
NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

EARLY-STAGE MSI-H RECTAL CANCER: 

IMMUNOTHERAPY FIRST

1

Olatunji B. Alese, MD FWACS

Associate Professor & Director of Gastrointestinal Oncology  
Department of Hematology and Medical Oncology 

Lead, Winship GI Disease Team 
Medical Director, Ambulatory Infusion Center (Clifton) 

Winship Cancer Institute of Emory University 

July 21, 2023



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

DISCLOSURE 

Research funding:  Taiho Oncology, Ipsen Pharmaceuticals, GSK, Bristol Myers Squibb, PCI Biotech AS, ASCO, Calithera 
Biosciences, Inc., SynCore Biotechnology Co. Ltd., Suzhou Transcenta Therapeutics Co., Ltd, Corcept Therapeutics Inc., 
Hutchison MediPharma, Boehringer Ingelheim, Xencor Inc., Cue Biopharma, Inc., Merck, Syros Pharmaceuticals Inc., Inhibitex 
Inc, Arcus Biosciences Inc., ImmunoGen 

Consulting/Advisory Role: Ipsen Pharmaceuticals, Aadi Bioscience, Taiho, Pfizer, Seagen Inc., Bristol Myers Squibb, 
AstraZeneca, Exelixis, Takeda



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY 3

"It's not personal, 
Sonny. 
It's strictly business."
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FACTS…

• No head-to-head prospective comparison of 
surgery first vs. IO first

• We are debating the best options currently 
available but there is room for improvement

• We may not always agree on points, but we all 
want the best for our patients

• Quality of life is crucial for any cancer treatment, 
especially for curative intent modalities for early 
stage cancers
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KEYNOTE-177

5Diaz LA Jr, et al. Lancet Oncol. 2022 May;23(5):659-670.
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NEOADJUVANT DOSTARLIMAB
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NEOADJUVANT DOSTARLIMAB
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Overall response
Rectal MRI and endoscopic exam graded as stable disease (SD), partial response (PR), near complete 

response (nCR) and complete response (CR)

Clinical complete response (cCR)
Endoscopic exam:

– Visual disappearance of the rectal primary
– Normal digital rectal exam

Rectal MRI
• Lack of signal at DWI with scar on T2WI (DWI volume = 0)
• Each target lymph node must have decreased short axis to <0.5cm



ID Age Stage T Stage N FU 
(months)

Digital rectal 
exam response

Endoscopic 
best response

Rectal MRI 
best 

response

Overall 
response

1 38 T4 N+ 23.8 CR CR CR cCR

Individual responses to PD-1 blockade with dostarlimab
Patients who completed 6-months of dostarlimab

Courtesy – Andrea Cercek, MD



Patient #2
BASELINE 6 WEEKS 3 MONTHS 6 MONTHS FU2 / 14 MONTHS FU3 / 18  MONTHS

DOSTARLIMAB

FU4 / 22 MONTHS

ENDOSCOPY

MRI 
RECTUM

PET/CT

SD / STABLE DISEASE
PR / PARTIAL RESPONSE
NCR / NEAR COMPLETE RESPONSE
CR / COMPLETE RESPONSE

Courtesy – Andrea Cercek, MD



ID Age Stage T Stage N FU 
(months)

Digital rectal 
exam response

Endoscopic 
best response

Rectal MRI 
best 

response

Overall 
response

1 38 T4 N+ 23.8 CR CR CR cCR
2 30 T3 N+ 20.5 CR CR CR cCR

Individual responses to PD-1 blockade with dostarlimab
Patients who completed 6-months of dostarlimab

Courtesy – Andrea Cercek, MD



ID Age Stage T Stage N FU 
(months)

Digital rectal 
exam response

Endoscopic 
best response

Rectal MRI 
best 

response

Overall 
response

1 38 T4 N+ 23.8 CR CR CR cCR
2 30 T3 N+ 20.5 CR CR CR cCR
3 61 T1/2 N+ 20.6 CR CR CR cCR
4 28 T4 N+ 20.5 CR CR CR cCR
5 53 T1/2 N+ 9.1 CR CR CR cCR
6 77 T1/2 N+ 11.0 CR CR CR cCR
7 77 T1/2 N+ 8.7 CR CR CR cCR
8 55 T3 N+ 5.0 CR CR CR cCR
9 68 T3 N+ 4.9 CR CR CR cCR

10 78 T3 N- 1.7 CR CR CR cCR
11 55 T3 N+ 4.7 CR CR CR cCR
12 27 T3 N+ 4.4 CR CR CR cCR
13 26 T3 N+ 0.8 CR CR CR cCR
14 43 T3 N+ 0.7 CR CR CR cCR

Individual responses to PD-1 blockade with dostarlimab
Patients who completed 6-months of dostarlimab

Courtesy – Andrea Cercek, MD



ID Age Stage T Stage N FU 
(months)

Digital rectal 
exam response

Endoscopic 
best response

Rectal MRI 
best 

response

Overall 
response

1 38 T4 N+ 23.8 CR CR CR cCR
2 30 T3 N+ 20.5 CR CR CR cCR
3 61 T1/2 N+ 20.6 CR CR CR cCR
4 28 T4 N+ 20.5 CR CR CR cCR
5 53 T1/2 N+ 9.1 CR CR CR cCR
6 77 T1/2 N+ 11.0 CR CR CR cCR
7 77 T1/2 N+ 8.7 CR CR CR cCR
8 55 T3 N+ 5.0 CR CR CR cCR
9 68 T3 N+ 4.9 CR CR CR cCR

10 78 T3 N- 1.7 CR CR CR cCR
11 55 T3 N+ 4.7 CR CR CR cCR
12 27 T3 N+ 4.4 CR CR CR cCR
13 26 T3 N+ 0.8 CR CR CR cCR
14 43 T3 N+ 0.7 CR CR CR cCR

Individual responses to PD-1 blockade with dostarlimab
Patients who completed 6-months of dostarlimab

100%

Courtesy – Andrea Cercek, MD



Duration of response

median follow up 6.8 months (0.7-23.8)

Courtesy – Andrea Cercek, MD
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Study Sample size Neoadjuvant IO cCR pCR

Gong Chen1 17 (100%) Sintilimab 75%; W/W 50% (Sx)

Kaysia Ludford2 8 (23%) Pembrolizumab - 79%

Huabin Hu3 6 (18%) Toripalimab +/-
Celecoxib

- (88% vs. 65%)
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1. Chen G, et al. Lancet Gastroenterol Hepatol. 2023 May;8(5):422-431.
2. Kaysia Ludford, et al. Journal of Clinical Oncology 2023 41:12, 2181-2190
3. Hu H, et al. Lancet Gastroenterol Hepatol. 2022 Jan;7(1):38-48

NEOADJUVANT IMMUNOTHERAPY – RECTAL CANCER
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NEOADJUVANT IMMUNOTHERAPY

19Zhang X, et al. Front Immunol. 2022 Mar 17;13:795972.
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Surgery 
• significant morbidity - bowel, urinary, and 

sexual dysfunction; secondary malignancy; 
infertility; and substantially impaired QoL

• Pelvic radiation, TME associated with 
urinary dysfunction in 35-51% 

• Less likely to be sexually active (M:50% 
and F:32%; vs. 91% and 61% before 
treatment; p<0.004)

• Virtually all patients undergoing TME 
require temporary colostomy; 20-30% 
requiring APR

IO
• No adverse events of grade 3 or higher were 

reported. 
• Most common grade 1 or 2 AEs

• rash or dermatitis (31%)
• pruritus (25%)
• Fatigue (25%), 
• Nausea (19%). 
• Thyroid-function abnormalities in 1 patient 

(6%)
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CLINICAL TOXICITY

Chill HH, et al. BMC Womens Health. 2021;21(1):237. Contin P, et al. Int J Colorectal Dis. 2014;29(2):165-75.
Hendren SK, et al. Ann Surg. 2005:242(2):212–23. Hassan I, Cima RR. J Surg Oncol. 2007;96:684-92.
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??T1–2N0; 
T3N0
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AZUR-1: Phase 2, Single-Arm, Open-Label Study with Dostarlimab Monotherapy in Participants with
Untreated Stage II/III dMMR/MSI-H Locally Advanced Rectal Cancer

24

ON-GOING TRIALS…

•Primary objective: To 
estimate the efficacy 
of Dostarlimab in 
Stage II/III (locally 
advanced) 
dMMR/MSI-H rectal 
cancer 

•Endpoint: cCR12 - 
maintenance of cCR 
for 12 months. 
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CONCLUSION

• Checkpoint Inhibitors have demonstrated superior efficacy/toxicity outcomes in 
MSI-H rectal tumors, compared to historical rates for TNT or surgical resection

• Additional efforts (large confirmatory clinical trials) are ongoing, with appropriate 
translational science for biomarker development and understanding of 
resistance mechanisms

• Immunotherapy should be the frontline treatment in the management of 
appropriate cases

25
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THANK YOU
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