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NO DISCLOSURES



STANDARD OF CARE FRAMEWORK
2004-2020

RECTAL 
CANCER MULTI-D

CHEMO

SURGERY CHEMO

XRT

SCRT v. LCRT?
ELIMINATION?

ATTENUATION?
ELIMINATION?

ATTENUATION?
ESCALATION?
SEQUENCE?

6-10 weeks



OVERVIEW
• Historical Perspective
• Assessing Clinical Response

• How?
• When?

• Surveillance for Complete Clinical Response
• Consensus Schedule
• Recurrence
• Salvage

• Management of Near-Complete Clinical Response
• Local Excision

• Concerns and Issues with Non-Operative 
Management



• Conventional neoadjuvant chemoradiation (n=265)
• Complete Clinical Response/Observation n=71 (26.8%)

• 3 systemic recurrence
• 2 local recurrence

• Incomplete Response/Resection/pathCR n=22 (8.3%)
• 5-year OS

• OBS 100% vs. RES 88%
• 5-year DFS

• OBS 92% vs. RES 83%



• ClinCR; N=21; 1 local recurrence
• Similar 2-yr OS, DFS to matched resected patients with pathCR

 Distal cancers potentially needing abdominoperineal 
resection

 Clin CR; N=40; 9 local recurrences (22.5%)



• Propensity-score matched cohort analysis
• Locally advanced rectal cancer
• Conventional chemoradiation

• Watch and wait (n=129)
• 3-year local recurrence 38%

• 88% salvaged with radical resection

• Matched analysis
• 109 WW vs. 109 Resected

• 3-year OS 
• 96% vs. 87% p=NS

• 3-year colostomy-free survival
• 74% vs. 47% p<0.0001



• International registry
• n=880 Clinical CR

• 2-year local recurrence
• 25.2%

• Distant Metastases
• 71(8%) of 880 patients

• 5-year OS
• 85%

• 5-year DSS
• 94%



• Examines issues of:
1. Induction chemo 

vs. consolidation 
chemo in TNT

2. Non-operative 
management 
(watch and wait)



N=304

IND-TNT
N=146

TME
41/146 (28%)

WW
105/146 (72%)

REGROWTH
42/105 (40%)

CONT WW
63/105 (60%)

CON-TNT
N=158

TME
38/158 (24%)

WW
120/158 (76%)

REGROWTH
33/120 (27%)

CONT WW
87/120 (73%)

Garcia-Aguilar et al. J Clin Oncol. 2022 Apr 28: Online ahead of print.

3YR DFS   76%   75%  P=NS
3YR TME-FREE SURVIVAL 41%   53%  P=0.016

NO DIFFERENCES IN LOCAL RECURRENCE, DISTANT METASTASES OR OVERALL SURVIVAL

P=0.03
NO DIFFERENCE IN OUTCOME 
WITH THOSE GETTING TME 
IMMEDIATELY 



IMPACT OF COVID-19
• Total Neoadjuvant Therapy

• With reduced surgical resources, 
accommodate delay in surgery

• Short Course Radiation
• Reduced exposure of patient/staff in 

clinical environment
• Less resource-intensive

• Watch and Wait
• Reduced surgical resources
• Avoidance of surgery altogether



ASSESSMENT OF CLINICAL 
RESPONSE

Maas, Ann Surg Onc 2015; 22:3872-3880

MRIPROCTOSCOPYDRE

Recommendations are for: CT Chest/Abdomen to rule out distant metastatic disease



COMPLETE CLINICAL RESPONSE AND 
DRE

• Digital Rectal Exam
• Smooth and/or flat scar
• No nodularity

• Inaccurate in predicting 
pathologic CR (21%)

• No overestimation of response in 
80/80 patients

• Remains an important 
component of re-assessment

• Perez et al. suggest avoidance of 
NOM in patients with tumors 
beyond reach of DRE.

Guillem JG et al. JCO 2005;23:3475-9



ENDOSCOPY
• COMPLETE CLINICAL 

RESPONSE
o Pale smooth scar with or without 

telangiectasia
o No ulceration, nodularity, or mucosal 

irregularities
o No stricture



CRT
CRT  

FOLFOX x2 
CRT  

FOLFOX x4 

Duldulao et al, Dis Colon Rectum 2013: 56:142-149



ROLE OF BIOPSY
• Sampling errors are common

• Limited value for ruling out residual 
cancer

• Not mandatory to define complete or 
near complete clinical response

• May lead to false negative results

Perez RO Colorectal Dis 2012:14:714-20

Fokas E et al. Nat Rev Clin Oncol 2021; 18:805-815 



MAGNETIC RESONANCE IMAGING

Horvat N et al. Radiographics 2019;39-367-387

• COMPLETE CLINICAL RESPONSE
• Substantial downsizing with no 

observable residual tumor
• Or: Fibrotic/linear scar with low signal 

intensity on T2-weighted images
• No suspicious lymph nodes
• Diffusion-Weighted Imaging (DWI)

• No diffusion restriction



DIFFUSION-WEIGHTED IMAGING
• DWI measures water mobility 

within tissue at the cellular level
• High cellularity such as in tumors 

reduces movement or diffusion
• =Restricted Diffusion
• =High Signal on DWI

• Effective cancer treatment causes 
alterations to cellularity, cell 
membrane permeability and 
water homeostasis

• =Less Restricted Diffusion
• =Reduced Signal on DWI

Sabry et al. Egypt J Radiology Nuclear Medicine 2021;52:180-191



ASSESSMENT OF CLINICAL 
RESPONSE

• AUC 
• 0.88 for clinical assessment
• 0.79 for MRI

• Combination 98% post-test probability of correctly 
predicting CR (either by pathology or 1-year non-
regrowth)

• 15% false negative rate when combined modalities 
suggesting residual tumor

Maas et al, Ann Surg Onc 2015; 22:3872-3880

MRI

MRIPROCTOSCOPYDRE



DRE PROCTOSCOPY MRI

COMPLETE CR Smooth and/or flat 
scar with no 
nodularity

Pale, smooth scar 
with or without 
telangietasia

No ulceration, 
nodularity, mucosal 
irregularities or 
stricturing

Substantial 
downsizing with no 
residual tumor

Or residual fibrosis 

No diffusion 
restriction  by DWI

No suspicious LN

NEAR-COMPLETE CR Small but smooth 
irregularities including 
residual ulcer, nodules

Visible small ulcers, 
nodules or mucosal 
abnormalities

Obvious downstaging 
but with residual 
fibrosis and 
heterogeneous or 
irregular aspects

Complete or near-
complete LN 
regression

Minimal restricted 
diffusion

NCCN Guidelines Rectal Cancer Version 5.2023



OTHER
• PET-CT Scan

• Not currently recommended for routine surveillance of CRC or for NOM 
for patients with rectal cancer

• Not part of routine pre-treatment staging
• Compared to MRI

• Additional radiation
• Lower resolution

• Circulating Tumor DNA
• No proven role in the non-operative management of patients with rectal 

cancer

NCCN Guidelines Rectal Cancer Version 5.2023



TIMING OF ASSESSMENT FOR 
CLINICAL RESPONSE

• Determining the optimal timing for initial 
assessment is complex and influenced by:

• Initial tumor stage
• Treatment regimen
• Treatment duration
• Treatment intensity
• Tumor biology
• Assessment methodology



CONSENSUS PANEL

Fokas E et al. Nat Rev Clin Oncol 2021; 18:805-815 



• 46.3% of tumor 
shrinkage occurs 
during chemoradiation 
therapy

• Rate of shrinkage 
declines but continues 
8-12 weeks after 
completion of 
chemoradiation



• CRT + 4 cycles of 5-FU-based 
consolidation chemo (TNT)

• Only 38% had cCR from week 10-
16

• 62% required >16 weeks
• T2/T3a: 19.5 +/- 8.4 weeks
• T3b-d/T4: 26.4 +/-10.3 weeks
• Most cCR are achieved within 6 

months from completion of 
radiation

• If still incomplete, surgery 
recommended



NCCN
• Induction chemotherapy TNT (Chemo first followed by radiation)

• Initial assessment  no less than 8 weeks after completion of 
radiotherapy to allow time for delayed response to radiation

• Consolidation chemotherapy TNT (Radiation first followed by 
chemo)

• Initial assessment within ~4 weeks of completion of chemotherapy.
• If the patient has had a near-complete response and wishes to 

avoid surgery, then re-assessment in an additional ~8 weeks
• Not specified: However, general recommendation is if response 

remains incomplete at 24-26 weeks proceed with TME surgery

NCCN Guidelines Rectal Cancer Version 5.2023





PRINCIPLES OF FOLLOW UP

• Systematic reviews (Dossa 2017, Martin 2012, Socha 2023)
• Local Regrowth Rates: 15.7-34%
• Successful Surgical Salvage: 93-95.4%
• Most regrowths occur within 2 years and virtually all within 3 years

Quezada-Diaz et al. Adv Surgery 2023;57:141-154



SURVEILLANCE SCHEMA

Fokas E et al. Nat Rev Clin Oncol 2021; 18:805-815 



CONCERNS/ISSUES
• Distant metastases with local regrowth
• Worse outcomes with delayed surgery

• Waiting too long with poor response patients
• Technical/Morbidity
• Oncologic

• How about local excision for near-complete response?



LOCAL REGROWTH AND DISTANT 
METASTASES



Smith JJ et al. JAMA Oncol 2019

DISTANT METASTASES5(4%) 1 (1%) 8(36%)



• International registry
• n=880 Clinical CR

• 2-year local recurrence
• 25.2%

• Local Regrowth
• n=213
• Distant metastases 38/213 (18%)

• Sustained cCR
• N=634
• Distant metastases 33/634 (5%)



LOCAL REGROWTH AND RISK OF 
DISTANT METASTASES

• Multi-institutional Study
• Watch and Wait

• 79 patients experiencing local 
regrowth

• Distant Mets 21/79 (26.5%)

• Standard TME Surgery
• 74 patients with near 

complete pathologic response
• Distant Mets 10/74 (13.5%)

• P=0.01

Sao Juliao GP et al. DCR 2023 Online Ahead of Print



SURGERY AND OUTCOMES 
FOLLOWING EXTENDED DELAY



• Locally advanced rectal cancer
• Conventional chemoradiation
• Interval to surgery- 7 vs 11 weeks

• Primary endpoint (pathCR)
• 7 weeks (20/133; 15.0%)
• 11 weeks (23/132; 17.4%) p=NS

• Morbidity
• 11 weeks: Higher- 44.5% vs. 32%; p=0.0404

• Complete TME rate
• 11 weeks: Lower- 78.7% vs. 90%; p=0.0156



• Neoadjuvant Therapy followed by TME Surgery
• N=908
• Interval to Surgery

• <=8 weeks
• 8-12 weeks
• >12 weeks

• Lower risk of poor response
• Lower risk of systemic recurrence
• Increased risk of postoperative complications
• Increased risk of incomplete mesorectum



• Stage II and III LARC
• Surgical Delay:

• <=8 weeks vs >8 weeks



ROLE OF TRANSNAL EXCISION FOR 
NEAR COMPLETE REPONSE



• n=44
• Recurrence

• Local Recurrence 
only (n=2)

• Local and Systemic 
(n=2)

• Systemic only (n=3)
• 5-year OS

• T2/T3N0 84%
• T2/T3N1 81%



• cT1-T3 rectal cancer (n=55)
• Neoadjuvant conventional 

chemoradiation
• ycT0-T2 (n=47;85%)

• Treated with TEM
• 35 (74%) TEM alone
• LR rate 7.7%
• 5-year DFS 81.6%
• 5-year OS 82.8%

• Bowel Function
• ?larger tumors



• n=186
• Intent to Treat analysis

• Composite outcome of death, 
recurrence, morbidity and side-effects 
at 2 years

• 145 Good responders
• 74 TAE/TEM 

• 26 COMPLETION TME
• 71 TME

• Composite Component
• 56% vs. 48% p=NS

• Failed to show superiority of local 
excision

• High proportion of LE receiving TME
• Better selection criteria needed



LOCAL EXCISION SUMMARY

• Local excision following neoadjuvant 
chemoradiation 

• Near-complete clinical response
• Potential option for non-candidates for 

watch and wait approach
• Poor radical surgery candidates
• Patients refusing APR
• Careful patient selection



NCCN STATEMENT ON NOM



CONCLUSIONS
• Locally advanced rectal cancer 

• Substantial growth in management options
• Multidisciplinary collaboration is critical

• Increasing opportunity for personalization of treatment
• Maximizing treatment vs. selective modulation/omission
• Harmonize with patient toxicity, quality of life, function

• Opportunities/Future Directions in NOM
• Patient selection 
• Improved imaging (e.g. determining degree of response, TRIGGER trial)
• More aggressive TNT (PRODIGE 23, BRAZIL TNT, JANUS)
• Less aggressive (PROSPECT, Sao Paolo: FOLFOX v. 5FU)
• Molecular biomarkers (e.g. predicting degree of response)
• Immunotherapy and MSI-H
• Quality of Life
• Cost



Every nail does not need a hammer…..
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