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THE TREATMENT PARADOX

e 2015: Multicenter prospective RTC (CARTS) demonstrated downstaging in majority of patients
with T1-3 rectal cancer treated first with chemoradiation, enabling organ preservation for 55%
of patients instead of undergoing total mesorectal excision (TME).!

« 2022: Multicenter prospective RTC (OPRA) found 74% of patients with stage II/1II rectal
cancer treated with total neoadjuvant therapy (TNT) had complete or near-complete response
enabling watch-and-wait (WW) approach.?
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NEW EVIDENCE-BASED PRACTICE

« 2023: Multicenter prospective trial (NEO) found an observed organ preservation rate of 79%
for patients T'1-T3 lesions treated with neoadjuvant chemoradiotherapy.?
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CLINICAL CLINICAL PRIMARY TREATMENT

©In select cases (eg, requiring an APR), these may be treated with neoadjuvant

< e “m therapy with the goal of organ preservation (as in the bottom pathway in the
Surgica candidate —» (dissection (ESD)* above flowchart).

Transanal local excisigf, if

appropriate?

T1-2, NO" P —» l:;secllon' Adjuvant Treatment (REC-5)
Rectal cancer
without

pected or T3, NO low-risk, Transab resection? Surveillance (REC-10)

proven distant high rectal tumors or
metastases)k Treat as T3, N any below

T3, Nany; pMMR/MSS Primary Treatment (REC-6)

T1-2, N1-2;

T4, N any

or Locally

unresectable

or medically

inoperable dMMR/MSI-H

a All patients with rectal cancer should be counseled for family history. Patients with
suspected LS, FAP, and atienuaied FAP, see the nes for Genetic
Familial High-Risk Assessment. Colorectal.

B For melanoma histology, see the NCCN Guidelines for Melanoma: Cutaneous.

9 Principles of Surgery (REC-C). 2 In select cases (eg, requiring an APR), these may be treated with necadjuvant

I For tools to aid optimal assessment and care of older adults with cancer, see the therapy with the goal of organ preservation (as in the bottom pathway in the
NCCN Guidelines for Older Adult Oncology. i

Primary Treatment (REC-14)

kTWe recium lies below a virtual line from the sacral promontory to the upper edge
the symphysis as determined by MRL.
1=2, NO should be based on assessment of pelvic MRI (preferred) or endorectal

3Kennecke et al. J Clin Oncol. 2023



WHY PURSUE ORGAN PRESERVATION?




HYPOTHESIS

Rates of organ preservation are higher in elderly patients with
high risk T'1 or T2 lesions compared to younger patients.




METHODS

Patient selection Variables
* National Cancer Database 2004-2020 « Independent variable: age <70 years versus
rectal cancer module age > 70 years

* Inclusion: Adults with high risk stage I rectal  * Outcome variable: receipt of OP or TME
cancer (cT1 with high risk features or cT2) o OP: neoadj chemorad +/- local excision

o TME: any chemorad + TME
Analysis

* Binary multivariable logistic regression for odds of receiving OP versus TME

 Modeled with combinatorial testing of variables selected a priori and significant on univariate
regression




RESULTS

» 38,714 patients included

Non-elderly Elderly
24,268
e o e o
@:ﬂ\ 41.9% : 58.1% @ﬂ 43.1% : 56.9%
White / Black 79.3% / 9.2% 85.3% / 6.8%
Academic / Community RERSWANWE 29.3% / 8.4%
Private / Medicare 64.2% / 22.3% |[10.1% / 87.1%

CDCCO0/ 3+ 80.1% / 1.9% 67.1% / 4.4%
Metro / Urban 83.8% / 14.5% | 82.0% / 15.8%




RESULTS
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Distribution of TME vs OP by Age Cohort

Non-Elderly

Elderly

s TME mOP

Non-Elderly Elderly TOTAL
TME 17640 (69.45%) 7250 (54.45%) | 24890
OPR 7760 (30.55%) 6064 (45.55%) | 13824
TOTAL | 25400 13314 38714




RESULTS

Selected odds ratios on adjusted regression analysis

Elderly

Black Race

Female Gender
Community Facility
Uninsurance
Charlson Deyo 3+
Urban Region

Variables

0.5

0.83

1.18

1.4

1.49

1.43

1.51

1
Odds Ratio

1.5

1.76
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KEY TAKEAWAYS

mmitations \

* Retrospective data
* NCDB is not population-based

* Intent of therapy unknown

k Cannot account for non-tracked confounders/

» Current guideline recommendations

for higher risk stage I rectal cancer 1s
TME.

* A large proportion of patients with
high-risk stage I rectal cancer

undergo organ preservation instead
of TME.

 This 1s more pronounced in elderly
patients, comorbid patients, and
disadvantaged patients.
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CONCLUSION

Current and ongoing studies have the potential
to change the treatment paradigm for patients
~ with high-risk stage I rectal cancer.
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