Efficacy of immunotherapy in patients with MMR-deficient

localized colon cancer scheduled-for curative surgery

— the surgeons perspective
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Patients eligible for curative surgery for localized

. SCIENCE
colon cancer — a spectrum of disease phenotypes
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Early ambulation CHO loading
Prevent hypo-thermia No drains

Avoid fluid overload MIS / Small incision

Regional / local anaesthesia ’ ‘ ‘ Early mobilisation

" | Early removal of catheters

NSAIDs

No bowel prep

PONV manage
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Opioids
® Enhanced Recovery PN

No premed Early oral nutrition
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Long-term outcomes of laparoscopic vs open colecto
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Meta-analysis of 24 studies (n=18,123)

5-years overall survival

1.00 (0.59, 1.70
1.08 (0.96, 1.21
1.06 (0.79, 1.43
1.35(0.91, 1.99
1.14 (1.04, 1.26
1.12(1.07, 1.17

i . 0.0015 (0.27,

1.08 — 1.15, p<0.001) o omis 00
0.2969 (0.1996]

Parascandola et al*® 0.1352 (0.049;

El-Sharkawy et al® 0.1123 (0.0228

Reference log (hazard ratio) Weight (%) Hazard ratio Hazard ratio
Vignali ef al.* —0.125(0.1482) . 0.88 (0.66, 1.18)
) o fro 3 o Vallribera Valls et al.*” 0.007 (0.1303) 1.01 (0.78, 1.30)
No significant difference in 3-yr and 5-yr DFS as well as o0 0147
De’ Angelis et al® —0.0144 (0.1129) 0.99 (0.79, 1.23)
Kang et al.® —0.0005 (0.1534) 1.00 (0.74, 1.35)
recu rrence rates Park et al** 0.1018 (0.0368) 1.11 (1.03, 1.19)
Leon et al> 0.1197 (0.1944) 1.13 (0.77, 1.65)
. ° Park et 0.1948 (0.0461) 1.22 (1.11, 1.33)
Improved 5-yr OS with laparoscopic surgery (HR: 1.12 Warg ot
* * ’ Wasmann et al.® 0.1746 (0.079) . 1.19 (1.02, 1.39)
) )
) )
) )
) )
) )
) )

1.12 (1.08, 1.15)

Heterogeneity: 3 = 13.82, d.f., =15, P=0.54; I = 0%
Test for overall effect: Z=7.35, P < 0.001 0.85 1 1.1
Favours open Favours laparoscopic

T
Podda et al. Br J Surg 2022
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JAMA Surgery | Original Investigation

Effect of Multimodal Prehabilitation on Reducing Postoperative
Complications and Enhancing Functional Capacity

Following Colorectal Cancer Surgery

The PREHAB Randomized Clinical Trial

JAMA Surg. Published online March 29, 2023. doi:10.1001/jamasurg.2023.0198

INTERVENTIONS The 4-week in-hospital supervised multimodal prehabilitation program
consisted of a high-intensity exercise program 3 times per week, a nutritional intervention,
psychological support, and a smoking cessation program when needed.

MAIN OUTCOMES AND MEASURES Comprehensive Complication Index (CCl) score, number of
patients with CCl score more than 20, and improved walking capacity expressed as the
6-minute walking distance 4 weeks postoperatively.
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Figure 1. CONSORT Flow Diagram

1240 Patients assessed for eligibility

971 Excluded
556 Did not meet inclusion criteria
221 Surgery <4 wk
118 Metastatic disease preoperatively
56 Contraindication for exercise
50 ASA score 24
48 Abdominoperineal resection
29 Cognitive impairment or illiteracy
27 Second primary tumor
7 Chronic kidney failure
233 Declined
182 Other reasons

269 Randomized

136 Randomized to receive prehabilitation program
128 Received intervention as randomized
8 Did not receive intervention
6 Withdrew
2 Surgery too soon

l

1 Lost to follow-up
26 Discontinued assessments
12 Withdrew
& Prevented by COVID-19 restrictions
3 Mo follow-up scheduled
3 Unable to visit for health reasons

123 Included in analysis
13 Not included in analysis
10 Did not have surgery
2 No colorectal resection or APR
1 Data missing because of COVID-19 restrictions

- 133 Randomized to receive standard care
131 Received control as randomized
2 Did not receive control (received prehabilitation)

1 Lost to follow-up
20 Discontinued assessments
11 Withdrew
3 Prevented by COVID-19 restrictions
3 No follow-up scheduled
3 Unable to visit for health reasons

128 Included in analysis
5 Notincluded in analysis
3 Did not have surgery
2 No colorectal resection or APR

Table 1. Baseline and Clinical Characteristics® (continued)

Characteristic

No. (%)

Prehabilitation group
(n=123)

Control group
(n=128)

Type of surgery
Hemicolectomy
Right
Left
Colectomy
Transverse
Subtotal
Sigmoid
TaTME
TEM
Low anterior resection
Minimal invasive surgery®
Stoma creation
Duration of surgery, median (IQR), min
Intraoperative blood loss, median (1QR), mL®
Missing
6-MWD, median (IQR), m
Missing
6-MWD =400 m
Missing
VO,AT, median (IQR), mL * kgt * min~?
Missing
Peak VO,, median (IQR), mL = kg~ = min~!
Missing

62 (50.4)
10 (8.1)

2(1.6)
2(1.6)

17 (13.8)

7(5.7)

1(0.8)

22 (17.9)

118 (95.9)

13 (10.6)

160.0 (130.0-201.0)
0 (0-50)

88 (71,5)

514.0 (450.0-578.0)
1(08

100 (81.3)

1(0.8)

12.3 (10.9-15.0)

14 (11.4)

18.0 (15.0-21.9)

10 (8.1)

63 (49.2)
10(7.8)

0
3(2.3)

24 (18.8)

8(6.3)

1(0.8)

19 (14.8)

116 (90.6)
14(10.9)

171.5 (137.0-201.5)
0 (0-50)

95 (74.2)

512.5 (435.0-572.0)
) (16

106 (82.8)

2 (1.6)

12.9 (10.3-15.0)

17 (13.3)

19.0 (15.0-22.3)
13(10.2)

JAMA Surg. Published online March 29, 2023. doi:10.1001/jamasurg.2023.0198
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Figure 2. Complications Within 30 Days After Surgery

[ Frehabilitation
[ standard care

Complications in the

intention-to-treat population

(n = 251) are reported as percentage

of patients having at least 1

complication, a severe complication

(Comprehensive Complication Index

score =20), at least | medical or

. surgical complication, and having at
least 1 medical and 1 surgical

complication.

#P<.05.

Incidence, %

All complications Severe complications Medical complications Surgical complications Both medical and
surgical complications

JAMA Surg. Published online March 29, 2023. doi:10.1001/jamasurg.2023.0198
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Mortality due to cancer treatment delay: systematic review and /(\ CENTER FOR
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—FAST TRACK Timothy P Hanna,?* Will D King,? Stephane Thibodeau,? Matthew Jalink,? Gregory A Paulin,’ \5 SCIENCE

Elizabeth Harvey-Jones,* Dylan E 0’Sullivan,? Christopher M Booth,"*>° Richard Sullivan,®
Ajay Aggarwal*®”

thebmj Visual Abstract ) Mortality due to cancer treatment delay
Quantification to support prioritisation and modelling

“ Summary Policies minimising system level delays to starting treatment could
potentially improve survival after cancer diagnosis

. q < Systematic review | Patients of all ages with
A

[l Study design 'OE] and meta-analysis | seven major cancer types
. 34 studies on 17 cancer treatment indications

B Datasources * A
9§ 1272681 participants treated

&[° Comparison

Patient survival according to wait time for treatment
including surgery, systemic treatment, or radiotherapy

)

th Outcomes

Mortality for each four —— Hazardratio 95% Cl —————————
week increase in delay 0.9 1 12 09 1 12

Bladder *
Breast

Colon

Head and neck

Non-small cell lung carcinoma —T¢

Mortality increases Projected additional deaths due to delay: Evidence quality
as delay increases Al Only high validity
Breast cancer surgery studies accounting
delay for 1000 women for major prognostic
(baseline 12% mortality) ~ 12weeks factors were included

8 weeks

. . * Adjuvant systemic treatment, apart from head T
& http//bitly/BMjctd | neck cancer, which was adjuvant radiotherapy © 2020 BM) Publishing group Ltd.

Hanna et el BMJ 2021



Indication:

surgery Source Study design Dataset (dates) Median age (years) Stage Other study details
Bladder Chu 2019* Retrospective observational SEER Medicare database 75.2 (mean) Il —
comparison (2004-2012)
Gore 2009 Retrospective observational SEER Medicare database <12 weeks=73.8,>12 Il =
comparison (1992-2001) weeks=73.6 (mean)
Kulkarni 2009 Retrospective observational Ontario Cancer Registry <90 days 67.4, Tx,TO, Ta, Tis, T1-T4 —
comparison (1992-2004) »90 days 69.2 (mean)
Breast Bleicher 2016'¢ Retrospective observational SEER Medicare database 75.2 (mean), [-[11, 1-111 Both cohorts were included
comparison (1992-2009), 60.3 (mean) in meta-analysis as overlap
NCDB (2003-2005) was limited owing to years
databases considered in two cohorts,
wider geographical population
coverage of NCDB with =18
years represented (SEER was
=66 years)
Eaglehouse 2019'"  Retrospective observational CCR, MDR databases 54.5 (mean) -1l —
comparison (1998-2010)
Polverini 201618 Retrospective observational NCDB (2004-2012) 59.4 (mean) [-111 —
comparison
Shin 2013"? Retrospective observational KCCR database (2006) 49.3 (mean) Local and regional —
comparison (SEER)
Mateo 2020%° Retrospective observational NCDB (2010-2014) NR -1l —
comparison
Colon Bagaria 2019% Retrospective observational Multicentre, 71 (range 18-99) I-IV (pathological) —
comparison US (1990-2012)
ﬁFlemming 2017 Retrospective observational OCR, CIHI DAD, OHIP 71(IQR 62-78) I-IV (pathological) —
comparison databases (2002-2008)
NSCLC Kanarek 2014 ﬁetrospective observational Institutional U 61% =65 1A, 1 m —
comparison (2003-2009)
Samson 20152%* Retrospective observational NCDB (1998-2010) <8 weeks: 67.63 (£10.1), | (clinical) —
comparison >8 weeks: 68.73 (£9.8)
(mean (£SD))
Cervix No high validity data found
Head and Murphy 2016%° Retrospective observational NCDB (2003-2005) NR I-IVB Oral tongue, oropharynx,
neck comparison larynx, hypopharynx
Liao 20177%¢ Retrospective observational Taiwanese Cancer Registry 52.8 (mean) I-IVB (clinical) Oral cavity

comparison

database (2004-2010)

CCR=Department of Defence Central Cancer Registry; CIHI DAD=Canadian Institute for Health Information Discharge Abstract Database; IQR=interquartile range; KCCR=Korean Central Cancer
Registry; MDR=Military Health System Data Repository; NCDB=National Cancer Database (US); NR=not reported; NSCLC=non-small cell lung cancer; OCR=0ntario Cancer Registry; OHIP=Ontario
Health Insurance Plan; SEER=Surveillance, Epidemiology, and End Results.
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Flemming et al 2017 Bagaria et al 2019

Association between the time to surgery and survival
among patients with colon cancer: A population-based
study

J.A. Flemming “>*, S. Nanji **, X. Wei °, C. Webber ",
P. Groome ™, C.M. Booth *™**

“ Department of Medicine, Queen’s University, Kingston, Canada

® Department of Public Health Sciences, Queen’s University, Kingston, Canada
¢ Department of Surgery, Queen’s University, Kingston, Canada
4 Department of Oncology, Queen’s University, Kingston, Canada

1-21 days
¢ Division of Cancer Care and Epidemiology, Queen’s Cancer Research Institute, Kingston, Canada

Survival (%)

Accepted 26 April 2017 : - = = = 43-84 days
Available online ll H H

Abstract

Factors associated with time-to-surgery (TTS) and survival in colon cancer has not been well studied. Cancer Care Ontario recommends
surgery within 42 days of diagnosis and that 90% of patients meet this benchmark. We describe factors associated with TTS and survival in
routine clinical practice.
Methods: Retrospective population-based cohort study of patients receiving elective colonic resection after diagnosis of colon cancer in
Ontario, Canada from 2002 to 2008 followed until 2012. Factors associated with TTS were identified using multivariate log-binomial
and Quantile regression at 42 days and 90th percentiles. The association between TTS and cancer-specific (CSS) and overall survival No. al risk
(OS) were examined using multivariate Cox regression. 121 days g 2105 1739 e —
Results: 4326 patients; median age 71 years and 52% male. Median TTS was 24 days (IQR 14—37); at the 90th percentile 56 days. Factors R 5 3 e uebe =
associated with TTS > 42 days and >90th percentile included older age, co-morbid illness, surgeon volume, and stage I disease (P < 0.05 22-42 days o 436 347 . 162
for all). In patients whose TTS was either at 42 days or 90th percentile, those >80 years old waited two weeks longer than those <60 years, 34-84 days &N s 131 78
individuals with co-morbid illness waited 10 days longer than without co-morbidity, and patients with stage I disease waited 10 days longer >84 days 61 ! 21 1€
than those with stage IV disease (P < 0.05 for all). Delay in TTS > 42 days or >90th percentile was not associated with OS or CSS.
Conclusion: Age, co-morbidity, and stage of cancer are associated with TTS. There was no association between TTS and CSS or OS.
© 2017 Elsevier Ltd, BASO ~ The Association for Cancer Surgery, and the European society of surgical Oncology. All Tights reserved. FIGURE 3

Time from surgery (years)

32
4

Overall survival according to wait-time for colec-
tomy for all patients.

Keywords: Time-to-surgery; Overall survival; Cancer-specific survival; Institute for Clinical Evaluative Sciences; Ontario Cancer Registry
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Dansk Kolorektal Cancer
Database Patienter med coloncancer opereret 2009 — 2020

N = 23,885

Landspatientregisteret Metastatisk sygdom
N =2,788

PMMR status

Landsregisteret for Patologi N = 16,552

Akut kirurgi
N = 364

Cancerregistret

Neoadjuverende terapi
N =51

Studiekohorte

N =4,130

T. Justesen et al. European Journal of Surgical Oncology, 2023
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Matching

" 0-14dage: N =1,973

" >14dage: N =257

0.25 0.50
Propensity score

Propensity score matching 1:1

~

_———— Kovariater > 12,000

Demografidata
Diagnoser
Malinger
Procedurer

J
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" 0-14dage: N =1,397

" >14dage: N =1,397

0.50
Propensity score

T. Justesen et al. European Journal of Surgical Oncology, 2023
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100%

— 0-14dage —— >14dage

90%
80%
70%
60%
50%

40%

Overall survival

30%

Hazard ratio (95% CI)
0.97 (0.81-1.17)
10% P=0.78

20%

0%0
Years
No. at risk

0-14 dage 1397 1165 978 809 616 462 323 222 128 62 10

> 14 dage 1397 1142 937 757 581 432 277 185 110 53 9

T. Justesen et al. European Journal of Surgical Oncology, 2023
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100%
—— <14days =—— >14days
90%
80%
70%
60%

90%

40%

Disease-free survival

30%

20% Hazard ratio (95% Cl)
0.85 (0.69-1.06)

10% P=0.14

0%g i 5 3 i 5 3 7 8 9 10 11

Years
No. at risk

<l4days 899 757 647 503 404 301 211 140 83 33 <6 0

>14days 899 747 633 478 386 258 174 117 63 27 0 0

T. Justesen et al. European Journal of Surgical Oncology, 2023
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ICI for dMMR colon cancer — early experiences

dMMR & pMMR tumor in single patient

MMR deficient tumor coecum; MMR proficient tumor sigmoid; cT3NO
cT3N2

Chalabi et al Nat med 2019
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Neoadjuvant immunotherapy leads to pathological SURGICAL
responses in MMR-proficient and MMR-deficient SCIENCE
early-stage colon cancers

Myriam Chalabi©'*3*3 Lorenzo F. Fanchi**", Krijn K. Dijkstra®*", José G. Van den Berg®",
Arend G. Aalbers®, Karolina Sikorska’, Marta Lopez-Yurda®®, Cecile Grootscholten', Geerard L. Beets%°,
Petur Snaebjornsson @5, Monique Maas'™, Marjolijn Mertz", Vivien Veninga?*, Gergana Bounova*®2,
Annegien Broeks"”, Regina G. Beets-Tan®"°, Thomas R. de Wijkerslooth', Anja U. van Lent",

Hendrik A. Marsman'®, Elvira Nuijten’, Niels F. Kok®, Maria Kuiper', Wieke H. Verbeek',

Marleen Kok 3%, Monique E. Van Leerdam’, Ton N. Schumacher 24, Emile E. Voest ©1241752

and John B. Haanen©2317
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Neoadjuvant nivolumab, ipilimumab, and celecoxib in MMR-proficient and MMR- deficient
colon cancers: Final clinical analysis of the NICHE study.

Responses in 29% of pMMR and 100% of dMMR
tumors

Pathologic response dMMR pMMR
n=32 n=31 dMMR tumors

Major (<10% VTR) 31 (97%) 7 (23%) *

N
o

Complete 22 (69%) 4 (13%) *

.h
o

1oy
@]

Partial (<50% VTR) 1 (3%) 2 (6%)
Nonresponse (>50% VTR) 0 (0%) 22 (71%)
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dMMR: 32/32 (100%) responders pMMR tumors
Lynch: 13/13 MPR, 12 pCR ccie cc
0
*  Non-Lynch: 18/19 MPR, 10 pCR; 1 PR
pMMR: 9/31 (29%) responders

*1 patient has not undergone surgery, now 1 year after treatment completion and no longer evidence of
intraluminal or radiological disease, incl neg biopsies

N
o

IN
S

VTR= viable tumor rest; MPR = major pathologic response; pCR = pathologic complete response; PR= partial
response

o
o

®
o

Pathologic tumor regression (%)

-
o]
]

2022 AS O m e )
— i autnor, licensed by ASCU. Permission required Tor reuse.
A C = celecoxib Y gl KNOWLEDGE CONQUERS CANCER

TIN



3511: Neoadjuvant nivolumab, ipilimumab, and celecoxib in MMR-proficient and MMR-
deficient colon cancers: Final clinical analysis of the NICHE study.

Adjuvant chemotherapy and disease recurrences

PMMR cohort

—y,

* Adjuvant chemotherapy

» 2 dMMR patients with post-treatment positive
lymph nodes (1 MPR, 1 PR)

» 8 pMMR patients (all NR)

* Median follow-up time pMMR cohort 28 months;
disease recurrence in 2/31 (6%) patients, both S 5w  ®w @ W %

r n d r * Months since randomization
nonresponders Number at risk (number censored)

« Median follow-up time dMMR cohort 32 months: no = @ 1@ 2@ 7y wses an 7@
recurrences to date
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Microsatellite instable
(MSI)
[ —

Framaabift Immunoediting

mutations

Immunogenic
peptides

Anti-tumor
T cells

APD1/PDL1

Different clinical phenotypes of patients with MSI-high tumors

Microsatellite stable
(MSS)

Mutations

Chromosomal
instability

Immunoscore

Prolonged [
survival High

@ @

Proliferative
T cells

Cytotoxic
cells

— High

Low recurrence risk

L ]
L]
Tumor, °
cells

* CXCL14

Intratumoral immune mflltrate

Immunoscore
(CDBICD45RO)

Fraq (%) . 0

Immune call
dansity

MSI status and Immunoscore

M5 13-4

MSS 13-4

MSI110-1-2
M55 10-1-2

Disease-Specific Survival (DES) [%]

100 125
Survival (Maonths)
Mo, al sk
MSS 0-12 203 22 23 13
MES [3-4 1687 xb b E a5
MSEH 10-1-2 34 E 3 3
MESH-H 34 Eh : 2 L T

Mlecnik et al Immunity 2016



Different clinical phenotypes of patients with
MSI-high tumors

For patients with Lynch syndrome, the risk of developing CRC before
the age of 75 have been shown to vary drastically depending on the
mutated MMR gene:
approximately 11-12%, 15-20%, 43-51%, and for
mutations in PMS2, MISH6, MISH2, and respectively

Megller et al Gut 2018
Dominiguez-Valentin et al Genet Med 2020
Broeke et al JCO 2018



IMHOTEP TRIAL

Screening Neoadjuvant Adjuvant **

Localized MSI/dMMR cancer Pembrolizumab

400 mg iv qbw Standard follow up
4 cohorts Pembrolizumab Maximum 1 year

* Colorectal (Stage Il and Ill) 3 months

* Qesogastric (Stage IB-1ll) Or TAP CT-scan

* Endometrial (stage Ill) 1 infusion iv
* Other* (cT2-4Nx) 400mg Strandard treatment
(CT and/or RT)

D . D D
D1 4 W M1 M

W 6 M3

Coutzac et al Die Liv Dis 2022



Immunotherapy for localized dMMR/MSI tumors: First interim analysis of the IMHOTEP

trial.

Immunotherapy for localized dMMR/MSI tumors: first interim analysis of the IMHOTEP trial.

NCT04795661
s: C. de la Fouchardiérel, A. Zaanan?, R. Cohen3, S. Le Sourd?, D. Tougeron®, E. Soularue®, O. Dubreuil?, N. Willet?, E. Samalin®, G. Piessen'?, V. Hautefeuille'!, M. Jary??,
M. Ben Abdelghanil3, L. Evesquel?4, P. Rochigneux?s, E. Blancl, A. de Montfort?, F. Bibeau'®,C. Coutzac?
, Lyon, France. ? Hpital Européen Georges Pompidou, Université Paris Cité ; Paris, France. *Sorbonne University, Saint-Antoine Hospital, Paris, France. * Centre Eugéne Marquls, Rennes, France. *Poitiers University Hospital, Politiers, France. ®Institute Mutualiste Montsourls, Paris, France, 7 G pe haspital Diac Croix Saint E Ha
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Immunotherapy for localized dMMR/MSI tumors: First interim analysis of the IMHOTEP
trial.

= 35 pt’s with CRC
=1/3PSO

Patients’
characteristics

Colorectal
N=35

All Cohorts
IS = = =

66.0
(26.0; 89.0)

73.0 68.0 59.0 67.5
(55.0; 87.0) (56.0; 88.0) |(38.0; 72.0)| (26.0; 89.0)

11 (52.4%)| 0 (0.0%) 5 (55.6%) 38 (54.3%)
8 (38.1%)| 1 (25.0%) 7 (77.8%) 29 (42.0%)

Median age
(min; max)
Sex male, N (%)

ECOG-PSO

13 (37.1%)

| 22 (62.9%)
| |




Immunotherapy for localized dMMR/MSI tumors: First interim analysis of the IMHOTEP
trial.

= 27 out of 35 operated
= 8 not operated

Included - N=70

Colorectal Gastroesophageal Endometrial
N=35 N=21 N=5

ssted with 1 cycle before surgery was excluded afterwards (pMMR/MSS).



Immunotherapy for localized dMMR/MSI tumors: First interim analysis of the IMHOTEP

Pre-operative pembrolizumab cycles number (n=54)

Colorectal astroesophageal | Endometrial All cohorts
N=27 N=16 N=14 N=54
17 (63.0) 11 (68.8)] 1 (25.0) ; 31 (57.4)
10 (37.0) 5 (31.3) 3 (75.0) ; 23 (42.6)

Reasons for omitting surgery (N=16)

— Partial or complete clinical response after 1 or 2 injections (N=8)
— Disease progression (N=1) _

' am
— Death before surgery (N—4)* Tumor-related complications (n=2) (endometrial
hemorrhage; colon perforation). Suspicion of

— Excluded (N 1) disease progression (n=2) (radiological review
— Toxicity (N=2) ongoing).




Immunotherapy for localized dMMR/MSI tumors: First interim analysis of the IMHOTEP
trial.

= alower number with complete response compared
with NICHE-2

= Dose-response relationship

andpoint: bCR (ypTOND) rate (N=54

Colorectal [Gastroesophageal | Endometrial  Other  |All Cohorts
N-27 N-7 N-54

ypTONO N (%) | 11 {40.7) | 4 (25.0) 0 (0.0 6 (857, (21 (38.9)

nCR according to pembrolizumab cycles number

leyele | 6 (35.3] 0 (0.0) 2 {100.0) [10 (32.3) D
2cycles 5 (50.0) 0 (0.0) 4 (80.0) (11 (47.8)
+ 15,5%




Immunotherapy for localized dMMR/MSI tumors: First interim analysis of the IMHOTEP
trial.

Conclusions

In this interim analysis, we observed a limited pathologic
complete response rate with short-course neoadjuvant
pembrolizumab (400mg flat dose, 1 or 2 cycles).

() When we added the number of non-operated patients (due

to clinical response) to the pCR rate, our results were
comparable with previous reports.

(1) We demonstrated that preoperative anti-PD-1 duration has
an impact on pCR rate.

(111) Overall, tolerance of pembrolizumab was acceptable without
new safety signal.




Next steps toward organ preservation. - the RESET C trial!

Study design
- Multicenter: 10 hospitals
- Number of patients: 85
- dAMMR colon cancer
- Stage I-111

-

v ¥

Diagnosis Pembrolizumab Tumour restaging Surgery Follow-up
If eligible then inclusion 4mg/kg (max 400mg) CT scan and colonoscopy  3-5 weeks after pembrolizumab CT scans 1 and 3 years

a

Pre-treatment @ [ Post-treatment @ || Post-surgery @
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: Immunotherapy for localized MSI-H colorectal cancer: Characterizing endoscopic and
imaging response
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Challenge of the future — monitoring response in I0-treatments

Complete response (CR)

Near CR

Partial Response/Stable disease
Progressive Disease
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Patient Characteristics & Outcomes

Characteristics

Age (median, range)

Gender

Female

Male

Site of Disease

Rectum

Left Colon

Right Colon

Multiple sites

Clinical T Stage

T0

T

T2

T3

T4

Unknown

Subjects n (%

64 (28-88)

11 (30%)
26 (70%)

16 (43%)
7 (19%)

12 (32%)
2 (5%)

0 (0%)
2 (5%)

1(3%)
15 (41%)
11 (30%)
8 (22%)

Clinical N Stage

NO

5 (14%)

N+

23 (62%)

Unknown

9 (24%)

Mucinous Features on
Pathology

10 (27%)

Lynch Syndrome

Yes

14 (38%)

No

12 (32%)

Unknown

11 (30%)

Previously Untreated

31 (84%)

Recurrent Disease

6 (16%)

Previous Treatment

17 (46%)

Previous RT

11 (30%)

Previous
Resection

3(8%)

Eligible Patients (n=37)

Pembrolizumab (n=36)
Nivolumab (n=1)

Median # of cycles (range): 8 (1-

17)

Receiving 10 (n=2)
Completed IO (n=35)

No clinical PD on treatment

Surgery Post-10 (n=16)
Pathologic CR (pCR): 11 (69%)
Residual Disease: 5 (31%)

100% Progression Free at last
follow-up

Observation Post-IO (n=19)

Progression Free >6 months post-10: 13
(68%)

Progression Free <6 months post-1O: 4
(21%)

PD after treatment completion: 2 (11%)
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Results

Best Endoscopic Response
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45
40
35
30
25

20
15
10 l
o Em
SD PR NCR CR

PD

% of Patients
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n=30

This bar chart shows the distribution of best endoscopic response for each
patient. The best endoscopic response was CR in 13 of 30 (43%) patients,
which was achieved after a median of 6 cycles.

Best Imaging Response

% of Patients
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PD SD PR CR

n=32
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This bar chart shows the distribution of best imaging response for each

patient. The best imaging response was CR in 6 of 32 (19%) of patients. In
cases where imaging and endoscopy were available (n=24),
discrepancy in best response was noted in 14 (58%) cases. The most
common discrepancy was partial response on imaging when
endoscopic CR was noted (n=6 cases).
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Endoscopic Reports of Residual Disease with pCR

findings such as ulceration, scarring, strictures, and an obstructing mass in
one case. The report descriptions of the example images: (A) “single solitary
15mm ulcer...in the mid-rectum” after 2 cycles of 10, (B) “malignant
appearing, intrinsic moderate stenosis in ascending colon® after 8 cycles of

IO, (C) “ulcerated mucosa, edema, and erythema of rectum” after 12 cycles
of 10.




RESEARCH SUMMARY

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

Cercek A et al. DOI: 10.1056/NEJMoa2201445

CLINICAL PROBLEM

Patients with locally advanced rectal cancer

Standard treatment for locally advanced rectal cancer in-
cludes neoadjuvant chemotherapy and radiation, followed
by surgical resection of the rectum. This approach, how-
ever, is associated with substantial complications and
toxic effects. Research suggests that immune checkpoint
blockade alone is highly effective in patients with mis-
match repair-deficient metastatic colorectal cancer;
whether this strategy is effective in mismatch repair-
deficient, locally advanced rectal cancer is unknown.

CLINICAL TRIAL

Design: A prospective, phase 2, single-group study exam- Overall Response to Dostarlimab in 12 Patients

ined the efficacy and safety of neoadjuvant therapy with
the programmed death 1 (PD-1) inhibitor dostarlimab in
patients with mismatch repair-deficient stage II or III
rectal adenocarcinoma.

)

Intervention: Adult patients received intravenous dostar-
limab every 3 weeks for 6 months, to be followed by
chemoradiotherapy and total mesorectal excision. Pa-
tients with a clinical complete response to dostarlimab
could forgo chemoradiotherapy and surgery. A key prima-
ry end point was overall response to dostarlimab alone or
to dostarlimab plus chemoradiotherapy, determined on the
basis of rectal magnetic resonance imaging, endoscopic vi-
sualization, and digital rectal examination. Patient

Clinical Complete Response |(
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A spectrum of disease phenotypes — has the time
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come for organ preservation in colon cancer

Recurrence risk

Postoperative complication risk




Understanding the variation between patients and most
important outcomes for the patient is crucial

Most important
outcomes

Most important
outcomes

Targetable risk
factors

Targetable risk
factors
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