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* Introducing MSI
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DNA Mismatch Repair System

*  DNA Mismatch repair is a highly conserved mechanism involved in restoring DNA integrity after
the occurrence of mismatching errors during DNA replication, recombination or iatrogenic damage

*  Four genes regulate the MMR mechanism: mutL homologue 1 (MLH1), mutS homologue 2 (MSH2),
mutS homologue 6 (MSH6) and postmeiotic segregation increased 2 (PMS2)
*  The four proteins codified by these genes form heterodimers:

— MLH1/PMS2
— MSH2/MSH6

4 proteins
for DNA
reparation

Vilar & Gruber Nat Rev Clin Oncol 2010
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TABLE 3. Two Types of CRC
Genomic Parameter

Chromosomal Instability

Genetic Instability (MSI)

DNA ploidy

Aneuploid

Diploid

18q, 17p, 5q, 8p, 22q

Loss of genetic material, loss of heterozygosity

No loss of genetic material

Frequency: localized/mCRC

85% nonmetastatic and 95% metastatic

15% nonmetastatic and 5% metastatic

MMR system

Proficient MMR/MSS

Deficient MMR (hMSH2, hMLH1, hMSHS®,
hMSH3 alterations)/MSI

Frequent mutations

RAS mutation

BRAFY%E or RAS mutation

Origin

Sporadic or familial adenomatous polyposis

Sporadic or Lynch syndrome

Location

More frequent in left-side colon and rectum

More frequent in right-sided colon cancer

Tumor burden

Tumor mutation burden low

Tumor mutation burden high

Neoantigens

Few neoantigens

Many neoantigens

ICI efficacy

Abbreviations: CRC, colorectal cancer; MSI, microsatellite instability; mCRC, metastatic colorectal cancer; MMR, mismatch repair; MMS,

No apparent efficacy of ICls

microsatellite stability; ICI, immune checkpoint inhibitor.

Efficacy of ICI

Vilar Clin Cancer Res 2011
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colon cancer

_—

Stage IV
Stage I-TII-ITE
10-15% 3-8%

Molecular pathway

MutLa

b
/

Mismatch W‘

Mismatch recognition
and MutLa recruitment W

CTLA4

ant-CTLA4
T Lymphocyte Cancer cell
t  MHC-Isurface presentation

[[increased senstivity to 1 | b CTLs secrete: Ny, 11-10, TGF-b

1 Pro-inflammatory TME

4+ Functional CD8+ cells
+ Expression of PD-L1/CTLA-4/Tim3/Lag3

Error accumulation

High TMB

Deficient MMR « x|

High frameshift

mutation frequency
in microsatellite

Abnormal protcin

Neo ction

Defective DNA

J. Taieb et al. | European Journal of Cancer 175 (2022) 136—157
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Immunohistochemistry
MLH1, PMS2, MSH2, MISH6

- Cost-effective

- Widely accessible in practice

- High sensibility

- Low amount of tissue needed
- Morphological evaluation

- Identification of
gene

responsible

- Antibodies variability

- False negative (missense
mutations with catalytically
inactive but antigenically
intact mutant proteins)

- Non-standardized method

- Pre-analytical issues

Panel Pentaplex
- BAT25, BAT26, BAT40,
NR21, NR22, NR24 et NR27

gPCR-based MSI analysis

Panel Bethesda
- BAT2S5, BR’
- D55346, D25123, D175250

T26

- Guideli

- Consequence of inactivation
with high c
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- Robust and highly reproducible
- Combined molecular biology
analyses possible

- Less cheap

- Molecular biology platform
(except Idylla)

- No morphological control

- At least 20% tumor cells

- False negatives (biopsy,
mucinous tumor)

T T T T T T T T T T Reitinelyemployed
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NGS- based method

- Multi markers evaluable

- Wide choice of panels

- Low amount of tissue
needed

- TMB estimation

- Discrimination sporadic
vs Lynch

- Expensive

- Not routinely available

- Long tumoround tirne

- Not specific guidelines

- Turnor cell content may
affect the results

- To be compared to
reference techniques
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zHEQZEZES®

Artificial Intelligence

- Multi markers evaluable
- Cost-effective
- Reduced resource-

utilization

- Efficient pre-screening

tool

- Not routinely available
- Not specific guidelines
- To be compared to

reference techniques

- No discrimination spora

vs Lynch
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ctDNA- based method

- Feasible in case of scarse
tissue material

- Minimally invasive

- Easily repeatable to
monitor disease evolution
and treatment response

- Capable to detect tumor
heterogeneity

- Not routinely available
- Not specific guidelines
- To be validated in

prospective trials

- To be compared to

reference techniques

Legend. gPCR: quantitative polymerase chain reaction; NGS: Next-generation sequencing; TMB: tumor mutational burden; ctDNA: circulating tumor DNA
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J. Taieb et al. | European Journal of Cancer 175 (2022) 136—157
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e Scientific evidence: Main clinical trials
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KEYNOTE 016: Phase Il study for MSI-H/dMMR cancer

I ORIGINAL ARTICLE

PD-1 Blockade in Tumors
with Mismatch-Repair Deficiency

AD. Eyr

ders, ).R. Eshleman, B. Vogelstein, and LA, Diaz, Jr

Table 2. Objective Responses According to RECIST Criteria.

N ENGLJ MED 37226 NEJM.ORG JUNE 25, 2015

Type of Response

Complete response — no. (%)

Partial response — no. (%)

Stable disease at week 12 — no. (%)
Progressive disease — no. (%)

Could not be evaluated — no. (%)%
Objective response rate (95% Cl) — %
Disease control rate (95% Cl) — %f

Probability of Progression-free
Survival

Median duration of response — wk

Median time to response (range) — wk

No. at Risk

Mismatch repair—
deficient

Mismatch repair—
proficient

A Progression-free Survival in Cohorts with Colorectal Cancer

1.0+ P<0.001 by log-rank test
0.8
0.6 ) ; -
Mismatch repair—deficient
0.44
s Mismatch repair—proficient
0.0 T T T T 1
0 3 6 9 12 15
Months
11 3 6 2 0 0
21 2 1 0 0 0

B Overall Survival in Cohorts with Colorectal Cancer
. P=0.03 by log-rank test
s
< 084
=
wv
= Mismatch repair—deficient
g 0.6+
6
> 0.4
B Mismatch repair-proficient
[
2 0.2+
a
oc 1 1 1 1 1
0 3 6 9 12 15
Months
No. at Risk
Mismatch repair— 11 9 7 5 1 0
deficient
Mismatch repair- 21 12 5 1 1 0
proficient




) 4
foro debate oncologia

The NEW ENGLAND

KEYNOTE 177: Phase Ill study in 1st line MSI-H/dMMR CRC JRERRAL y MBI

DECEMBER 3, 2020

Pembrolizumab in Microsatellite-Instability-High Advanced
Colorectal Cancer

* Locally confirmed MSI-H (PCR)/dMMR Pembrolizumab ‘
(IHC) metastatic Stage IV CRC 200 mg IV Q8W

Continue urtil:
35 cycles (~2 years)
Disease progression
Intolerable toxicity

 Treatment naive
« ECOGPSOor1

Investigator’s choice

« Measurable disease by RECIST v1.1 of SOC chemotherapy Optiorzla&r‘;: Perlr\i/JroIizurrab \é\g:;iﬁwal i
« No active autoimmune disease or brain mFOLFOX6 or FOLHRI o

metastases alone or in combination
with Bevacizumab
or Cetuximab

Primary Endpoints

PFS per RECIST v1.1 by BICR *  ORRperRECIST » PFS2 + Safety
. 0S v1.1 by BICR «  HRQOL

aCrossover to Pembrolizumab for patients with centrally verified PD by RECIST v1.1, central review

1. Andre et al. Presented at ASCO 2021. 2. Shiu et al. Presented at ASCO-GI 2021. 3. Andre et al. N Engl J Med 2020;383:2207-18. 4. Diaz et al. Lancet Oncol. 2022;23(5):659-670.
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KEYNOTE 177: PFS

2 2 24-mo response duration
100 83%
g 35%
2 90
¢ 80 ""\_h
2 70 - L FTHNN 1 L L1
g
@ 60 A Median DOR,
& mo (range)
- 30 NR (2.3+ to 41.4+)
2 40 = 10.6 (2.8 to 37.5+)
S 30- ""‘1_|
‘ g 20 o TR 1 1 )
10 A
o Ll Ll L) Ll L Ll Ll L} Ll Ll L)
0 4 8 12 16 20 24 28 32 36 40 44 48
No. at Risk Time, months
87 64 57 50 48 41 20 3 6 B 2 0
51 48 35 19 13 " 9 5 2 1 0 0 0

Andre et al 2020
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KEYNOTE-177: Update PFS and Overall Survival
Data cutoff: February 19, 2021

Pembrolizumab Chemothera . .
Change in Score From Baseline to
117 76.0) Prespecified Week 18

8-2‘2230-2) EORTC QLQ-C30 GHS/QolL, Functional, and Symptom Scales/ltems
11 GHS/QoL and Functional Scales2 Svmptom Scales/ltems?
Overall response rate, n (%) [95% CIJ* 69 (45.1) [37.1-53.3] 51(33.1) [25.8-41.1] 201 T 20+ R
15 == Chemotherapy 15 == Chemotherapy
6(3.9) g ] §
45(29.2) @ | S g -
65 (42.2) -g o ] £ I
116 (75.3) i l"“‘ - l"“‘”“"
19(123) g . 8 .|
19 (12.3) H H
Duration of response, median (IQR), mo Not reached (36.1-NR) 10.6 (8.1-28.8) 2™ 2™
Response duration 236 months, % 76% 24% ] 1
Median duration of response (range), months? NR (2.3+ to 53.5+) 10.6 (2.8 to 48.3+) Y N - j y N T S S S A S S
Response duration of 224 months, % 83.5% 33.6% & fﬁ*‘ @}““A «f“;}“ f?‘ ffé *‘@fff"p T fif” & &

EORTC QLQ-C30 GHS/Qol and Functional Scale EORTC QLQ-C30 Symptom Scale

1. Andre et al. Presented at ASCO 2021. 2. Shiu et al. Presented at ASCO-GI 2021. 3. Andre et
al. N Engl J Med 2020:383:2207-18. 4. Diaz et al. Lancet Oncol. 2022;23(5):659-670



https://pubmed.ncbi.nlm.nih.gov/33264544/
https://pubmed.ncbi.nlm.nih.gov/33264544/
https://pubmed.ncbi.nlm.nih.gov/35427471/
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Metastatic colorectal cancer: ESMO Clinical Practice Guideline for diagnosis,

treatment and follow-up ™

A. Cervantes™?, R. Adam’, S. Rosell6™?, D. Arnold®, N. Normanno®, J. Taieb®’, J. Seligmann®, T. De Baere

P. Osterlund>**, T. Yoshino'* & E. Martinelli'®, on behalf of the ESMO Guidelines Committee”

9,10,11
’

Stage IV unresectable mCRC: first-line therapy

W '

Comorbidities and
metastatic disease not
amenable to curative
treatment

Frail and elderly patients

LEFT COLON

ChT doublet—
anti-EGFR24# [, A]

Fluoropyrimidine+
bevacizumab? [l, B]

Fluoropyrimidine+
bevacizumab?® [, B]

RAS-wt:
ChT-anti-EGFRz* [, A]
or

Anti-EGFR alone® [IV, C]

! ! !

RAS-wt and BRAFwt

RIGHT COLON

Preferred:

ChT doublet+
bevacizumab?®4te
[II, B] or
ChT triplet+
bevacizumab*4s* [1, B]

Only if tumour shrinkage
is the aim:
ChT doublet—
anti-EGFR#>42 [1, C]

!

!

V
RAS-mut

Vv
BRAFmut

A

dMMR/MSI-H

ChT doublet+
bevacizumab?®*4+
or
ChT triplets
bevacizumab?*‘e" 1, B]

LEFT COLON

ChT doublet+
bevacizumab®*413 [I, B]

RIGHT COLON

ChT doublet+
bevacizumab®®9 or triplet+
bevacizumab®3" [lI, B]

Pembrolizumab
[, A; MCBS 4
ESCAT I-A]

Non-progression PD

Second-line therapy:
see Figure 4

Maintenance therapy:
see Figure 3

PD

PD 5

Third-line therapy and

beyond: see Figure 5
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CheckMate 142: non-randomized, phase Il trial evaluating efficacy
and safety of nivo-based therapies in patients with MSI-H MCRC

2L+ monotherapy
cohort (N=74) Cohort 1
i NIVO3 Q2wr Primary endpoint:

* ORRe per investigator
assessment (RECIST

» Histologically 2L+ combination

(r::::rrr::tdcrggta“anc, cohort (N=119), NIVO3 s P11 QaW vi.1)
« MSI-H/dMMR per local (4 doses, then NIVO3 Q2W)b Other key endpoints:

» DCR,? DOR, PFS (all
1L combination per investigator and
cohort (N = 45) Cohort 3 BICR); OS; safety

laboratory

NIVO3 Q2W + IPI1 Q6WP

Lenz ESMO 2018 & ASCO Gl 2020
S
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TABLE 2. ORR, Best Overall Response, DCR, and Median DOR (N = 45)

First-Line Nivolumab Plus Low-Dose

Ipilimumab for Microsatellite Instability-High/
Mismatch Repair-Deficient Metastatic Colorectal
Cancer: The Phase Il CheckMate 142 Study

Heinz-Josef Lenz, MD'; Eric Van Cutsem, MD, PhD?; Maria Luisa Limon, MD?; Ka Yeung Mark Wong, PhD*; Alain Hendlisz, MD, PhD®;
Massimo Aglietta, MD, PhD*; Pilar Garcia-Alfonso, MD’; Bart Neyns, MD, PhD*; Gabriele Luppi, MD*; Dana B. Cardin, MD'%;
‘Tomislav Dragovich, MD, PhD**; Usman Shah, MD'?; Sandzhar Abdullaev, MD, PhD"; Joseph Gricar, MS'*; Jean-Marie Ledeine, MS™;
Michael James Overman, MD'; and Sara Lonardi, MD'*

esponeg Ijxgsﬁg(tor Assessed BICR Assessed
{ orR. NoJ(%) (3169) 28 (62)
| 5310 46.5t0 76.2
ORR by BRAF and/or KRAS mutation status,® No. (%)
BRAF and KRAS wild-type (n = 13) 8 (62) 7 (54)
BRAF mutation (n = 17) 13 (76) 14 (82)
KRAS mutation (n = 10) 8 (80) 7 (70)
Best overall response,® No. (%)
CR 6 (13) 11 (24)
PR 25 (56) 17 (38)
SD 7 (16) 8 (18)
PD 6 (13) 7 (16)
Not determined 1(2) 2(4)
DCR,? No. (%) 38 (84) 35 (78)
95% Cl 70.5 t0 93.5 63 to 89

Median DOR, months (range)®

NR (1.4+ to 29.0+)

NR (3.3+ t0 29.0+)



foro debate oncologia First-Line Nivolumab Plus Low-Dose
Ipilimumab for Microsatellite Instability-High/
Mismatch Repair-Deficient Metastatic Colorectal
Cancer: The Phase Il CheckMate 142 Study

Heinz-Josef Lenz, MD'; Eric Van Cutsem, MD, PhD?; Maria Luisa Limon, MD?; Ka Yeung Mark Wong, PhD*; Alain Hendlisz, MD, PhD%;
Massimo Aglietta, MD, PhD®; Pilar Garcia-Alfonso, MD’; Bart Neyns, MD, PhD®; Gabriele Luppi, MD?; Dana B. Cardin, MD'%;
Tomislav Dragovich, MD, PhD'*; Usman Shah, MD'?; Sandzhar Abdullaev, MD, PhD'?; Joseph Gricar, MS'*; Jean-Marie Ledeine, MS'3;
Michael James Overman, MD'4; and Sara Lonardi, MD**®

100 4 100
Median PFS, months (95% Cl): NR (NE) Median OS, months (95% : NR (NE)
80 - 80

12-month rate ! 1
12-monthrate |  18-month rate 1 24.month rate | % (95% Cl) : 18-month rate 1 24-month rate !
=) %(95%Cl) ' % (95%CH ' e ' - %(95%Cl) 1 o (95%Cl)
S 601 76.4 (60.510 86.6) | 76.4 (60.5 t0 86.6) 1 73_3;,“;3%;: ],,'4_5, ' X 60 EEEE SN 581-7 (66.81090.4); 79.4 (64.1to 88.7)E

1 1 M N 1
il : i ' %) : ! :
o 401 ' : : o 40 : ! '
1 1 - 1 : 1
20 i ‘ ' : ! ;
1 ! ! : 20 ! H !
: : i : ; :
T T T T T T T : T T T 1 : 1

0 3 6 9 12 15 18 21 24 27 30 33 ! : : 4 ) ) * ; : : ! !
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (months) .
No. atrisk: 45 37 34 31 28 27 27 26 25 14 6 0 Tlme (months)
No. atrisk: 45 42 40 39 36 36 35 34 34 23 10 1 0
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CHALLENGES: Ongoing trails combining ...

@ NRG-GI004/SWOG-1610 1-L trial design CA209-8hw trial design

Standard of care chemotherapy

Nivolumab

FOLFOX + Bevacizumab*

Atezolizumab**

MSI-high or
d-MMR mCRC,
no prior lines
N=347 pts

MSI-high or
d-MMR mCRC,

no prior lines

Crossover allowed

FOLFOX + Bevacizumab + Atezolizumab

progressive disease/unacceptable toxicity/
patient/investigator decision

Nivolumab plus ipilimumab
FOLFOX + Bev .
ol 85 mg/n2 41014 Nivolumab
wzwmg/mzauqu
srubous
SFUpvi ummg/mzdluld
Sevainmah S g

*Treatment with oxaliplatin repeats up to 10 courses
Atezollzulmab ** Treatment up to 48 courses

somgv ek Nivolumab +
Ipilimumab
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CHALLENGES: Ongoing trails combining ...

SEAMARK 1L phase 2 randomized trial

Patient Population

Previously untreated Stage IV mCRC

* Doc d BRAF V600E
and MSI-H/dMMR status as
previously determined by local
laboratory assays

.

Measurable disease per RECIST v1.1

ECOGPS<1

Randomization 1:1
stratified by ECOG PS: 0vs 1)

Triplet Arm (Arm A)
Encorafenib (300 mg QD) +
Cetuximab (500 mg/m? Q2W) +

N=52

Pembrolizumab (400 mg IV Q6W up to 24 months)

Control Arm (Arm B)
Pembrolizumab (400 mg IV Q6W up to 24 months)
N=52

e

Secondary Endpoints

05, OR, DOR, Safety/tolerability, central
confirmation of BRAF/MSI status

Randomized Phase 2
N =104

Treat until disease
progression,
unacceptable toxicity,
withdrawal of

consent/assent, or
death, whichever
occurs first *

Post Treatment
Safety Follow-up
Disease Follow-up
(until PD, if applicable)
Survival Follow-up
(every 12 weeks)

Key Eligibility Criteria
« Stage IV mCRC
* dMMR/MSI-H

* Measurable disease per
RECIST v1.1 by BICR
<ECOGPSOor1

KEYSTEP-008 1L phase 2 randomized trial

CohortA
Chemotherapy-refractory

Cohort B
Previously untreated
for metastalic disease

Pembrolizumab 400 mg IV Q6W

Pembrolizumab 400 mg IV Q6W

Co-formulated

imab/pembrolizumab
25 mgl/400 mg IV Q6W

Co-formulated
favezelimab/pembrolizumab
800 mg/200 mg IV Q3W

Co-formulated
vibostolimab/pembrolizumab
200 mg/200 mg IV Q3W

MK-4830 800 mg +
pembrolizumab 200 mg IV Q3W
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Open Questions in MSI mCCR: Take Away:

*  Test ALL metastatic CRC patients for MSI

- Misdiagnoses
- Pseudoprogressions
- Refractory tumors

r—— *  Pembrolizumab: SOC 1 Line for all MSI pacients

- Tumors sensitive to anti-
PD1 monotherapy

0 4 8 12 16 20 24 28 32 3% 40 44 48
Time, months

Who should be treated with anti-PD1 alone?

Who should be treated with anti-PD1 + anti-CTLA4?

Who should be treated with other compounds?

How patients should be managed under ICls (management of post-IO residual lesions)?

André et al, ASCO 2021
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e Scientific evidence: Main clinical trials
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NICHE-2 study design — dMMR only

» Investigator-initiated, non-randomized multicenter* study

» Locally advanced dMMR colon cancers

First cycle

Second cycle

: +
Nivolumab 3 mg/kg Nivolumab 3mg/kg

ipilimumab 1mg/kg

_zmm.—
1 l 1 J

Tissue, plasma + Plasma + PBMC Tissue, plasma + Plasma + PBMC
PBMC PBMC (follow-up)

Chalabiet. al, ESMO 2022
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N: 107

Major pathologic response in 95% of patients; 67% pCR

Adjuvant chemotherapy (CTx)

14 patients with ypN+ disease

» 3 patients received adjuvant CTx
* 5 patients >70 years

* 6 patients refused

, Pathologic tumor regression (%)

Chalabiet. al, ESMO 2022
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f‘) ro d e b ate o n eo I og I’a Table 1. Demographic and Disease Characteristics of the Patients at Baseline.

Characteristic Value
Patients enrolled — no. (%) 16 (100)
Female sex— no. (%) 10 (62)
The NEW ENGLAND JOURNAL of MEDICINE Median age (range) — yr 54 (26-78)
Race — no. (%)*
LYV/RESN 11 tcen

“ ORIGINAL ARTICLE ||

2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23

PD-1 Blockade in Mismatch Repair—
Deficient, Locally Advanced Rectal Cancer

A. Cercek, M. Lumish, J. Sinopoli, J. Weiss, J. Shia, M. Lamendola-Essel,
I.H. El Dika, N. Segal, M. Shcherba, R. Sugarman, Z. Stadler, R. Yaeger, J.J. Smith,
B. Rousseau, G. Argiles, M. Patel, A. Desai, L.B. Saltz, M. Widmar, K. lyer,

J. Zhang, N. Gianino, C. Crane, P.B. Romesser, E.P. Pappou, P. Paty,
J. Garcia-Aguilar, M. Gonen, M. Gollub, M.R. Weiser,
KA. Schalper, and LA. Diaz, Jr.

R
‘i

o
o
1

2
<

Change from Baseline (%)

Residual
surgery and radiotherapy: disease

Radiologic '::::::' —»| ChemoRT < Clinical
H H and
Organ preservatlon in rectal cancer dbloscaiic mnm
evaluation T
Clinical
complete | Non-operative follow
response up every 4 months

Cercek et al, NEJM 2023, JSMQ 2023
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Characteristic No. (%)
Age at diagnosis, year

Mean &7/

Median (range) 62 (25-90)
Sex

Female 15 (43)

Male 20 (57)
Race

White 33 (94)

Other 2 (6)
ECOG PS

0-1 33 (94)

2 2 (6)
Tumor types

Colon adenocarcinoma 19 (54)

Rectal adenocarcinoma 8 (23)

Pancreatic adenocarcinoma 2 (6)

Duodenal adenocarcinoma 2 (6)

Other® 4 (11)
Clinical stage®

] 8 (23)

1] 26 (74)
Etiology of dMMR

Sporadic 19 (54)

Lynch syndrome 16 (46)
Resectability

Resectable 26 (74)

Unresectable

9 (26)

Neoadjuvant Pembrolizumab in Localized
Microsatellite Instability High/Deficient
Mismatch Repair Solid Tumors

Kaysia Ludford, MD"2; Won Jin Ho, MD?; Jane V. Thomas, MD?; Kanwal P.S. Raghav, MBBS?; Mariela Blum Murphy, MD?;
Nicole D. Fleming, MD*; Michael S. Lee, MD?; Brandon G. Smaglo, MD?; Y. Nancy You, MD%; Matthew M. Tillman, MD%;
Carlos Kamiya-Matsuoka, MD®; Selvi Thirumurthi, MD’; Craig Messick, MD®; Benny Johnson, DO?; Eduardo Vilar, MD, PhD%;
Arvind Dasari, MBBS?; Sarah Shin, BS®; Alexei Hernandez, BS®; Xuan Yuan, MD*; Hongqui Yang®; Wai Chin Foo, MD®;

Wei Qiao, MS, PhD'®; Dipen Maru,

>

20
ER
Ea ¢
% .S
[<5}
=
s 20
55
c =
© L -40
L
O o
L
55
gE
S 5
o -80
& E
o=
-100

MD?®; Scott Kopetz, MD, PhD?; and Michael J. Overman, MD?

M Unresected ||
B Resected
@ pCR
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Open Questions in MSI early stage CCR: Take Away:

How much IO is enough
- Mono vs dual inhibition
- Duration o Highest response rates

Is 10 curing ?

o Neoadyuvant IO: high rates cCR, pCR
Can we de-escalate ?

- Rectal cancer (surgery, CH/RT) o De-escalation of treatments
- Colon cancer (chemotherapy)
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