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RECTAL CANCER TREATMENT TIMELINE

Preoperative RT better than TME

alone

Preoperative FOLFOX non-inferior

to preoperative LCRT

No differences between LCRT and SCRT

2006: Polish D\  2020-2021: B\ 2022: Study by

; 2023:
: 78 RAPIDO and »» Cercek and »,
trial PRODIGE-23 /4 : oP PROSPECT

1997-2001:
Swedish and
Dutch Rectal
Cancer Trial

B 2004: GRC Trial

First phase Ill evidence on TNT

—

Immunotherapy for MSI-H patients
Feasibility of organ preservation

__—

Preoperative LCRT improves local
recurrence and survival

Daspra et al Int. J. Mol. Sci. 2023, 24, 12159



TOTAL NEOADJUVANT TREATMENT OF LARC

a) Standard treatment sequencing

Long-course

chemoradiation or _P@_P FOLFOX/CAPOX

Short-course RT

b) Total neoadjuvant treatment sequencing

cNeT: | tonecourse [ FOX/CAPOX |—> Surgery

chemoradiation

Non-operative
Long-course

'_. management if
INCT: FOLFOX/CAPOX p—] SUrge
/ chemoradiation cank clinical complete

response after TNT

SC-RT: | Short-course RT  fmemfp{ FOLFOX/CAPOX ! Suirgery

Shiao JC, Fakhoury KR, Olsen J. Total Neoadjuvant Therapy for Rectal Cancer: Current Colorectal Cancer Reports 2020. Garcia-Aguilar J, Patil S, Gollub MJ et al. J Clin Oncol 2022



MSI-H CRC

« MSI-H is predictive of immune checkpoint inhibitor (ICl) efficacy in
advanced CRC

« 2.7% — 5% of rectal cancer is MSI-H

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

PD-1 Blockade in Tumors
. . . " Mismatch repair deficiency predicts response of solid tumors to PD-1 blockade
Wlth MlsmatCh_Repalr DeﬁClenCY Dung T. Le, Jennifer N. Durham, Kellie N. Smith, Hao Wang, Bjarne R. Bartlett, Laveet K. Aulakh, Steve Lu, Holly
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A.D. Skora, B.S. Luber, N.S. Azad, D. Laheru, B. Biedrzycki, R.C. Donehower, Christian Meyer, Shibin Zhou, Richard M. Goldberg, Deborah K. Armstrong, Katherine M. Bever, Amanda N. Fader, Janis
A. Zaheer, G.A. Fisher, T.S. Crocenzi, J.J. Lee, S.M. Duffy, R.M. Goldberg, Taube, Franck Housseau, David Spetzler, Nianging Xiao, Drew M. Pardoll, Nickolas Papadopoulos, Kenneth W. Kinzler,
A. de la Chape”e, M. |<oshiji, E) Bhaijee, T. Huebner, R.H. Hruban, L.D. Wood, James R. Eshleman, Bert Vogelstein, Robert A. Anders, and Luis A. Diaz, Jr.
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J.M. Taube, R.A. Anders, J.R. Eshleman, B. Vogelstein, and L.A. Diaz, Jr.
Science, 357 (6349), .
DOI: 10.1126/science.aan6733

Le DT, Uram JN, Wang H et al. N Engl J Med 2015. Le DT, Durham JN, Smith KN, et al. Science. 2017;357(6349):409-413. Papke DJ, Jr., Yurgelun MB, Noffsinger AE et al. N Engl J Med 2022. Cercek A,
Lumish M, Sinopoli J, et al. N Engl J Med. 2022
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MSI-H METASTATIC CRC

A Progression-free Survival in Patients with Centrally Confirmed MSI-H or dMMR Metastatic Colorectal Cancer
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MSI-H CRC IS CHEMORESISTANT

« FOxXTROT trial: Neoadjuvant FOLFOX for stage lI-1ll colon cancer
* Regression 7% (8 of 115) in MSI-H vs 23% (128 of 553) in MSI-L

« MSKCC Rectal cancer cohort: 29% MSI-H vs 0% MSI-L rectal tumors
progressed on FOLFOX (P = 0.0001).

Rectal cancer treated with total neoadjuvant therapy
chemotherapy and chemoRT followed by TME

Morton D, et al. J Clin Oncol. 2023, Cercek A, et al. Clin Cancer Res. 2020

Outcome

No. of patients (%)
dMMR pMMR

FOLFOX as initial treatment

< Progression of disease

6 (29) L« M-

Response or stable disease
Chemoradiation as initial treatment

Progression of disease

Complete pathologic response

By 63 (100)

n=16 n =48
0 0
2(13) 8 (17)




TORIPALIMAB IN MSI-H RECTAL CANCER N=6/34

I:I Tor'pal'm# plus celecoxib gro# (n=19tumours) [ Tori'a'mab monotherapy gr#p E.‘ﬂ tumours)
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Hu H, Kang L, Zhang J, et al. Lancet Gastroenterol Hepatol. 2022 Hu H, Zhang J, Xie X et al. 542P Long-term outcomes phase Il PICC trial. Annals of Oncology 2024



PEMBROLIZUMAB IN MSI-H RECTAL CANCER N=8/35

* Pembrolizumab for 6 — 12 months
* 6/8 LARC patients - non-operative management NOM
« 2had cCR, 3 cPR,1cSD
 2/8 underwent surgery
* 1 had clinical PD and ypT4NOQO at pathology
 the second patient had pCR.
* Discordant endoscopic, radiologic and pathologic response

Ludford K, Ho WJ, Thomas JV, et al. J Clin Oncol. 2023. Emiloju OE, Sinicrope FA. A Review. JAMA Oncol 2023



504 1 TVRR 100%
B 20%<TVRR<100%
Il Tumour volume increase

SINTILIMAB IN MSI-H
RECTAL CANCER N=16

-50 -

« Sintilimab for 3-6 months

* 9/16 had cCR - NOM B

* 6/16 had surgery S A
« 3/6 pathCR
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IPI+NIVO IN MSI-H RECTAL CANCER

Nivo 480 mg Nivo 480 mg Complete response
MSI-H/dMMR + — Short course — + rate of 57.1% (95(%)

LARC — Ipi 1 mg/kg Radiation Ipi 1 mg/kg confidence interval:

MSI-H/dMMR Nivo 180 o Crlelrsll)coar:sce;?g’zre)lgr‘e
stage I-IlI rectal Ipi 1 mg/kg g 100%
Adenocarcinoma 1-2 cycles

Ciombor KK, Hong S, Eng C et al. 242MO ECOG-ACRIN EA2201. Annals of Oncology 2024
Pfeiffer P, Andersen PV, Salomon S et al. Journal of Clinical Oncology 2024



DOSTARLIMAB IN MSI-H RECTAL CANCER N=50

NCT04165772
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Cercek A, Foote MB, Rousseau B et al. N Engl J Med 2025



AZUR-1: SINGLE-ARM STUDY WITH DOSTARLIMAB IN STAGE li/lil MSI-H LARC
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CLINICAL NEOADJUVANT/DEFINITIVE
STAGE IMMUNOTHERAPY
PREFERRED Complete : Surveillance
clinical — Surveillance (REC-10A) (REC-10)

Checkpoint .

inhibitor Re-evaluate |4 o0 o Transabdominal |_(Co nider FOLFOX ,

immunotherapy for | [disease L resection’:StW or CAPEOX g
dMMR/MSI-H | |up to 6 mo™Y status . ﬁng-c,c')!t}rgg or if complete (12-16 wk) REC-10
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POLD1 o mo disease at |, Capecitabine® |/ 1o, hjqer
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with ultra- | [{'or Bociy REC-10A)3

ermutate :
pxgn otype * Pembrolizumab Short-course o
[eg, TMB>50 RT e |—OSystemic therapy (REC-F 1 of 13)
mut/Mb]
T3, N any;
T4 N2 || TOTAL NEOADJUVANT THERAPYW™ Transabdominal | » Surveillance
’ y resection’s:" | (REC-10)

or Locally Long-course chemo/RTP:Y Chemotherapy or if complete clinical
unresectable - Capecitabine® or (12-16 wk) response, consider
or medically infusional 5-FU° * FOLFOX or CAPEOX |— Restaging? surveillance (REC-10A)S
inoperable or « Consider

Short-course RTP:4 FOLFIRINOX Resection .. Systemic therapy”

contraindicated (REC-F 1 of 13)




NONOPERATIVE MANAGEMENT OF MSI-H LARC

Lower Gl Endoscopy
» Sigmoidoscopy Q 3—4 months x 2yrs, then Q 6 months until 5 yrs
« Colonoscopy at 1 yr, repeat in 3 years, then Q 5 yrs
* Annual colonoscopy in Lynch syndrome
Radiology
* MRI rectum Q 6 months for up to 3 yrs
* CT chest/abdomen Q 6-12 months x 5 yrs
- Include CT pelvis when no longer doing MRI pelvis
H and P, CEA Q 3—6 months for 2 yrs and then Q 6 months until 5 yrs

Emerging role of ctDNA, not yet routinely performed

National Comprehensive Cancer Network. Rectal Cancer (Version 2.2025).



NONOPERATIVE MANAGEMENT- NOT YET ROUTINE FOR MSI-H COLON
ATOMIC TRIAL

—_ 100 4 :
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Unmet Need to assess the role of WINSHIP 6483
immunotherapy alone after Study of immunotherapy alone after

surgery for MSI-H stage |IB-IlI surgery for MSI-H stage |IB-Ill colon
colon cancer cancer

Sinicrope FA, Ou F-S, Arnold D et al. (Alliance A021502; ATOMIC). Journal of Clinical Oncology 2025; 43 (17_suppl): LBA1-LBA1



WINSHIP 6483

Figure 1: Single Arm Phase Il Trial of Adjuvant Toripalimab in Patients with
Stage 1B, IIC, or lll MSI-H/dMMR Colon Cancer

N = 40 6 months 4.5 years
re?ejcr;?igr?lto Primary endpoint
fe St —_ 4 - 12 weeks — Q3 wks —_ S i —_ 3-year DFS
B NG T MSIH post-surgery Toripalimab Y S Secondary endpoints
Sl 240 mg 5-yr DFS, 5-yr OS

colon

Adenocarcinoma Safety




ADVERSE EFFECTS OF TRIMODALITY THERAPY FOR RECTAL CANCER

« Short- and long-term morbidity from surgery
Temporary or permanent colostomy

Low anterior resection syndrome
Bladder, bowel, and sexual dysfunction
Impairment of future fertility

Perioperative risks including infections, VTE, anastomotic leaks

« Short- and long-term morbidity from radiation therapy for rectal cancer
- Bladder, bowel, and sexual dysfunction

- Impairment of future fertility

Bloemen JG, Visschers RG, Truin W et al. Dis Colon Rectum 2009. Krogsgaard M, Kristensen HO, Furnee EJB et al. Support Care Cancer 2022. Collard MK, Tuech JJ, Sabbagh C et al. (GRECCAR).
Colorectal Dis 2025. Hendren SK, O'Connor BI, Liu M et al. Prevalence of male and female sexual dysfunction is high following surgery for rectal cancer. Ann Surg 2005. Lange MM, Maas CP,
Marijnen CA et al. Br J Surg 2008
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CONCLUSION: pivminisHing ROLE OF SURGERY IN MSI-HIGH RECTAL CANCER
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* Up to 100% clinical CR rate without RT or surgery in MSI- H
rectal cancer
- Indications for Surgery .

« Patients who do not achieve a cCR with ICI, or with ICI

followed by RT
- Primary resistance to IClI

 Absolute contraindication to ICI
« Complications of ICI- stricture fistula obstruction

 Multidisciplinary team approach for MSI-H LARC
* Gl, Med Onc, Pathology, Radiology, Rad Onc, Surgery

National Comprehensive Cancer Network. Rectal Cancer (Version 2.2025). Cercek A, Foote MB, Rousseau B et al. N Engl ) Med 2025
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