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• Summarize the clinical evidence that has established chemo-IO as the new 
standard of care for SCAC

• Describe strategies for sequencing chemo-IO across the disease continuum 
(eg, induction, continuation, and relapse settings), in accordance with the 
latest data and clinical guidelines

• Evaluate key considerations for patient selection, monitoring, and 
management of adverse events when using chemo-IO in diverse clinical 
scenarios, including special populations and multidisciplinary care contexts

Learning Objectives

IO = immunotherapy; SCAC = squamous cell carcinoma of the anal canal.



The Incidence of Anal Cancer
2026: 
11,270

2.7%/yr

Surveillance, Epidemiology, and End Results (SEER). Accessed March 12, 2026. https://seer.cancer.gov/statfacts/html/anus.html. 
American Cancer Society. Updated January 13, 2026. Accessed March 12, 2026. https://www.cancer.org/cancer/types/anal-
cancer/what-is-key-statistics.html. Siegel RL, et al. CA Cancer J Clin. 2026;76(2):e70067.



Global Incidence

Global Cancer Observatory. February 8, 2024. Accessed March 12, 2026. 
https://gco.iarc.who.int/media/globocan/factsheets/cancers/10-anus-fact-sheet.pdf.



Anatomy and Risk Factors



Anatomy of the Anal Canal

Eng C, et al. In: The MD Anderson Manual of Clinical Oncology. McGraw Hill; 2006.



Risk Factors for Anal CA

HPV = human papillomavirus; STD = sexually transmitted disease.
Eng C, et al. J Clin Oncol. 2022;40(24):2774-2788.

• >50 years of age

• >10 sexual partners

• HPV or other STD(s)

• Chronic immunosuppressed states
• Pts with organ transplant, HIV/AIDS
• *Not considered an AIDS-defining illness

• Receptive anal intercourse

• History of gynecological malignancies

• Tobacco use



Growing Issue in the US: Rise of STDs

USA Facts. Updated September 1, 2023. Accessed March 12, 2026. https://usafacts.org/articles/how-common-are-
stds-in-the-us/.



HPV Vaccination/HIV/Tobacco Use and Risk
• HPV vaccination is underutilized in the catchment area
• TN and KY among the highest-risk states for HPV-related 

cancers, including anal cancer
• Expected continued rise in squamous cell carcinoma of the 

anal canal (SCCA) due to HIV/AIDS and tobacco abuse 
(2001-2005 vs 2014-2018)

• Mortality (≥2-fold) for persons age ≥50 years 
concentrated in the Midwestern and Southeastern states

• Incidence
• Men: TN, KY, and AL (RR: 1.53-1.92)
• Women: TN (RR: 1.78)

• Incidence rates correlate (r=0.47, P<.001) with AIDS 
and smoking (r=0.49, P<.001) prevalence patterns for 
men and women, respectively

RR = rate ratio.
KFF. Updated October 8, 2024. Accessed March 12, 2026. https://www.kff.org/womens-health-policy/fact-
sheet/the-hpv-vaccine-access-and-use-in-the-u-s/. Damgacioglu H, et al. J Clin Oncol. 2023;41(6):1228-1238.



Historical Trials



Historical Cohorts in Metastatic SCCA

SCCA = squamous cell carcinoma of the anus; ORR = objective response rate; PFS = progression-free survival; 
OS = overall survival.



FU = fluorouracil; XRT = external beam radiation therapy; AUC = area under the curve; RR = response rate; 
QOL = quality of life.
Rao S, et al. J Clin Oncol. 2020;38(22):2510-2518.

International Rare Cancers Initiative (IRCI)/ECOG EA2133 
InterAACT: Tx-Naïve Met SCC of the Anal Canal

Paclitaxel



Primary Endpoint: InterAACT/EA2133
Carboplatin-Paclitaxel

Cisplatin-5FU

CR = complete response; PR = partial response; SD =  stable disease; PD = progressive disease; CI = confidence interval.
Rao S, et al. J Clin Oncol. 2020;38(22):2510-2518.



Secondary Endpoints: PFS and OS

Rao S, et al. J Clin Oncol. 2020;38(22):2510-2518.



Role of Immunotherapy in Refractory Metastatic Anal Cancer

Morris VK, et al. Lancet Oncol. 2017;18(4):446-453. Marabelle A, et al. Lancet Gastroenterol Hepatol. 
2022;7(5):446-454. Rao S, et al. Ann Oncol. 2020;31(Suppl 4):S1170-S1171.



Recent Trial Results



Phase II Trial of Atezolizumab and Bevacizumab for the Treatment of HPV-Positive 
Unresectable or Metastatic Squamous Cell Carcinoma of the Anal Canal 

Morris VK…Eng C, et al. Clin Cancer Res. 2025;31(9):1657-1666.



NCI9673 (Part B): Randomized Phase II ETCTN Study of 
Nivolumab +/- Ipilimumab in Metastatic SCC of the Anal Canal

SAE = serious adverse event.
Morris VK…Eng C, et al. J Clin Oncol. 2026;44(6):497-507.



NCI 9673 Part B: Primary Endpoint

HR = hazard ratio.
Morris VK…Eng C, et al. J Clin Oncol. 2026;44(6):497-507.



NCI 9673 (Part B): ORR
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Nivolumab
Nivolumab +  ipilimumab

• Overall response rate (95% CI)

Nivolumab                                         
17.4% (9.1-31)
Nivolumab + ipilimumab                 
21.5% (12-36)

• Disease control rate (95% CI)

Nivolumab                                         
43.5% (30-58)
Nivolumab + ipilimumab                 
47.6% (33-62)

Morris VK…Eng C, et al. J Clin Oncol. 2026;44(6):497-507.



NCI 9673 (Part B)

Morris VK…Eng C, et al. J Clin Oncol. 2026;44(6):497-507.



Chemo + IO Combination Therapy



SCARCE C17-02 PRODIGE 60 
Study Design

ECOG PS =  Eastern Cooperative Oncology Group Performance Status; mDCF = modified docetaxel, cisplatin, and 
fluorouracil; mITT = modified intention-to-treat; HRQoL = health-related quality of life.
Kim S, et al. Lancet Oncol. 2024;25(4):518-528.



Kim S, et al. Lancet Oncol. 2024;25(4):518-528.

SCARCE C17-02 PRODIGE 60 
Study Design



Phase III: POD1UM-303



POD1UM-303/InterAACT-2 Study Design

BICR = blinded independent central review; DOR = duration of response; PK = pharmacokinetics; 
PROs = patient-reported outcomes.
Rao S, et al. Lancet. 2025;405(10495):2144-2152.



POD1UM-303: Demographics

Rao S, et al. Lancet. 2025;405(10495):2144-2152.



Primary Endpoint: PFS

Rao S, et al. Lancet. 2025;405(10495):2144-2152.



POD1UM-303: Updated OS

Rao S, et al. Presented at: ESMO Immuno-Oncology Annual Congress; December 10-12, 2025; London, UK.



POD1UM-303: ORR

Rao S, et al. Presented at: ESMO Immuno-Oncology Annual Congress; December 10-12, 2025; London, UK.



TEAEs = treatment-emergent adverse events.
Rao S, et al. Presented at: ESMO Immuno-Oncology Annual Congress; December 10-12, 2025; London, UK.

Safety Summary



TEAEs

Rao S, et al. Presented at: ESMO Immuno-Oncology Annual Congress; December 10-12, 2025; London, UK.



Current National Comprehensive Cancer 
Network® (NCCN®) Guidelines (January 2026)

Referenced from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Anal Carcinoma V.1.2026. 
© National Comprehensive Cancer Network, Inc. 2026. All rights reserved. Accessed March 12, 2026. To view the most 
recent and complete version of the guideline, go online to NCCN.org. NCCN makes no warranties of any kind whatsoever 
regarding their content, use, or application, and disclaims any responsibility for their application or use in any way.



Pending Results 



ClinicalTrials.gov. Accessed March 12, 2026. https://clinicaltrials.gov/study/NCT04444921.



Bifunctional EGFR/TGF-β Inhibitor 
Ficerafusp Alfa (BCA-101) with Pembrolizumab

Morris VK, et al. Presented at: ASCO Gastrointestinal Cancers Symposium; January 23-25, 2025; San Francisco, CA.



Ongoing Trials in the US

MOA = mechanism of action.
ClinicalTrials.gov. Accessed March 12, 2026. https://clinicaltrials.gov/study/NCT06526819; 
https://clinicaltrials.gov/study/NCT05941507.

MOA Phase NCT #
SMP-3124LP CHK-1 I NCT06526819
TROP2 ADC 

LCB84
Trop-2 I NCT05941507

Of 84 currently enrolling trials, only 2 actively enrolling phase I trials in the US



Unmet Need: Phase I Trial with a Focus on SCCA

Courtesy of Eng C.



ASCO. Accessed March 12, 2026. https://meetings.asco.org/meetings/2026-asco-annual-meeting/335/17030.

1:30 - 1:45 PM CDT

1:15 - 1:30 PM CDT

1:45 - 2:00 PM CDT



• Combined chemotherapy + IO therapy is the 
standard of care for tx-naïve met anal Ca

• Combined IO therapy was NS
• Continued cancer research in refractory met anal 

CA is an unmet need
• ALWAYS enroll to a clinical trial whenever 

possible to make greater and faster advances in 
a rare cancer

Key Learning Points
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