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OBJECTIVES

• Total Neoadjuvant Therapy (TNT) should be standard for locally advanced rectal 
cancer (LARC)

• CRT -> chemotherapy (consolidation) preferred for organ preservation

• Watch  and Wait strategies are safe for complete clinical response (CCR)

• Mismatch Repair Deficient (MMRd) representing 5-10% of rectal cancers respond 
completely to immunotherapy
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TRADITIONAL TREATMENT OF RECTAL CANCER

CRT
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Surgery
TME

Adjuvant 
Systemic

Chemotherapy

Traditional Treatment of Locally  Advanced Rectal Cancer

• T1, N- : local excision, total mesorectal resection (TME)

• T2, N- : total mesorectal resection (TME)
• CRT and local excision

• T2/3/4, N+, M0 Locally Advanced Rectal Cancer :
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EFFECT OF ADDING MFOLFOX6 AFTER CRT IN
LOCALLY  ADVANCED RECTAL CANCER
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Lancet Oncol 2015; 16: 957–66



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

SLIDE 3

Presented By Thierry Conroy at TBD

Lancet Oncol 2021
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Presented By Thierry Conroy at TBD
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SLIDE 17

Presented By Thierry Conroy at TBD
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DISEASE-FREE SURVIVAL

Presented By Thierry Conroy at TBD
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SLIDE 15

Presented By Thierry Conroy at TBD
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RAPIDO TRIAL: SHORT-COURSE RADIOTHERAPY FOLLOWED BY CHEMOTHERAPY 
BEFORE TME VS. PREOP CRT, TME, AND OPTIONAL ADJUVANT
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Lancet Oncol 2021; 22: 29–42 
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RAPIDO TRIAL: SHORT COURSE TNT VS. STANDARD

• Disease Related Treatment Failure
• TNT: 23.7%; Control: 30.4% (p=0.019)

• Pathologic Complete Response
• TNT: 28%; Control: 14% (p=<0.001)

• Local Recurrence
• TNT: 8.3%; Control: 6% (p=0.12)

• Distant Metastasis
• TNT: 20%; Control: 27% (p=0.005)

3 Year Disease-Related Treatment 
Failure
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INDUCTION VS. CONSOLIDATION CHEMOTHERAPY IN TNT
WHICH IS BETTER?

Presented By Julio Garcia-Aguilar at TBD

Distal
Rectal Cancer

Stage II-III
CRT TME Adjuvant

Chemotherapy

Journal of Clinical Oncology, 2022
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• 3 yr OP rate in CNCT= 53%
• If regrowth (27%) then ALL 

salvaged with TME
• DFS similar in immediate TME vs 

salvage TME for regrowth
• Most recurrences w/in 3 yrs
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“SOLO” TRIAL:
PHASE III RCT OF TNT W/ SC VS LC RADIATION FOR RECTAL CANCER

Mid/Distal 
Rectal Cancer 

Stage II-III
R

16-18 wks-
CAPOX or 
FOLFOX

Evaluate 
Response 

(MRI Pelvis, 
Flex Sig, +/-

DRE)

Non-cCR, 
then TME

cCR, then 
WW

2-4 
wk

LCCRT= long course chemoradiation therapy cCR= clinical complete response 
WW=Watch & Wait

SCRT= short course chemoradiation TME= Total mesorectal excision

Design by G.C. Balch, MD

Primary Endpoint:
3 yr Organ 
Preservation

SCRT

LCCR
T

• Radiation Intervention 
• Surgical Outcome: Operative vs 

Nonoperative management
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WATCH AND WAIT FOR COMPLETE CLINICAL RESPONSE

• Compared 71 pts with complete clinical 
response (CCR) sustained for 12 months vs. 
22 pts. with complete pathologic response 
(CPR)

• All patients received combination long course 
chemo radiotherapy

• No adjuvant chemotherapy given    
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COMPLETE  CLINICAL RESPONSE – WATCH AND WAIT
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WATCH AND WAIT RESULTS

71 patients with sustained 1 yr CCR

7% recurrence rate
• 2.8% endoluminal recurrence
• 4.2% distant metastasis
• 0% pelvic recurrence

0 cancer related deaths at 10-yr f/u

Habr-Gama, Ann Surg 2004

22 patients resected with PCR
• 9 APR (41%)
• 7 LAR with DLI (32%)
• 6 LAR w/o DLI (27%)

9% parastomal hernias

13.6% recurrence rate
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OVERALL SURVIVAL  AND DISEASE FREE SURVIVAL

Habr-Gama, Ann Surg 2004

5 year Overall Survival 5 year Disease Free Survival

5 yr. OS: 100% vs. 88% 5 yr. DFS: 92% vs. 83%
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CURRENT NCCN

https://www.nccn.org/guidelines/guidelines-detail?category=1&id=1461
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WATCH AND WAIT
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Rectal Cancer – Complete Clinical Response (cCR)
Watch and Wait Surveillance Protocol

Labs/Test/Appointments 3 mths 6 mths 9 mths 1 yr 15 mths 18ths 21 mths 2 yrs 2 1/2 yrs 3 yrs 3 1/2 yrs 4 yrs 4 1/2 yrs 5 yrs

History and Physical x X x X x X x X X X X X X X
Lab - CEA X X X X X X X X X X X X X X

Colonoscopy / flex sig
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Imaging
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FS – flexible sigmoidoscopy
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IMMUNOTHERAPY TREATMENT
MISMATCH REPAIR DEFICIENT RECTAL CANCER
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PERSONALIZED CARE FOR RECTAL CANCER PATIENTS

• Multidisciplinary Approach – Team Approach
• Colorectal surgeons, Medical oncology, radiation oncology, radiology, pathology, genetic 

councilors, dieticians, social workers, rectal cancer coordinators 
• American College of Surgeons – National Accreditation Program for Rectal Cancer (NAPRC)

• Reflexive mismatch repair testing 
• Patient values – organ preservation
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LOCALLY ADVANCED RECTAL CANCER (LARC)

• 58 y/o M presenting with rectal 
bleeding without obstructive 
symptoms

• Colonoscopy – 3cm lesion, 3cm from 
the anal verge

• Pathology – moderately 
differentiated adenocarcinoma, 
microsatellite stable (MSS)

• Clinical Staging
• MRI A/P Rectal Cancer Protocol, CT chest
• T3, N1, M0

• Motivated to Avoid a Stoma

What would be the next best steps?
A. Surgical  Resection
B. CRT -> surgery -> chemo
C. Immunotherapy -> assess response   

-> watch and wait or surgery
D.CRT -> Chemo (consolidation) -> 

assessment -> surgery vs. WW
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HEADING

Add photo here

KEY STAT OR MESSAGE CALLOUT BOXES
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01

Lorem ipsum dolor sit 
amet, consectetur

adipiscing elit. Nam 
tristique augue ut
molestie sagittis.

00% This callout is great for emphasising a 
key figure, or an important statistic. 

00%
This callout is great for emphasising a 
key figure, or an important statistic. 

00% This callout is great for emphasising a 
key figure, or an important statistic. 

Headline text 

Lorem ipsum dolor sit amet, 
consectetur adipiscing elit. Nam 
tristique augue ut molestie
sagittis. In at feugiat augue, non 
varius ex. Nam dignissim nunc
non mauris sagittis molestie. 

Add photo here
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