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Radiation for Rectal Cancer A8, JOHNS HOPKINS
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Challenges Associated with Surgery

 Low Anterior « Abdominal Perineal
Resection (LAR) Resection (APR)

— Mid to upper rectum — Low rectal/anal canal

— Low anterior resection — Permanent colostomy
Syndrome (LARS) « Major lifestyle change

* Frequency/urgency of  [nfection/inflammation at
stools ostomy site

Clustered stools Lifelong need for care
Bowel incontinence No re-anastomosis
Increased flatulence option
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Operative Versus Nonoperative Treatment for Stage 0
Distal Rectal Cancer Following Chemoradiation Therapy

Long-term Results

Angelita Habr-Gama, MD,* Rodrigo Oliva Perez, MD,* Wladimir Nadalin, MD, 7
Jorge Sabbaga, MD,7 Ulysses Ribeiro Jr, MD,} Afonso Henrique Silva e Sousa Jr, MD,*
Fabio Guilherme Campos, MD,* Desidério Roberto Kiss, MD,* and Joaguim Gama-Rodrigues, MD}

L R e R e e S L L N

.
L
-

LR L R I LRl

Cum Survival

Cum Survival

0

0 20

Moaths Months
Obsereation Group p=001  Observatiom Groyp eeees

Resecton Geoup

Reserowe Cmoup

FIGURE 1. A, Overall survival. B, Disease-free survival.




Conditional recurrence-free survival of clinical complete
responders managed by watch and wait after neoadjuvant
chemoradiotherapy for rectal cancer in the International
Watch & Wait Database: a retrospective, international,

multicentre registry study

Laura M Fernandez, Guilherme P Sao Julido, Nuno L Figueiredo, Geerard L Beets, Maxime | M van der Valk, Renu R Bahadoer, Denise E Hilling,
Elma Meershoek-Klein Kranenbarg, Annet G H Roodvoets, Andrew G Renehan, Cornelis | H van de Velde, Angelita Habr-Gama, Rodrigo O Perez,

the International Watch & Wait Database Consortium™*

— Actuarial —— Conditional local regrowth-free survival at 3 years
- Conditional local regrowth-free —— Conditional local regrowth-free survival at 5 years
survival at 1 year

Lol regrowth-free survival (%)

2 3 4 5 6 7 8
Time since decision to commence watch and wait (years)

Numberatrisk 793 645 549 474 399 271 169 124 86 62 44
(number censored)  (0) (23) (66) (124) (190) (315) (415) (460) (496) (520) (538)

Figure 1: Actuarial and 2-year conditional local regrowth-free survival of patients managed by watch and
wait after sustaining a clinical complete response for 1, 3, and § years

The black circles represent the probability of remaining local regrowth-free for an additional 2 years once a clinical
complete response had been reached and sustained for 1, 3, and 5 years.

—— Actuarial
— Conditional distant
metastasis-free survival at 1year

survival at 3 years

survival at 5 years

Distant metastasis-free survival (%)

Conditional distant metastasis-free

— Conditional distant metastasis-free

T T T T T T T

2 3 4 5 6 7 8

Time since decision to commence watch and wait (years)

(number censored)  (0) (34) (98) (167) (245) (391) (505) (560)

Numberatrisk 793 738 648 565 477 328 208 151 104
(605)

76
(633)

55
(654)

Figure 2: Actuarial and 2-year conditional distant metastasis-free survival of patients managed by watch and

wait after remaining distant metastasis-free for 1, 3, and 5 years

The black circles represent the probability of remaining distant metastasis-free for an additional 2 years once

patients had been distant metastasis-free for 1, 3, and 5 years.
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Long-Term Results of Organ Preservation in Patients With
Rectal Adenocarcinoma Treated With Total Neoadjuvant
Therapy: The Randomized Phase Il OPRA Trial

Floris S. Verheij, BSc' {¥); Dana M. Omer, MD'; Hannah Williams, MD'; Sabrina T. Lin, MSc?(#; Li-Xuan Qin, PhD?(#); James T. Buckley, BSc';
Hannah M. Thompson, MD'; Jonathan B. Yuval, MD' (& ; Jin K. Kim, MD' (&; Richard F. Dunne, MD* (&; Jorge Marcet, MD* {5} ; Peter Cataldo, MD®;
Blase Polite, MD® ({5 ; Daniel O. Herzig, MD” (& ; David Liska, MD® {#; Samuel Oommen, MD®; Charles M. Friel, MD'?; Charles Tement, MD"' {&;
Andrew L. Coveler, MD'?{[5; Steven Hunt, MD'%; Anita Gregory, MD'#, Madhulika G. Varma, MD'® (% ; Brian L. Bello, MD';

Joseph C. Carmichael, MD'7 () ; John Krauss, MD'®(); Ana Gleisner, MD'%; José G. Guillem, MD*" (&) ; Larissa Temple, MD?';

Karyn A. Goodman, MD?? (%) ; Neil H. Segal, MD, PhD?* {3} ; Andrea Cercek, MD** () ; Rona Yaeger, MD* ([3) ; Garrett M. Nash, MD'; Maria Widmar, MD';
Iris H. Wei, MD' (); Emmanouil P. Pappou, MD' (3); Martin R. Weiser, MD' (@ ; Philip B. Paty, MD' & ; J. Joshua Smith, MD, PhD' ({3;

Abraham J. Wu, MD**{[); Marc J. Gollub, MD?* (% ; Leonard B. Saltz, MD**{%); and Julio Garcia-Aquilar, MD, PhD' (&

Chemo -> CRT vs CRT -> Chemo
After 1nitial therapy, if cCR or nCR, then WW
Chemo — FOLFOX (x3) or CapeOx (x5)
Radiation — 45 Gy to pelvis, 50-56 Gy to tumor
Assess for response at 8 +/- 4 weeks after TNT
Primary Outcome — DFS

* 71% vs 69% (p=ns)
Secondary Outcome — TME-free survival

* 39% vs 54% (favors radiation first)
Overall Survival (5 Year)

* 88% vs 85% (p=ns)

Regrowth (probability)

No. at rigk:
INCT-CRT 105 65 57 46 34 11 4
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—— INCT-CRT 89 events
—— CRT-CNCT 73 events

0 1 2 3 4 5

Time Since Treatment Start (years)
No. at risk:
INCT-CRT 188 102 65 57 43 32
CRT-CNCT 166 hFal 93 77 64 50

DFS (probability)

024 — TMEat restaging 26 events
—— TME at regrowth 28 events

0 1 2 3 4

Time Since TME (years)

37 30 23
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Short vs Long Course Radiation

]OP{N S HOPKINS

Short Course Radiation

— Pro

More efficient (5 days)
Quicker initiation of systemic therapy

— Cons

Potentially worse local control
More significant acute side effects

— Biologically Effective Dose

a/Bp = 37.5 Gy
a/B; = 66.67 Gy

Long Course Radiation

— Pro

Potentially better for organ
preservation

Less significant acute side effects

— Cons

More time intensive (28-30 days)
Longer time until chemotherapy

— Biologically Effective Dose

/By, = 63.72 Gy
a/B, = 86.4 Gy
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Organ preservation after neoadjuvant long-course chemoradiotherapy MEDICINE
versus short-course radiotherapy

A. Bercz'/, B. K. Park'?/, E. Pappou’, D. Nemirovsky®, R. Sarkar’, M. Yamner”, D. Omer’, F. Verheij', J. Alvarez*, P. Atri®,
M. Reyngold®, R. Yaeger’, I. H. Wei', A. Wu", N. Raj’, M. Widmar’, C. Hajj*, M. J. Kim’, D. Rao”, G. M. Nash’, V. Williams®,
J. Shia®, N. H. Segal®, L. Diaz’, K. Ganesh®, M. R. Weiser’, M. J. Gollub’, P. B. Paty’, N. Horvat’, M. Zinovoy",

D. Roth O’Brien’, F. Sanchez-Vega’, L. B. Saltz”, C. H. Crane®, A. Cercek’, M. Gonen’, J. Garcia-Aguilar’, J. J. Smith'" &
P. B. Romesser®*

'Department of Surgery, Colorectal Surgery Service, Memarial Sloan Kettering Cancer Center, New York, USA; “Department of Surgery, Chung-Ang University College of
Medicine, Seoul, Korea; *Department of Epidemiology and Biostatistics, Blostatistics Service, Memorial Sloan Kettering Cancer Center, New York; *Department of
Radiation Oncology, Colorectal and Anal Cancer Service, Memorial Sloan Kettering Cancer Center, New York; SDe;:uartment of Medicine, Gastrointestinal Service,
Memorial Sloan Kettering Cancer Center, New York; Departments of “Pathology: “Radiology, Memorial Sloan Kettering Cancer Center, New York; *Department of
Medicine, Early Drug Development Service, Memarial Sloan Kettering Cancer Center, New York, USA

563 Patients received TNT
(January 2018 to January 2021)

434 Received LCCRT 129 Received SCRT
(January 2018 to February 2020 and (March 2020 to June 2020 and
July 2020 to Octobar 2020) Navember 2020 to January 2021)

187 Were excluded 53 Were excluded
62 Céinical stage IV disease 31 Clinical stage IV disease
58 Metachronous or synchronous lesion 11 Metachronous lesion
17 Non-adenocarcinoma pathology ; :g’:‘;‘:: :}2"’ "‘“'0::;‘:;;3;"‘" §years
12 No Indormaation about LOCAT data {outad clisc) 2 infiated on LCCRT and swiched 1o SCRT
9 Upfront radical surgery
% History of peivic mdiation
5 SCRT outside mandate
2 Initiafly intended for non-oparativa treatment
2 Progression of d before nt

247 Were included for analysis 76 Were included for analysis
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Local regrowth (WW subgroup)
Organ preservation (WW subgroup)

2-year local regrowth rate
LCCRT-WW (95% ClI) 19% (11% to 26%)
SCRT-WW (95% C1) 36% (16% to 52%)

3

g

2-year organ preservation rate
LCCRT-WW (95% Ci) 89% (83% to 95%)
SCRT-WW (95% CI)  70% (55% to 90%)

- SCRT-WW
s LCCRT-WW

3

3

Proportion of local regrowth

Proportion of TME-free sunvival

-
o

o 12 12 24
Time from TNT end (months) Time from cCR evaluation (months)
SCRT-WW SCRT-WW
Atrisk 33 Atrisk 33
Events 0 Events 0
LCCRT-WW LCCRT-WW
Atrisk 109 Atrisk 109
Events 0 Events 0

O

Disease-free survival (WW subgroup) Overall survival (WW subgroup)

- i

2-year overall survival
LCCRT-WW (95% ClI) 99% (97% to 100%)
SCRT-WW (95% CI) 100% (100% to 100%)

2-year disease-free survival
LCCRT-WW (95% C1) 90% (84% to 96%)
SCRT-WW (95% CI) 90% (80% to 100%)

Proportion of DFS

Proportion of overall survival

3

12 12
Time from TNT start (months) Time from TNT start (months)

SCRT-WW SCRT-WW
Atrisk 33 Atrisk 33
Events 0 Events 0

LCCRT-WW LCCRT-WW

Atrisk 109 Atrisk 109
Events 0 Events 0

Bercz et al., Ann Oncol 2024



Monitoring After Non-Operative | &SI
Management

DRE

Q4 months x 2 years

Then Q6 months x 3 years
Flex Sig

Q4 months x 2 years

Then Q6 months x 3 years
CEA

Q4 months x 2 years
Then Q6 months x 3 years

MRI
Q6 months x 2 years
Then annually x 3 years
CT Chest/Abdomen/Pelvis
Annually x 5 years
Colonoscopy
Years 1 and 5
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