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Rectal Cancer

* Therapy for locally advanced rectal cancer include
radiotherapy, chemotherapy and surgery

= While cure is frequently achieved , radiotherapy and
surgery have life-long consequences




QoL impairment after tri-modality therapy

Colostomy

Faecal incontinence
Infertility

Sexual dysfunction
Urinary dysfunction




Rectal Cancer: Mismatch repair deficient (dAMMR/MSI)
¢ About 5-10% of all rectal cancers >

Less sensitive to chemotherapy

Rectal cancer treated with total neoadjuvant therapy
chemotherapy and chemoRT followed by TME

No. of patients (%)

Outcome dMMR pMMR
FOLFOX as initial treatment n=21 n=~63
ogression of disease 6 (29) $——
Response or stable disease 11%) 63 (100)
Chemoradiation as initial treatment n=16 n=48
Progression of disease 0 0
Complete pathologic response 2(13) 8(17)

MMRd/MS|

dMMR/MSI mCRC sensitive to ICB in metastatic
disease
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Microsatellite Instability/Mismatch Repair
Deficiency in Cancer

\

inhibits PD-1 N ) Tumors are more
signaling ) susceptible to
A immunotherapy
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N 7 ,
\ / Increased proliferation
ACTIVATED ' and activation of
T CELL As compared with microsatelite stable tumors, tumors T cells
with high mutation burden due to deficient mismatch ﬁ

repair have increased probability that necantigens susceptible
to recognition by high-avidity T cells will be present

Signaling Mechanism of PD-1 and PD-L1 and Inhibition of PD-1 Signaling in Microsatellite-Instability-High Cancers.

MHCI1 denotes major histocompatibility complex 1




Table 1, Immune checkpoint inhibitors in MSI/ AMMR metastatic colorectal cancer.

Prior I-Year  2Year  2Year Median
Clinical Trials Systemic 1 [Cf] (1:; [5;},':; rﬁ E,E) 1;{:;(1;1;5 OSRate ~ PFS  OSRate Fallow-Up
Treatment (%)  Rate(%) (%) (Months)
Keynote-016[11]
Pembrolizumab >1 X 111 w47 - - - - 87
Keynote-164 [12-14]
Pembrolizumab, cohort A >2 6l |3 N| 18 4 3 U n 3l 5 3
Pembrolizumab, cohort B >1 B3 |8 B MU 4 3 {1 76 ¥ 63 24
CheckMate-142 [15-18]

Nivolumab 21 419 413N 3 5 H - - - 21
Nivolumab + Ipilimumab 1 M 16 128 12 3 7 ) ()] 74 54
Nivolumab + Ipilimumab 0 183 %16 13 2 7 8 7 7 20

NIPICOL [19]
Nivolumab + Ipilimumab >) 719 1% 5 3 73 B4 - - 18]
CD-ON-MEDI4736-1108 [20]
Durvalumab >1 3 2 - - - 3% 5 9
NCT02227667 [20]
Durvalumab >1 11 7 - - - 3 30
GARNET [21]
Dostarlimab >1 69 %




Neoadjuvant immunotherapy - pros

* Response rates to immunotherapy higher in early vs advanced disease
= Better outcome with neoadjuvant vs adjuvant (melanoma)

* Improved surgical outcomes - less extensive surgery / complete omission of
surgery

* Inform on prognosis — guide (neo-)adjuvant therapy



 Recent data in MSI-H/AMNR locally advanced rectal cancer
' Dostariimab in MSI-H locally advanced rectal cancer (Gerce|
v Sintilimab in MSI-H locally aavanced rectal cancer (Chen)

' Toripalimab +/- celecoxib in MSIH localized CRC (Hu)
' NICHE, NICHE-2 in MSI-H localized colon cancer (Chalabi)
' Pembrolizumab in MSI-H localized solic tumors (Ludford)




Hypothesis:

In mismatch repair deficient rectal cancer, PD-1
blockade may be able to either:

a) replace chemotherapy

b) replace chemo and radiation therapy

c) replace chemo and radiation, and surgery




MSKCC study

Residual
disease

> Surgery

- - Residual
Radiologic disease Clinical
and _ complete
X endoscopic response
| evaluation
Clinical v
complete
response

Non-operative follow
up every 4 months

Patient population: Stage Il and Ill mismatch repair deficient rectal
cancer

Target Enrollment: 30 subjects

Study Design: Simon’s two stage minimax design




Response Criteria

Overall response
Rectal MRI and endoscopic exam graded as stable disease (SD), partial response
(PR), near complete response (nCR) and complete response (CR)

Clinical complete response (cCR)

Endoscopic exam:

- Visual disappearance of the rectal primary
— Normal digital rectal exam

Rectal MRI

« Lack of signal at DWI with scar on T2WI (DWI volume = 0)
« Each target lymph node must have decreased short axis to <0.5¢cm




Patient Demographics

N= 48
Female Sex 28 (58)
Median Age (range) 51 (26,78)
Race
White 37 (77)
Asian 5(10)
Black 6 (13)
Non Hispanic/Latino 42 (85)
Hispanic/Latino 6(13)
Tumor Stage
T0/1/2 10 (21)
163
T4
N +

Median Distance from anal verge (cm)
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N= 48
Female Sex 28 (58)
Median Age (range) 51 (26,78)
Race
White 37 (77)
Asian 5(10)
Black 6 (13)
Non Hispanic/Latino 42 (85)
Hispanic/Latino 6(13)
Tumor Stage
T0/1/2 10 (21)
163 23 (48)
T4 15 (31)
N + 41 (85)

Median Distance from anal verge (cm) S 5.1(0,14.8) 2




Individual response to PD-1 blockade with dostarlimab

Age Tstage N FU Overall
stage Months response

1 38 T4 N+ 238
2 30 T3 N+ 205
3 61 TiR N+ 206
. 28 T4 N+ 205
5 53 T2 N+ 9.1
6 " T2 N+ 1.0
7 mn TR N+ 8.7
8 55 13 N+ 5.0
9 68 T3 N+ 49
10 8 T3 N- 1.7
" 55 T3 N+ 4.7
12 27 T3 N+ 44
13 26 T3 N+ 0.8
14 43 T3 N+ 07

Single centre study ~ No observed >= Grade 3 toxicity




Individual response to PD-1 blockade with dostarlimab
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7 n TR N+ a7 CR §  e——
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§ On treatment
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W & 9w N 07 CR .

e pbate

Single centre study No observed >= Grade 3 toxicity



Subjects

Dostarlimab
Treatment

Co-primary
endpaint #1

100% cCR
42 patients who
completed dostarlimab

Median Follow-Up (months): 17.9 (0.3-50.5)

[ Clinical Complele Repense

[ ©n Treatmant

[7] End of Traatment Evaluation

& Time of Clinlcal Complete Response
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Subjects

Dostarlimab
Treatment

[ T R T XX

Co-primary
endpoint #1

Sustained CCR 12 months
Post Dostarimab

Co-primary
endpoint £2

Median Follow-Up ¢cCR12 (months):

26.3 (12.4-50.5)

[l Clinical Complels Reszponss

[ ©n Treatment

[ End of Treatment Evaluation

@ Tire of Clinical Complete Response
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Most Common AEs

_ All Grades Grade 3 or 4

Dermatologic -no.(%)

Pruritus 6(13) 0(0)
Rash / dermatitis 10 (21) 0(0)
Gastrointestinal-no.(%)

Diarrhea 4(9) 0(0)
Nausea 4(9) 0(0)
Constitutional-no.(%)

Fatigue 5(11) 0(0)
Fever 3(6) 0(0)
Endocrine-no.(%)

Hypothyroidism 5(11) 0(0)
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Conclusions

 100% clinical complete response in all 42 patients who completed
dostarlimab

Clinical complete responses are durable over 2 years

No patients have required chemotherapy, radiation or surgery

AZUR1 Global confirmatory study of dostarlimab in dMMR rectal
cancer is ongoing




Clinical stage
Iland I
MMRd
rectal cancer

Dostarlimab

500mg IV every 3 weeks (9 cycles)

AZUR-1

PD-1 blockade in dMMR locally advanced rectal cancer

Assessments

N=30

Simon's two stage minimax

dMMR

Baseline

<10% of rectal
cancer patients

6 weeks

Primary Objectives

3 months

= Residual
Imaging disease
and
endoscopy
l Clinical
6 months complete
response

*| Surgery

Residual
disease
ChemoRT
followed by
imaging Clinical
and complete
response
endoscopy
> Non-operative
management

Overall response rate of PD-1 blockade with or without chemoradiation

Pathologic complete response (pCR) or clinical complete response (cCR)

rate at 12 months after PD-1 blockade with or without chemoradiation

Secondary Objective
Safety and tolerability




AZUR-1

=" |nlJuly 2026, the trial met its primary endpoint by achieving a
durable rate of sustained cCR at 12 month

= This confirms that a significant portion of patients remained
completely free of disease for 1 year

= Patients were able to avoid standard chemotherapy,

radiotherapy and surgery



Sintilimab in MSI-H LARC

Panents with mismatch repair defoent or macrosatedite
nstabikty hagh locally advarced rectal cancer

¥

l 2 cyches of sintifimab (200 mg cnce avery 3 wesks,

'

[ Radologaal enenment of tumour mgresion

$—‘—L

TUmour sagression < 20%,
selwgerest, o
ey
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.
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¥

Withdrawn bom the
sy

Joyches of untimab
(200 g enoe sy
Iwwi)

.

Asmant bx 20
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I
.

Withdrean fom
the study

Total mencewtsd

0N YAgey

i

doydmol
sotikmab
(200 mg once

every Tweeks)

——

Patients (n=17)

6(35%)
11(65%)
[Tl

Lynch syndrome

6(35%)

ECOG performance status score
0
1

Cinical T stage
I

10 (S9%)
7(41%)

2(12%)

3
T4

10(59%)
5 29%)

NO

3(18%)

Ne

14 (82%)

4oydesof

Total mesoesctal Wath snd wadt

Mesorectal fascia positive
Extramural vascular invasion
Mismatch repair status
MLH1 or PMS2 deficient, or both
MSH2 or MSH6 deficient, or both
Not available*

4 (24%)
5(29%)

7(41%)
9(53%)
1(6%)

Data are n (%) or median (IQR). Eastem Cooperative Oncology Group. * Confirmed
as microsatelite instablity- high status by PCR.

unthrad SCIS0N Wegery (only for pabients
{200 mg once witha desal
overy Jwesks) complete

weh ormnthout reponse)

cremothergy Table 1: Clinical characteristics of patients at baseline

Flgure 1: Treatment schema

Chen, Lancet GH 2023
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Sintilimab in MSI-H LARC

(=]

3 TVRR 100%
B 20%<TVRR<100%
B Tumourvolume increase
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@ Reduction

A Increase

B Ginical complete response
+ Surgesy

[
“

[
o
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10 12 14 16 18 20 22 24 26 28 30 31 N 3

Time since start of treatment (months)

Patent number

CR (pCR or cCR) = 75%; 9 pts with cCR (no sx); 3/6 pts s/p sx with pCR

Chen, Lancet GH 2023



Toripalimab +/- Celecoxib in MSI-H Localized CRC

53 patients screened for eligibility

4

19 ineligible
12 did not meet eligibility
Criteria
7 withdrew consent

34 enrolled and randomly assigned

.

.

17 assigned to the toripalimab plus
celecoxib group

17 assigned to the toripalimab
monotherapy group

;

;

17 started assigned treatment

:

17 started assigned treatment

.

17 had surgery with curative

17 had surgery with curative

intention

Intention

17 included in the modified
intention-1o-treat population

17 included in the modified
Intention-to-treat population

Figure 1: Study profile

Toripalimab plus  Toripalimab
celecoxibgroup  monotherapy group
(n=17)" (n=17)
Age at randomisation, years
Median (I0R)
Range
Sex

45(3558)
23-69

53 (45-60)
11-69
Female B(47%)

Male 9(53%)
ECOG performance status

0 7 (41%)

1 10(55%)
4(24%)
4(24%)

3(18%)
14(82%)

8(47%)
9(53%)
1(6%)

5(29%)

Suspected Lynch syndromet

Previously received
neoadjuvant chemotherapy
Primary tumour location
Ascending colon 5/19(26%)
3M19(16%)
419 (21%)
Descending colon 0
319 (16%)
4119 (21%)

6(35%)
3(18%)
2(12%)
1(6%)

3(18%)

Hepatic flexure

Transverse colon

Sigmoid colon

Rectum 2(12%)

Clinical T stage

LB} 5/15(26%)
T4 14119 (74%)
Clinical N stage

1(6%)
16 (94%)

NO 319 (16%)
N1 319 (16%)
N2 13/19(68%)

Hu, Lancet Gastro Hep 2022

1(6%)
4(24%)

12(71%)
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¥ b plus
celecoxib group
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Tony
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Pathological complete
responset

15
(88%; 95% O 64-99)

i

(65% 95% C138-86)

Major patholooical

r-\{xm\n[

16

(54%; 95% O 710015

Pathological tumour regression

0% viadlo tumour
1-10% vablo
tumonr

11-50% viable
fumo

S1-100% viablo

Tumon

fumour regressicn grade

0
1

Pathologial T stago
ypro
yples
ypll
12
w3
Fathclogical N stage
yphC
ypivl

18719 (95%)

0

115 (5%)

18129 195%)
0
119 (5%)
0

18019 [95%)

1809 (95%)

1719 (S%)

Pathological disease stage

ypTONOMO
YPTISNOMD-0
ypTINOMO-
YPI2NGMO |
ypIIND-SA
ypTONLaMO-JIlA

17719 (89%)
0

0

0

119 (5%)
1119 (5%)

17
(100%; 95% (1 81-100)

11(65%)

6(35%)

11(65%)

2(17%)

11(65%)
2(12%)
1(6%)
1(6%)

2(12%)

17 (100%)

11(65%)
2(17%)
1(6%)
1(6%)
2(12%)

Hu, Lancet Gastro Hep 2022



MD Anderson | ESMO Congress 2021

Study design

Tumor

appropriate
Additional Pprop

Neoadjuvant pembro x2 evaluation
pembro x6 l

l — Recommend
Clinical | - > | surgical resection

/

benefit (option for \

continued therapy

6 weeks per Patient/MD) therapy for
a total of
one year

Continue
High risk locally advanced

dMMR tumor (n=35)

Secondary
Endpoints:

6 months
No-clinical ORR (RECIST v

4 benefit 11)
| 0S, RFS
Organ sparing (1

*  SD per RECIST v1.1 with decrease of -1% to -29% year) o

Offstudy | « SD per RECIST v1.1 with increase +1% to +19% and stable or decrease in ctDNA kinetics
ctDNA highest VAF

*  Patients with clinical benefit, ie clinical improvement of symptoms

' l Clinical Benefit definition

CtDNApre-tx  ctDNA 3weeks « Patients with PR/CR per RECIST v1.1

NCT04082572




TABLE 1
Characteristic

Basehne Patent Charactenstics

Patients enrolled (N = 35)

Surgical resection (ne17) Not resected (n = 18)

Surgery before restaging because
of clinical progression (n=1)

Age at diagnosis, year

Mean

Median (range)

Race

White

Other

ECOG PS

Colon adenocarcinoma

Rectal adenocarcinoma

rancrcain -".B WL CNNTd

Duodenal adenocarcinoma

Other*

Etiology of dMMR

Sporade

Lynch syndeome

Resectability

Resectable 26 (74

Ludford K et al., JCO 2023, online

Nonoperative management Pembrolizumab < 1 yaar (n = 8)

after 1 year of pembrolizumab

ne IO)

Nonoperative management (n = 5) Other resscns n=3)
T - ! R
P::':;‘:y Se'c:: :(Cw' les (CR Withdrew consent: 1 cycle (PRI
Bt e, o0 Y P Unrelated death, hip fracture: 1
Patient preference: 12 cycles (SD)
: cycle (not restaged)
Patient preference: 8 cycles (SD) Clinical oro : 2 cyclos (SD)
Patient preference: 7 cycles (CR) MM PIOGRISION: £ ycaes
FIG 1. CONSORT diagram. CR, complete respanse; PR, partial response; SD, stable disease

ahead of print

Unresectable 926

Prior therapy

None

Radistion

Surgety

Chemotherapy



Pathologic response in all surgical patients (n=15)

Neoadjuvant pembrolizumab Colon T4NOMO TONO(0/34LN)

yields high rates of pCR Colon TAN1MO TONO(0/122LN)
Colon TANTMO TONO(O/32LN)

* Median follow up: 9.5 months (range 0.8-17.5m) Colon TANOMO TONO(0/13LN)
Colon T4N1MO TONO(O/35LN)
Rectal T3N1MO TONO(0/31LN)

ESMO Congress 2021

Pathologic response rate in patients who received at least
3 cycles of pembro (13 of 15 surgical patients evaluable) Colon T4N1MO TONO(0/27LN)

Colon TANTMO TONO(0/46LN)
. Colon T3NXMO0 TONO(0/24LN)

‘ \\ Colon TXN1MO TONO(0/35LN)
[31% | 69% | Colon TAN1MO TONfa(1/91LN)
> Panc T2N1MO TANA(3/37LN)

Panc T3NOMO T2NO(0/30LN)

Endometrial  |lIC T1aNO0(0/5LN)

Rectal T3N1bMO T4bNO(0/43LN)




MD Anderson

ESMO Congress 2021

Low rates of progression on neoadjuvant pembrolizumab
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—
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—

of pembrc

Miving at leas

atients recs

P

by

Swimmer plot of CRC (blue) and non-CRC patients (gray) showing duration of pembrolizumab (n =35)

lime on pembrolizumab (months)

° Progression/
recurrence

© Surgery
] Completed 1 yr
® Completed < 1yr
~Ongoing

* 4 patients completed 1 yr of pembro without surgery:
» median f/u of 3 months (0,2,4,5 months)
* N0 recurrences

* Reasons for surgery <6 months:
* 1 month: clinical progression
* 2 months: PR, colonic obstruction (pCR)
* 3Imonths: PR, transaminitis (pCR)

* Endoscopic evaluation done in 22 of 28 luminal
patients:
* Complete endoscopic response in 12/22
(55%)
* near complete response in 4/22 (18%)

Smith et al. BMC Cancer 2015




Neoadjuvant treatment of dMMR colon cancers

Previous data from NICHE-1 (n=32) show that immune checkpoint blockade is highly
effective in non-metastatic dMMR colon cancers

« 100% pathologic responses and 60% pathologic complete responses

ARTICLES Wdicine

B hae e

Neoadjuvant immunotherapy leads to pathological
responses in MMR-proficient and MMR-deficient
early-stage colon cancers

Myriam Chalabl 2% Lorenzo F. Fanchi**”, Krijn K, Dijkstra**", José G. Van den Berg®”,

Arond G. Aalbers*, Karolina Skorska’, Marta Lopez-Yurda", Ceclle Grootscholten', Geerard L Beots 0,
Petur Snaebjornsson 0%, Monique Maas™, Marjoliin Mertz®, Vivien Veninga'’, Gergana Bounova*”,
Annegien Broeks"”, Regina G. Beots-Tan*™, Thomas R. de Wijkerslooth', Anja U, van Lent™,

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

Marloen Kok ', Monkiue E. Van Leerdam', Ton N, Schumacher 34 Emile £, Voest 0\ ars

and John B. Haanen = +47

EEM ™

Dhalabi et. al, Nat Med 2020; Verschoor et al, ASCO 2022

Pathologic tumor regression (%96)




NICHE-2 study design

+ Investigator-initiated, non-randomized multicenter* study

First cycle

Nivolumab 3 mg/kg +
ipilimumab 1mg/kg

Second cycle
Nivolumab 3mg/kg

Tissue, plasma + Plasma + PBMC Tissue, plasma +
PBMC PBMC

*6 participating hospitals in the Netherlands
PBMC = penpheral blood mononuciear cells

B

Plasma + PBMC
(follow-up)




Baseline patient characteristics

Characteristic Number at risk (%) of intention to treat
population n =112
Age, median (range) 60 (20-82)

ECOG performance status
0 97 (87)

1 15(13)
Radiologic T stage
Female Sex 65 (58%) orz 17 (15%)

T3+T3/4a 25 (22%)
Radiologic stage Tda 39 (35%)

i 14 (13%) T4b 31 (28%)

Low risk Il 15 (13%)
High risk II 83 (74%) :‘1) 14(13%)

Primary tumor location N2 69 (62%) |

Right colon 76 (68%)
Left colon 19 (17%) Radiologic high-risk 54 (48%)

with both T4 and N2

Transverse colon 17 (15%)

Lynch syndrome 35 (31%)
Unknown 10 (9%)

w2 M *
")




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

Pathologic response (RVT)

Yes (< 50%)
Major (510%)
Complete (0%)

Partial  (10% - 50%)

No (250%)

RVT » residual viable tumor

Patients n= 107

106 (99%)
102 (95%)
72 (67%)
4 (4%)

1(1%)

Adjuvant chemotherapy (CTx)

14 patients with ypN+ disease

« 3 patients received adjuvant CTx"
« 5 patients >70 years

+ 6 patients refused

* 1 non-responder, 1 pantial responder and 1 MPR

Disease recurrence

With a median follow-up of 13.1 months (1.4 -
57.4), there have been no disease recurrences

ol

MPR -+

n e
Pathologic tumor regression (%) 233

Groon bars = NICHE-1 cohort
Blue bars = NICHE-2 cohort

ypN- = tumor-free lymph nodes; ypN+ = lymph nodes with tumor, including micrometastases, ypN(i+) = lymph nodes with isolated tumor cells




pCR rate in Lynch vs sporadic tumors

- i --

Sporadlc ULV 27 (42%) 38 (58%)
n= 65

p
7(22%) 25(78%)
n=32

N totals 97 patients in the per protocol population for whom Lynch status was
available at data cut-off

Sporadic dMMR

s NopCR = pCR

® NopCR = pCR




Conclusions from NICHE?2

Only 4% grade 3-4 immune-related adverse events (amylase/lipase, hepatitis,
myositis, rash)

Any AEs: 61%

100% RO resections; 98% of patients underwent timely surgery (safety
primary endpoint)

100% (32/32) of AMMR patients had response to nivo/ipi (69% pCR, 95%
major pathologic responses)

Only 2 doses of nivo, 1 dose of ipi prior to surgery

Potential for nonoperative management?
Colonoscopic surveillance, radiographic discordance, etc

Biomarker studies, ctDNA dynamics eagerly awaited



Conclusions

Imperative to test for MSI-H/dMMR in patients
with localised rectal cancer at diagnosis

Immunotherapy results in cCR in most of the
ENENIE

Immunotherapy has the potential to spare
patients from surgery , radiotherapy and
chemotherapy

Immunotherapy is tolerable
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