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This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all diagnostic, therapeutic and/or
research related content
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Objectives

Define complete response, partial response
and incomplete response

Understand the risks of organ preservation

with a partial response

Use available data to drive treatment
decisions in organ preservation with a partial
response
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“Induction”

Chemoradiation

“Consolidation”

Chemoradiation
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PRODIGE TRIAL

o PCR 28.4%
SC Radiation .
Distant Met 20%
. PCR 14.3%
Chemoradiation
Distant Met 26.8%

Same OS
Same Operative Complications
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Triplet Chemotherapy TRIAL

. PCR 28%
Chemoradition 3 yr DFS 760/0

Chemoradition PCR 13%
3 yr DFS 69%

Same Operative
Characteristics
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Organ Preservation Strategy 2: TNT and observation (OPRA)

Induction Consolidation

Chemotherapy ChemoRT

Assessment
PRIMARY
ENDPOINT: 3-year

DFS

Chemotherapy

No/mcomplete
response

~—

m
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OPRA: Study Protocol
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OPRA results

OPRA: Long Term Results * . cerowh
Lessons Learned £
74% offered W&W el
36% regrowth = N A
24% within 2 years
99% within 3 years Oggan Preservation

54 vs 39% .

RO resection rates the same between
immediate and salvage TME

TME-Free Survival
(probability)

024 — INCT-CART &S evems
—— CRT-CNCT 73 events

T o 1 2 3 a 5 6

C R Time Since Treatment Start (years)
No. at risk:
INCT-CRT 158 &5
CNC 166 6s 50

J Clin Oncol 2023;D0I110.1200
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OPRA : Long Term Results

= Local regrowth at 2 years
cCR 20%
nCR 49%
Organ preservation: 47%
cCR77%
nCR 40%
iCR 5% (1 ref, 2 mets)
DFS: 74%
cCR 88%
pPCR 69%
iCR 56%

JAMA Net Open .2024; 7(1):e2350903
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OPRA : Accuracy of Endoscopy & MRI

J Clin Oncol 2024,42:S3.
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National
Comprehensive
Cancer
Network”®

NCCN

NCCN Guidelines Version 1.2023
PMMR/MSS Rectal Cancer

NCCN Guideline
Table of Contents
Discussion

CLINICAL TOTAL NEOADJUVANT THERAPYVY PRIMARY TREATMENT
STAGE
Transabdominal Surveillance
resection9-%Y (REC-10)
Long-course chemo/RT%" Chemotherapy or if complete c::’nlcal
- CapecitabineP or (12-16 wk) respo;?'se. o (R ce:; A%
infusional 5-FUP - FOLFOX or CAPEOX h survelllance (REC-10
pMMR’MSS or - Consider Restaglng
T3, N any; Short-course RT™W - FOLFIRINOX Resection Systemic therapy?®
T1-2, N1-2; contraindicated (REC-F 1 of 14)
T4, N any
or Locally or
unresectable
or medically
inoperable Transabdominal Surveillance
resection®*Y REC-1
Ch h or if complete clinical
(1221": :v:)r apy Lg:g':c‘::’a':ﬁ‘:g%':‘o’ RTY" response, consider .
- FOLFOX or CAPEOX " surveillance (REC-10A)
infusional 5-FUP -» Restaging”
= Consider FOLFIRINOX or
Short-course RT"W Resection Systemic therapy?
contraindicated (REC-F 1 of 14)
9 Principl f r X In those patients who achieve a complete clinical response with no evidence

h Principles of Imaging (REC-A).

P Bolus 5-FU/leucovorin/RT is an option for patients not able to tolerate
capecitabine or infusional 5-FU.

49 Pnnciples of Perioperative Therapy (REC-D).

r Principles of Radiation Therapy (REC-E).

v In select cases (eg, a patient who is not a candidate for intensive therapy)
neocadjuvant therapy with chemo/RT or RT alone may be considered prior to
surgery.

W Evaluation for short-course RT should be in a multidisciplinary setting, with a
discussion of the need for downstaging and the possibility of long-term toxicity.

of residual disease on digital rectal examination (DRE), rectal MRI, and direct
endoscopic evaluation, a “"watch and wait,” nonoperative (chemotherapy and/
or RT) management approach may be considered in centers with experienced
multidisciplinary teams. The degree to which risk of local and/or distant failure
may be increased relative to standard surgical resection has not yet been
adequately characterized. Decisions for nonoperative management should
involve a careful discussion with the patient of their risk tolerance.

¥ For select patients who may be candidates for intraoperative RT (IORT), see

Principles of Radiation Therapy (REC-E).
ZFOLFIRINOX is not recommended in this setting.
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Endoscopic Predictors of Residual Tumor After Total
Neoadjuvant Therapy: A Post Hoc Analysis From
the Organ Preservation in Rectal Adenocarcinoma
Trial

r day Wwouy pepeauMe(

¥ Hannah Williams, M.D.'® « Hannah M. Thompson, M.D." « Sabrina T. Lin, M.S.?
& Floris S. Verheij, B.Sc.! « Dana M. Omer, M.D." « Li-Xuan Qin, Ph.D.2
¥ Julio Garcia-Aguilar, M.D., Ph.D.'®

On Behalf of the OPRA Consortium

FIGURE 1. Representative endoscopic images of a cCR, nCR, and iCR. A, A flat white scar with telangiectasia demonstrating a cCR. B, A small,
well-demarcated ulcer without other polypoid growth illustrating an nCR. C, Gross, residual tumor indicative of an iCR. cCR = clinical complete
response; iCR = incomplete clinical response; nCR = near complete clinical response.
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OPRA: Post Hoc Analysis of Endoscopy
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Dis Colon Rectum 2024;67:369-376.




SURVEILLANCE

DW-MRI g6 mo x3 yrthenqg 1 yr
Flex sig q4 mo x3 yr then q 6mo
CEA q3 mo x2 yr/q6mo X 2 yr
CT CAP Annually
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Case 1l
e 72 yrold man

 rectal cancer,
concurrent prostate ca

* MRI: T3NO
e Early EMVI (arrow)

e Borderline left anterior
LN (arrow)

e Consolidation TNT
ending May 2023
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* Flex sig June 2023
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* Flex sig Oct 2023
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* Flex sig Feb 2024

A. Rectum, biopsy:

e Rectal mucosa with reactive changes
and fibrinopurulent ulcer exudate

e Negative for malignancy
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* Flex sig June 2024

2025 Annual Advances and Innovations in Endoscopic Oncology and Multidisciplinary Gastrointestinal Cancer Care




Case 2 |
T3c N+ midrectal &
tumor with EMVI
CRM: Primary
rectal tumor does
not threaten the
mesorectal fascia.
Metastatic node
1.5mm from
mesorectal fascia

without invasion.

~ a'
L..\




* Flex sig 05/2023
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Flex sig 09/2023
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Flex sig 01/2024
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Case 3

T3b N+ Circumferential low rectal tumor with
involvement of the internal anal sphincter,
numerous surrounding tumor deposits and
lymph nodes. No definite EMVI.

CRM: Involved: tumor <1 mm.

Sphincter involvement: Present.

Flex sig 05/2024
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Flex sig 06/2024
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Flex sig

Flex sig 09/22
f | ' 11/22
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Flex sig 03/23  Flexsig 06/23
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Flex sig 06/24
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T3c upper to mid
rectal

neoplasm without
EMVI

CRM: Clear: tumor
margin >2 mm.

Sphincter
involvement: Absent.
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Flex sig years 1 and

/
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Flex sig through 4
years of surveillance
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Summary

= Consolidation type TNT makes post-TNT observation possible
in over half of patients

= Institutions need to define the tolerance for risk with partial
clinical response

= Patients with pCR need close follow up, especially with high-
risk features like ulcer, nodularity and irregular mucosa
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Thank you!
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