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Total Neoadjuvant Therapy (TNT)in Rectal
Cancer

* Incidence, Early Onset & Definition.

* Multimodality Approach ..How did we start?

* Total Neoadjuvant Therapy Rationale.

* Total Neoadjuvant therapy outcomes... Evidence-based.
 Watch &Wait approach ...Hope or Hype?

* Personalization.



Rectal Cancer ...Incidence

 Colorectal cancer (CRC) is the third most common cancer worldwide and
the second most common cause of cancer-related death.*

* Within the next decade ,It Is estimated that 1 in 10 colon cancersand 1 in 4
rectal cancers will be diagnosed in adults younger than 50 years and mostly
presented with advanced stages.**

*Globocan 2020

**(Increasing disparities in the age-related incidences of colon and rectal cancers in the United States)Bailey C.E.et al.,2015
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*van Gijn W, et al. Preoperative radiotherapy combined with total mesorectal excision for resectable rectal cancer: 12-year follow-up of the multicentre,

randomised controlled TME trial. Lancet Oncol. 2011
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Multimodality Approach ..How did we start?
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Fig 3. Cumulative incidence of local recurrences after macroscopically complete local tumor resection in the intention-to-treat population (A) and
treatment received (B). CRT, chemoradiotherapy; preop, preoperative; postop, postoperative.
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Total Neoadjuvant Therapy Era

Preoperative RT better than TME

alone

Preoperative FOLFOX non-inferior

to preoperative LCRT

No differences between LCRT and SCRT

1997-2001:

Sars s : : 006: Polish
Dutch Rectal 2004: GRC Trial

Cancer Trial

2020-2021: 2.2 Study by

2023:
RAPIDO and Ce. ek and
trial , PRODIGE-23 0. RA PROSPECT

First phase Il evidence on TNT

Preoperative LCRT improves local \
recurrence and survival

Immunoferapy for MSI-H patients
#Moility of organ preservation
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Total Neoadjuvant Therapy Rationale

TNT approach : The use of multi-agent chemotherapy followed
by chemoradiation (usually long-course) and surgery

Aiming at:
v"Tumor downsizing and possible pCR.

v'Improved local control, and the ability to consider nonoperative treatment
(WW) Iif the patient declines surgery.

v'Increased possibility of sphincter preservation .

v'Increased compliance with chemotherapy (because of the greater tolerability in
the preoperative as compared with the postoperative setting).

v'Decrease Distant metastasis by moving the systemic adjuvant chemotherapy to
the interval between CCRT and TME, because of higher neoadjuvant
compliance and the uncertain value of adjuvant chemotherapy.

*Jason Liu..et al , Patterns of Care for Patients With Locally Advanced Rectal Cancer Treated with Total Neoadjuvant Therapy at Predominately
Academic Centers between 2016-2020: An NCDB Analysis,2023.
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Total Neoadjuvant therapy outcomes...

RAPIDO trial
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Clinical Outcomes RAPIDO (Exp vs. Std) PRODIGE-23 (Exp vs. Std) PROSPECT (Exp vs. Std)
Median follow-up 4.6 yrs 4.6 yrs 48 yrs
Primary endpoint 3-yrs DrTF 3-yrs DFS 5-yrs DFS
3-yrs Primary event (A%) * 23.7% vs. 30.4% (6.7%) 76% vs. 69% (7%) n/a
5-yrs 27.8% vs. 34% (7%) 73.1% vs. 65.5% (7.6%) 80.8% vs. 78.6% (2.2%)
7-yrs n/a 67.6% vs. 62.5% (5.1%) n/a
* HR (95% CI); p value 0.75 [0.60-0.96]; p = 0.019 06O [0S0 p=00ss P L0/L1oLp=0005for
noninferiority
3-yrs MFS 80% vs. 73.2% 79% vs. 72% n/a
5-yrs 77% vs. 69.6% 77.6% vs. 67.7% n/a
7-yrs n/a
pCR rate 21.9% vs. 24.3%

Local relapse rate

Distant relapse rate

% vs. 30.4% at 5 yrs

3-yrs OS
5-yrs OS
7-yrs OS

89.1% vs. 88.8%
81.7% vs. 80.2%
n/a

20.7% vs. % at 7 yrs

1.8% vs. 1.6% at 5 yrs

91% VS. 88%
86.9% VS. 80%
81.9% vs. 76.1%

89.5% vs. 90.2%
n/a




Time to restaging and surgery

* No_International consensus on the optimal interval between TNT
and surgery, both European and U.S. guidelines recommend an
Interval between 6 and 12 weeks.*

 RAPIDO Trial recommending restaging time 8 weeks after radiotherapy
to assess poor responders to neoadjuvant with high risk for distant
metastasis.

*Wouter H. Zwart.,et al ,The Multimodal Management of Locally Advanced Rectal Cancer: Making Sense of the New Data,2022.
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Organ Preservation in Patients With Rectal
Adenocarcinoma Treated With Total Neoadjuvant

Three-year DFS was 76% (95% Cl, 69 to 84) for the INCT-CRT group and 76% (95% Cl, 69 to 83) for the CRT-
CNCT group, in line with the 3-year DFS rate (75%) observed historically.

Organ preservation is achievable in half of the patients with rectal
cancer treated with total neoadjuvant therapy, without an
apparent detriment in survival, compared with historical controls
treated with chemoradiotherapy, TME, and postoperative
chemotherapy.

— INCT-CRT 7 events o — N
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Personalization and possible TTT Algorithm

Rationale:

Selective Individualized therapy based on biomarkers and tumor
response to minimize treatment related toxicity ,long term morbidity
,preserve lines of treatment in case of recurrence & improve QOL
especially in early onset cases.



PROSPECT Trial
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Immunotherapy..
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Treatment with the immunotherapy dostarlimab showed promising results in a small trial of more than a
dozen rectal cancer patients, according to new research, but further study is needed and it is too early to
call it a cure. CNN's Erin Burnett speaks to Dr. Andrea Cercek, an oncologist at Memorial Sloan Kettering

Cancer Center.
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Dostarilimab as Neoadjuvant
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Neoadjuvant Immunotherapy for d MMR

National

comprehensive NCCN Guidelines Version 4.2023

BNee Cancer

Rectal Cancer:

NCCN Guidelines Index
Table of Contents
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TOTAL NEOADJUVANT THERAPYWW

Long-course chemo/RT%"

«» CapecitabineP or
infusional 5-FUP

or

Short-course RT"W——

9 Princinlae nf Quirnan: IRECLO)

Chemotherapy
(12-16 wk)
« FOLFOX or CAPEOX |— Restaging"
« Consider
FOLFIRINOX

Network' dMMRIMSI-H Rectal Cancer Dﬁi‘s’c_uis_s_ign
- CLINICAL NEOADJUVANT/DEFINITIVE
i MMUNOTHERAPY Complete Surveillance
(PREFERRED) cllnlgal — Surveillance (REC-10A) (REC-10)
ﬁ‘l;‘?gil:g?mt Re-evaluate |4 P o Transabdominal |, g:msider FOLFOX
immunotherapy for | [disease resection9x¥ or CAPEOX Surveillance
up to 6 months* status Long-course | 4lor if complete 12-16 wk (REC-10)
E zivolumab s every 2-3 Persistent chemo/RT% clinical response, ( )
« Pembrolizumab or| /months disease at |_, |* Capecitabine |/ |consider
dMMR/MSI-H || postarlimab-gxly 6 months or infusional | Isurveillance
T3, N any; 5-FU REC-10A)
L o g:\ort-course
T4, N any Resection >
or Locally RT presios e SR |—>Systemlc therapy (REC-F 1 of 14)

Transabdominal I Surveillance
resection9%Y (REC-10)

or if complete clinical

response, consider

surveillance (REC-10A)*

Resection

| Systemic therapy?
(REC-F 1 of 14)

contraindicated




J

Suggested TTT Algorithm

NOM/TME [«

Immunotherapy

LARC

MSI
5 Gamsaw)

MSS

|

Uplront TME or
Shont-course RT

\

\

Long-course CRT

*

Consider neoad) CT
(FOLFOX/CAPOX 12 Woeks)

MRI-based risk groups:

Low risk: Mid/upper, <T3a/b, NO, CRM-, EMVI-

Intermediate risk: T1-T2 (lower) N+ (not extranodal), T3 N1, CRM-,
EMVI-

High risk: T4, N2, CRM+, EMVI+

—

( If NOM required )loeryla.vtmor

Preferred regimens.
Long-course CRT + consoldation CT
(FOLFOXICAPOX 12-16 vieeks) or
induction CT (mFOLFRINOX 12-16
weeks) + Long-course CRT

Risk ofdstal T

neumonee. |74 N2 ENVI+

Lateral LN, MRF+, CRM+

Induction CT (mFOLFIRINOX 12-16 weeks) + Long-course CRT + consolidation CT
Long-course CRT (FOLFOX/CAPOX 12-16 weeks)
* *
Induction CT (mFOLFIRINOX 12-16 weeks) + Incuction CT (FOLFOX/CAPOX Shont-course RT + CT
Long-course CRT 12-16 weeks) + Long-course CRT (FOLFOX/CAPOX 18 weeks)
* * *



Take Home Message....

« Multidisciplinary Team iIs the main pillar for best management of
rectal cancer.

* Rising incidence for early onset rectal cancer showed the need to
maximize the survival benefit in alignment with keeping better QOL
and least long term morbidity.

* Personalized Treatment became main approach even in local treatment
of rectal cancer .
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