: 
a. Doses 
b. Fractionation schemes  

Comparators a. Radiation Therapy 
b. Chemoradiation 
c. Other treatment 

Other: 
a. Doses 
b. Fractionation schemes 

Outcomes Overall survival 
Disease-free survival 
Colostomy-free survival 
Local control 
Pathologic complete response 
Salvage rate 
Sphincter preservation 
Acute and late toxicity 
Health-related quality of life 
Harms of treatment 

Overall survival 
Disease-free survival 
Local control 
Pathologic complete response 
Salvage rate 
Sphincter preservation 
Acute and late toxicity 
Health-related quality of life 
Harms of treatment 

 
Table 2. Questions and PICOs (population, intervention, comparator, outcome)  
Questions 3. Comparative effectiveness of radiation 

therapy types for initial treatment  
4. Comparative effectiveness of different 

chemotherapy types or combinations of 
chemotherapy types and dose de-
escalation for initial treatment  



3 
 

Population Adults with stages 1-3 squamous cell anal 
cancer 

Adults with stages 1-3 squamous cell anal 
cancer 

Interventions IMRT 
Proton radiation therapy 
Brachytherapy 

1. Chemotherapy types/combinations 
(e.g., fluorouracil, mitomycin, 
cisplatin) 

2. Dose de-escalation 
Comparators 3-D CRT 

Photon radiation therapy 
Electron therapy boost 

1. Chemotherapy types/combinations 
(e.g., fluorouracil, mitomycin, 
cisplatin) 

2. Other dose de-escalation 
Outcomes Overall survival 

Disease-free survival 
Colostomy-free survival 
Local control 
Pathologic complete response 
Salvage rate 
Sphincter preservation 
Acute and late toxicity 
Health-related quality of life 
Harms of treatment 

Overall survival 
Disease-free survival 
Local control 
Pathologic complete response 
Salvage rate 
Sphincter preservation 
Acute and late toxicity 
Health-related quality of life 
Harms of treatment 

Abbreviations: IMRT=intensity-modulated radiation therapy; 3-D CRT= three-dimensional conformal radiation 
therapy. 
 
Table 3. Questions and PICOs (population, intervention, comparator, outcome)  
Questions 5. Effectiveness of immunotherapy for initial treatment of stages 1-3 anal carcinoma 

a. How do outcomes vary based on the conditions surrounding immunotherapy 
Population Adults with stages 1-3 squamous cell anal cancer 

 
Subgroup: other treatments, patient characteristics, tumor characteristics, stage 

Interventions Immunotherapy (e.g., pembrolizumab, nivolumab) 
Comparators Other treatment (e.g., chemotherapy, radiation, chemotherapy + radiation) 
Outcomes Overall survival 

Disease-free survival 
Colostomy-free survival 
Local control 
Pathologic complete response 
Salvage rate 
Sphincter preservation 
Acute and late toxicity 
Health-related quality of life 
Harms of treatment 

 
Assessment Methods  
See Appendix A.  
 
Summary of Literature Findings  
 
We did not find any systematic reviews that would address the full scope of the nomination and 
found limited and varied evidence for each of the five Key Questions (KQs) from a review of the 
entire search yield. 
 
For KQ 1, we found two retrospective studies, one comparing chemoradiation to radiation 
therapy alone,5 and one comparing surgery followed by postoperative radiation therapy or 
chemoradiation to surgery alone.6 
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For KQ 2, we found one retrospective study assessing lower versus higher doses of radiation 
therapy,7 and one non-randomized controlled study assessing low-dose versus high-dose 
brachytherapy doses.8 
 
For KQ 3, we found two retrospective9, 10 and one non-randomized control study8 comparing 
IMRT to 3-D RT; a non-randomized controlled study comparing brachytherapy to electron boost 
therapy11; and an ongoing randomized control trial comparing proton and photon radiotherapy.12  
 
For KQ 4, we found one randomized controlled trial comparing avelumab + cetuximab;13 two 
retrospective studies comparing one and two doses of mitomycin14, and capecitabine to 5-FU,15 
respectively; and two ongoing randomized controlled trials comparing de-intensified 
chemoradiation to standard dose chemoradiation,16 and carboplatin + paclitaxel + retifanlimab to 
carboplatin+paclitaxel+placebo,17 respectively. 
 
For KQ 5, we found two studies of durvalumab: one ongoing randomized control trial of radio 
chemotherapy with versus without durvalumab,18 and a randomized controlled trial comparing 
standard care + durvalumab to standard care.19 We found two studies assessing the adjunctive 
use of nivolumab: one ongoing randomized control trial comparing carboplatin +paclitaxel + 
nivolumab to carboplatin + paclitaxel,20 and an ongoing non-randomized controlled study 
comparing nivolumab to mitomycin.21 We also found an ongoing randomized controlled trial 
comparing traditional chemoradiotherapy with PD-1 antibody Sintilimab to traditional treatment 
without Sintilimab.22 
 
Table 2. Literature identified for each Key Question  
Question Systematic reviews 

(7/2019-7/2022) 
Primary studies (7/2017-7/2022) 

Question 1: Comparative 
effectiveness of initial 
treatment modalities  

Total: 0 
 

Total: 2 
• RCT: 0 
• Retrospective Cohort: 25, 6 

 
Clinicaltrials.gov:0 

Question 2: Comparative 
effectiveness of radiation 
therapy doses and 
fractionation schemes of 
initial treatment  

Total: 0 
 

Total: 2 
• RCT: 0 
• Non-randomized controlled: 18 
• Retrospective: 17 

 
Clinicaltrials.gov:0 
 

Question 3: Comparative 
effectiveness of IMRT 
versus 3-D CRT for initial 
treatment 

Total: 0 
 

Total: 5 
• RCT 
• Retrospective: 29, 10 
• Non-randomized controlled: 211, 23  

 
Clinicaltrials.gov: 112 

Question 4: Comparative 
effectiveness of different 
chemotherapy types or 
combinations of 
chemotherapy types and 
dose de-escalation for 
initial treatment 

Total: 0 
 

Total: 5 
• RCT: 113 
• Retrospective: 214, 15 

 
Clinicaltrials.gov: 216, 17 
 

Question 5: Effectiveness 
of immunotherapy for 

Total: 0 
 

Total: 5 
• RCT: 119 
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Abbreviations: AHRQ=Association for Healthcare Research and Quality; IMRT=intensity-modulated radiation 
therapy; RCT=randomized controlled trial; 3-D CRT= three-dimensional conformal radiation therapy. 
 
See Appendix B for detailed assessments of all EPC selection criteria.  
 
Summary of Selection Criteria Assessment 
While anal cancer is a relatively rare condition, it disproportionately affects a vulnerable 
population, persons living with HIV, and guidance on treatment is lacking. While the evidence is 
limited and varied, a new systematic review would have high impact as two guideline 
organizations would support the development of new guidelines. 

Please see Appendix B for detailed assessments of individual EPC Program selection criteria.  
 

 
Related Resources  
We identified additional information in the course of our assessment that might be useful.  
We found a systematic review and meta-analysis that may be of interest as it covers a portion of 
KQ 1, examining radiotherapy alone versus chemoradiotherapy for stage I anal cancer. The 
authors found that patients treated with chemoradiotherapy had and increased 5-year overall 
survival compared to radiotherapy alone, but no difference in 5-year disease-free survival.24 
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Appendix A: Methods  

We assessed nomination for priority for a systematic review or other AHRQ Effective Health 
Care report with a hierarchical process using established selection criteria. Assessment of each 
criteria determined the need to evaluate the next one. See Appendix B for detailed description of 
the criteria.  
 
Appropriateness and Importance 
We assessed the nomination for appropriateness and importance.  
 
Desirability of New Review/Absence of Duplication 
We searched for high-quality, completed or in-process evidence reviews published in the last 
three years July 25, 2019 -July 25, 2022 on the questions of the nomination from these sources: 

• AHRQ: Evidence reports and technology assessments  
o AHRQ Evidence Reports https://www.ahrq.gov/research/findings/evidence-

based-reports/index.html 
o EHC Program https://effectivehealthcare.ahrq.gov/ 
o US Preventive Services Task Force 

https://www.uspreventiveservicestaskforce.org/  
o AHRQ Technology Assessment Program 

https://www.ahrq.gov/research/findings/ta/index.html  
• US Department of Veterans Affairs Products publications  

o Evidence Synthesis Program https://www.hsrd.research.va.gov/publications/esp/ 
o VA/Department of Defense Evidence-Based Clinical Practice Guideline Program 

https://www.healthquality.va.gov/ 
• Cochrane Systematic Reviews https://www.cochranelibrary.com/ 
• PROSPERO Database (international prospective register of systematic reviews and 

protocols) http://www.crd.york.ac.uk/prospero/   
• PubMed https://www.ncbi.nlm.nih.gov/pubmed/   
• Joanna Briggs Institute http://joannabriggs.org/ 
• Epistemonikos https://www.epistemonikos.org/ 

 
Impact of a New Evidence Review  
The impact of a new evidence review was qualitatively assessed by analyzing the current 
standard of care, the existence of potential knowledge gaps, and practice variation. We 
considered whether it was possible for this review to influence the current state of practice 
through various dissemination pathways (practice recommendation, clinical guidelines, etc.). 
 
Feasibility of New Evidence Review  
 
We conducted a limited literature search in PubMed and PsycInfo for the last five years July 25, 
2017- July 25, 2022. We reviewed all studies identified titles and abstracts for inclusion. We 
classified identified studies by question and study design to estimate the size and scope of a 
potential evidence review. 
 
Search strategy 
Ovid MEDLINE ALL 1946 to July 25, 2022 
Date searched: July 26, 2022  
1 Anal Gland Neoplasms/ or Anus Neoplasms/ (6981) 

https://www.ahrq.gov/research/findings/evidence-based-reports/index.html
https://www.ahrq.gov/research/findings/evidence-based-reports/index.html
https://effectivehealthcare.ahrq.gov/
https://www.uspreventiveservicestaskforce.org/
https://www.ahrq.gov/research/findings/ta/index.html
https://www.hsrd.research.va.gov/publications/esp/
https://www.healthquality.va.gov/
https://www.cochranelibrary.com/
http://www.crd.york.ac.uk/prospero/
https://www.ncbi.nlm.nih.gov/pubmed/
http://joannabriggs.org/
https://www.epistemonikos.org/
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2 (((anal$2 or anus) adj3 (cancer or carcinoma$1 or neoplas$1)) or ASCC or SCAC or 
SSCA).ti,ab,kf. (5551) 
3 or/1-2 (9187) 
4 (local* or locoregional$2 or ((stage or stages) adj2 (early or "1" or "2" or "3" or one or two or 
three or "I" or "II" or "III"))).ti,ab,kf. or squamous.hw,ti,ab,kf. (2023999) 
5 and/3-4 (4186) 
6 exp radiotherapy/ (202988) 
7 (brachytherap* or fraction* or "Intensity-modulated" or IMRT or irradiat* or neoadjuvant or 
neutron or proton or radia* or radio* or "three-dimensional" or 3DCRT or 3D-CRT or x-
ray).ti,ab,kf. (2929574) 
8 or/6-7 (2960594) 
9 and/5,8 (1706) 
10 limit 9 to english language (1450) 
11 limit 10 to yr="2019 -Current" (319) 
12 11 and ((meta-analysis or "systematic review").pt. or ((metaanal* or meta-anal* or (evidence 
or scoping or systematic or umbrella)) adj3 (review or synthesis)).ti.) (13) 
13 limit 10 to yr="2017 -Current" (480) 
14 13 not ((Animals/ not Humans/) or (case or review).ti. or (case or comment or editorial or 
letter or news or review).pt.) (352) 
15 14 and (("controlled clinical trial" or "randomized controlled trial").pt. or (control$2 or 
placebo or random* or trial).ti.) (19) 
16 14 and (exp cohort studies/ or exp epidemiologic studies/ or (before-after or cohort or 
comparative or evaluation or follow-up or longitudinal or nonrandom* or "non-randomized" or 
phase or program* or prospective or prospective or pre-post or retrospective).ti.) (193) 
17Chemoradiotherapy/ or Chemoradiotherapy, Adjuvant/ or Chemotherapy, Adjuvant/ or 
Hyperthermic Intraperitoneal Chemotherapy/ or Consolidation Chemotherapy/ or Drug Therapy/ 
or Induction Chemotherapy/ or Maintenance Chemotherapy/ or dt.fs. (2580489) 
18 (chemotherap* or chemo-therap* or chemoradi* or chemo-radi* or radiochemo* or radio-
chemo*).ti,ab,kf. (496683) 
19 (carboplatin or cisplatin or fluorouracil or mitomycin).ti,ab,kf. (127020) 
20 or/17-18 (2832995) 
21 and/5,20 (1699) 
22 limit 21 to english language (1483) 
23 limit 22 to yr="2019 -Current" (358) 
24 23 and ((meta-analysis or "systematic review").pt. or ((metaanal* or meta-anal* or (evidence 
or scoping or systematic or umbrella)) adj3 (review or synthesis)).ti.) (15) 
25 limit 22 to yr="2017 -Current" (543) 
26 25 not ((Animals/ not Humans/) or (case or review).ti. or (case or comment or editorial or 
letter or news or review).pt.) (396) 
27 26 and (("controlled clinical trial" or "randomized controlled trial").pt. or (control$2 or 
placebo or random* or trial).ti.) (25) 
28 26 and (exp cohort studies/ or exp epidemiologic studies/ or (before-after or cohort or 
comparative or evaluation or follow-up or longitudinal or nonrandom* or "non-randomized" or 
phase or program* or prospective or prospective or pre-post or retrospective).ti.) (213) 
29 exp Immunotherapy/ or exp Antineoplastic Agents, Immunological/ or Immune Checkpoint 
Inhibitors/ (377981) 
30 (immunotherap* or immuno-therap* or adjuvant or checkpoint-inhibit$4 or ICI$1 or "anti-
PD-1").ti,ab,kf. (300550) 
31 Nivolumab/ or (carboplatin or cetuximab or Erbitux or nivolumab or Opdivo or paclitaxel or 
pembrolizumab or Keytruda or Retifanlimab).ti,ab,kf. (64134) 
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32 or/29-31 (645498) 
33 and/5,32 (328) 
34 limit 33 to english language (283) 
35 limit 34 to yr="2019 -Current" (78) 
36 35 and ((meta-analysis or "systematic review").pt. or ((metaanal* or meta-anal* or (evidence 
or scoping or systematic or umbrella)) adj3 (review or synthesis)).ti.) (1)  
37 limit 34 to yr="2017 -Current" (121) 
38 37 not ((Animals/ not Humans/) or (case or review).ti. or (case or comment or editorial or 
letter or news or review).pt.) (70) 
39 38 and (("controlled clinical trial" or "randomized controlled trial").pt. or (control$2 or 
placebo or random* or trial).ti.) (8) 
40 38 and (exp cohort studies/ or exp epidemiologic studies/ or (before-after or cohort or 
comparative or evaluation or follow-up or longitudinal or nonrandom* or "non-randomized" or 
phase or program* or prospective or prospective or pre-post or retrospective).ti.) (39) 
  
Ovid EBM Reviews - Cochrane Central Register of Controlled Trials June 2022 
Date searched: July 26, 2022  
1 Anal Gland Neoplasms/ or Anus Neoplasms/ (136) 
2 (((anal$2 or anus) adj3 (cancer or carcinoma$1 or neoplas$1)) or ASCC or SCAC or 
SSCA).ti,ab. (427) 
3or/1-2 (479) 
4 (local* or locoregional$2 or ((stage or stages) adj2 (early or "1" or "2" or "3" or one or two or 
three or "I" or "II" or "III"))).ti,ab. or squamous.hw,ti,ab. (138568) 
5and/3-4 (234) 
6 exp radiotherapy/ (6675) 
7 (brachytherap* or fraction* or "Intensity-modulated" or IMRT or irradiat* or neoadjuvant or 
neutron or proton or radia* or radio* or "three-dimensional" or 3DCRT or 3D-CRT or x-
ray).ti,ab. (158516) 
8 or/6-7 (159095) 
9 and/5,8 (139) 
10 limit 9 to yr="2017 -Current" (55) 
11 Chemoradiotherapy/ or Chemoradiotherapy, Adjuvant/ or Chemotherapy, Adjuvant/ or 
Hyperthermic Intraperitoneal Chemotherapy/ or Consolidation Chemotherapy/ or Drug Therapy/ 
or Induction Chemotherapy/ or Maintenance Chemotherapy/ (6159) 
12 (chemotherap* or chemo-therap* or chemoradi* or chemo-radi* or radiochemo* or radio-
chemo*).ti,ab. (77849) 
13 (carboplatin or cisplatin or fluorouracil or mitomycin).ti,ab. (27230) 
14 or/11-12 (80332) 
15 and/5,14 (139) 
16 limit 15 to yr="2017 -Current" (64) 
17 exp Immunotherapy/ or exp Antineoplastic Agents, Immunological/ or Immune Checkpoint 
Inhibitors/ (15081) 
18 (immunotherap* or immuno-therap* or adjuvant or checkpoint-inhibit$4 or ICI$1 or "anti-
PD-1").ti,ab. (43544) 
19 Nivolumab/ or (carboplatin or cetuximab or Erbitux or nivolumab or Opdivo or paclitaxel or 
pembrolizumab or Keytruda or Retifanlimab).ti,ab. (20165) 
20 or/17-19 (69773) 
21 and/5,20 (54) 
22 limit 21 to yr="2017 -Current" (32) 
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EPISTEMONIKOS 
Date searched: July 26, 2020 
(title:(title:((((anal AND (cancer* OR carcinoma* OR neoplas*)) OR ASCC OR SCAC OR 
SSCA) AND (local OR localized OR locoregional OR (stage AND (early OR 1 OR 2 OR 3 OR 
one OR two OR three OR I OR II OR III)))))) OR abstract:(title:((((anal AND (cancer* OR 
carcinoma* OR neoplas*)) OR ASCC OR SCAC OR SSCA) AND (local OR localized OR 
locoregional OR (stage AND (early OR 1 OR 2 OR 3 OR one OR two OR three OR I OR II OR 
III))))))) (5) 
 
PROSPERO 
Date searched: July 26, 2022 
(((((anal OR anus) AND (cancer* OR carcinoma* OR neoplas*)) or ASCC or SCAC or SSCA) 
AND (local OR localized OR locoregional OR (stage AND (early OR 1 OR 2 OR 3 OR one OR 
two OR three OR I OR II OR III)))) AND (brachytherap* OR fraction* OR Intensity-modulated 
OR IMRT OR irradiat* OR neoadjuvant OR neutron OR proton OR radia* OR radio* OR three-
dimensional OR 3DCRT OR 3D-CRT OR x-ray OR chemotherap* OR chemo-therap* OR 
chemoradi* OR chemo-radi* OR radiochemo* OR radio-chemo* OR immunotherap* OR 
immuno-therap* OR adjuvant OR checkpoint-inhibition OR ICI OR anti-PD-1 OR anti-PD1 OR 
antiPD1)) AND (Systematic Review OR Meta-Analysis OR IPD OR PMA OR Network meta-
analysis OR Review of reviews):RT 
 
Clinical Trials.gov 
 
Value  
We assessed the nomination for value. We considered whether or not the clinical, consumer, or 
policymaking context had the potential to respond with evidence-based change, if a partner 
organization would use this evidence review to influence practice, and if the topic supports a 
priority area of AHRQ or the Department of Health and Human Services.  
 

https://clinicaltrials.gov/ct2/results?cond=%28%28anal+OR+anus%29+AND+%28cancer+OR+carcinoma+OR+neoplasm%29%29&term=squamous&type=&rslt=&recrs=b&recrs=a&recrs=f&recrs=d&age_v=&age=1&gndr=&intr=&titles=&outc=&spons=&lead=&id=&cntry=&state=&city=&dist=&locn=&rsub=&strd_s=&strd_e=&prcd_s=&prcd_e=&sfpd_s=07%2F26%2F2019&sfpd_e=07%2F26%2F2022&rfpd_s=&rfpd_e=&lupd_s=&lupd_e=&sort=
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Appendix B. Selection Criteria Assessment 
 

Selection Criteria Assessment 
1. Appropriateness  

1a. Does the nomination represent a health care 
drug, intervention, device, technology, or health 
care system/setting available (or soon to be 
available) in the United States? 

Yes. 

1b. Is the nomination a request for an evidence 
report? 

Yes. 

1c. Is the focus on effectiveness or comparative 
effectiveness? 

Yes. 

1d. Is the nomination focus supported by a logic 
model or biologic plausibility? Is it consistent or 
coherent with what is known about the topic? 

Yes. 

2. Importance  
2a. Represents a significant disease burden; large 
proportion of the population 

While the incidence of anal cancer is not 
particularly high, it disproportionately affects 
persons living with HIV, which represent a 
vulnerable population.3 

2b. Is of high public interest; affects health care 
decision making, outcomes, or costs for a large 
proportion of the US population or for a vulnerable 
population 

Yes. While the incidence of anal cancer is not 
particularly high, it disproportionately affects 
persons living with HIV, a vulnerable population.3 
An analysis conducted in 2019 found that the 
average lifetime cost of anal cancer was 
estimated to be approximately $50,000 for 
patients, and the disease-related lifetime 
economic burden for Medicare patients in the 
United States was approximately $112 million.2  

2c. Incorporates issues around both clinical 
benefits and potential clinical harms  

Yes. 

2d. Represents high costs due to common use, 
high unit costs, or high associated costs to 
consumers, to patients, to health care systems, or 
to payers 

Yes. An analysis conducted in 2019 found that the 
average lifetime cost of anal cancer was 
estimated to be approximately $50,000 for 
patients, and the disease-related lifetime 
economic burden for Medicare patients in the 
United States was approximately $112 million.2  

3. Desirability of a New Evidence 
Review/Absence of Duplication 

 

3. A recent high-quality systematic review or other 
evidence review is not available on this topic  

Yes. We did not find any systematic reviews 
covering the scope of the nomination. 

4. Impact of a New Evidence Review  
4a. Is the standard of care unclear (guidelines not 
available or guidelines inconsistent, indicating an 
information gap that may be addressed by a new 
evidence review)? 

Yes. Guidelines for treatment of anal cancer are 
lacking.  

4b. Is there practice variation (guideline 
inconsistent with current practice, indicating a 
potential implementation gap and not best 
addressed by a new evidence review)? 

Yes. A lack of guidelines may lead to practice 
variation.  

5. Primary Research  
5. Effectively utilizes existing research and 
knowledge by considering: 
- Adequacy (type and volume) of research for 
conducting a systematic review 
- Newly available evidence (particularly for 
updates or new technologies) 

Out of a review of the entire literature yield, we 
found the following relevant studies: 
KQ1: 2 studies 
KQ2: 2 studies 
KQ3: 5 studies 
KQ4: 5 studies 
KQ5: 5 studies 
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We estimate that the size of a new systematic 
review would be limited. 

6. Value  
6a. The proposed topic exists within a clinical, 
consumer, or policy-making context that is 
amenable to evidence-based change and 
supports a priority of AHRQ or Department of 
Health and Human Services 

Yes. Anal cancer is more prevalent among a 
vulnerable population, persons living with HIV. 

6b. Identified partner who will use the systematic 
review to influence practice (such as a guideline 
or recommendation) 

Yes. Two guideline groups, ASCO and ASTRO 
would work to develop guidelines using a new 
systematic review. 

Abbreviations: AHRQ=Agency for Healthcare Research and Quality; ASCO= American Society of Clinical 
Oncology; ASTRO=American Society for Radiation Oncology; HIV=human immunodeficiency virus; KQ=key 
question.
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Appendix C. Topic Nomination 
1004 Anal Cancer Treatment Topic Nomination 
 
A topic nomination was submitted on the EHC website: 
 
Submitted on Friday, June 3, 2022 - 11:22 

Submit a Topic for a New Evidence Review 

1. What is the decision or change (e.g. clinical topic, practice guideline, system design, 
delivery of care) you are facing or struggling with where a summary of the evidence would 
be helpful? 
Anal cancer is a relatively rare cancer, with a higher prevalence among patients with human 
immunodeficiency virus (HIV). While there are only approximately 9,440 new cases per year, 
the incidence of this cancer has been increasing for many years. The ASCO Gastrointestinal 
Guidelines Advisory Group identified a need for guidance for this patient population. This 
disease site is of particular interest to both ASCO and ASTRO. Although chemoradiation is the 
definitive treatment for anal cancer, it is a complex disease with inherent challenges especially 
related to radiation planning and toxicity. 
 
2. Why are you struggling with this issue? 
Clinicians need data to guide treatment with respect to indications for chemotherapy, radiation or 
chemoradiation. Areas of uncertainty include radiation dose and fractionation, dose de-
escalation, and data to guide use of IMRT rather than 3-D CRT as well as type of chemotherapy, 
and potential role of immunotherapy. 
 
3. What do you want to see changed? How will you know that your issue is improving or 
has been addressed? 
We would like to see less uncertainty amongst clinicians regarding how to treat this disease site, 
and ultimately less variation in practice. 
 
4. When do you need the evidence report? 
Sat, 06/03/2023 
 
5. What will you do with the evidence report? 
The evidence report will be the basis for a clinical practice guideline. 
 

Optional Information About You 

What is your role or perspective? 
Professional Society Staff 
 
If you are you making a suggestion on behalf of an organization, please state the name of 
the organization 
American Society of Clinical Oncology and American Society of Radiation Oncology 
 
May we contact you if we have questions about your nomination? 
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Yes 
 
Full Name 
Erin Kennedy (ASCO) and Lisa Bradfield (ASTRO) 
 
Title 
Guidelines Specialist 
 
Email Address 
erin.kennedy@asco.org 
 
is_production 
Yes 
 
Form Type 
Topic Nomination 
 
 
 
The results of this submission may be viewed at: 
https://effectivehealthcare.ahrq.gov/admin/structure/webform/manage/topic_nomination_form/su
bmission/593 
 
 

mailto:erin.kennedy@asco.org
https://gcc02.safelinks.protection.outlook.com/?url=https%3A%2F%2Feffectivehealthcare.ahrq.gov%2Fadmin%2Fstructure%2Fwebform%2Fmanage%2Ftopic_nomination_form%2Fsubmission%2F593&data=05%7C01%7C%7Cb4b56ce6bb674d7913c308da45755a0a%7Ce95f1b23abaf45ee821db7ab251ab3bf%7C0%7C0%7C637898667582266984%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=GsP2K4wVv45rIIevkRJfibu%2BxiTvpIkYDAKz1J%2FGESg%3D&reserved=0
https://gcc02.safelinks.protection.outlook.com/?url=https%3A%2F%2Feffectivehealthcare.ahrq.gov%2Fadmin%2Fstructure%2Fwebform%2Fmanage%2Ftopic_nomination_form%2Fsubmission%2F593&data=05%7C01%7C%7Cb4b56ce6bb674d7913c308da45755a0a%7Ce95f1b23abaf45ee821db7ab251ab3bf%7C0%7C0%7C637898667582266984%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=GsP2K4wVv45rIIevkRJfibu%2BxiTvpIkYDAKz1J%2FGESg%3D&reserved=0
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