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Outline

* Prognostic and Predictive Significance of
MMR/MST

e Importance of 1ncorporating lmmunotherapy 1in
locally advanced rectal cancer

* Implications of MMR 1n advanced CRC

* Neo—adjuvant immunotherapy 1n advanced colon
cancer

* Checkpoint inhibitors 1n locally advanced
rectal cancer

* Ongoing trials



Why we need immunotherapy in

LARC?

Fecal Incontinence
Sexual Dysfunction
Urinary Dysfunction
Peripheral Neuropathy
Colostomy

Quality of Life

Higher cCR

Potentially avoid CRT
and Surgery

Better side effect
profile

Avoid long term side
effects

Better Survival

Improved Quality of
life



Mismatch Repair

MMR pathway plays an important role in
maintaining DNA fidelity by repairing DNA
replication errors

MMR deficiency leads to a molecular feature of
microsatellite instability (MSI) and predisposes
to cancer

Lynch Syndrome is caused by heterozygous
germline mutations in one of the four key MMR
genes, MLH1, MSH2, MSH6, and PMS2.
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MSI- 1is both
Prognostic &

Fredictive. . .
Biomarker "

* High efficacy of checkpoint
inhibitors in MSI-High tumors

* Fluorouracil-based
chemotherapy 1s less
effective 1n MSI-H patients.

cumulative survival

cumulative survival

Stage I

MSI status
" MsLH

Log Rank 10.5 p=0.001 Mss
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months

Stage III

MSI status
T MsLH

Log Rank 7.25 p = 0.007  MsS

] 12 24 36 48 60

months



MMR-D and MMR-P CRC:
2 Different Clinical Entities

Approx. 85%

Less Favorable

Survival

5FU based chemo works better

Immunotherapy less

effective

Chemo- SOC in mCRC

Approx. 15%

Better Survival

5FU based chemo is less effec

Immunotherapy very

effective

Immunotherapy SOC mCRC

Early Signals- Immunotherapy works better in both early stage Prof]

lcient anc




Immunotherapy Trials in MMR-Deficient
Metastatic CRC and lLocalized Colon
Cancer



Keynote 177- Is immunotherapy
better than standard chemo in
stacge 4 MST-H CRC?

Pembrolizumab

200 mg IV Q3W

Key Eligibility Criteria
* Locally-confirmed MSI-H/
dMMR stage IV CRC unacceptable SEEY

- Measurable disease per ) toxicity, disease and
RECIST v1.1 : progression, or survival

withdrawal follow-up

for up to 35 cycles Until

* Previously untreated s
*ECOGPSO0ort1 Chemotherapy? Optional crossover to decision

pembrolizumab 200 mg Q3W
gl el for up to 35 cycles for patients
+

_ S — - with centrally verified PD by
BevacizumabP® or Cetuximab¢ IV Q2W RECIST v1.1

* Dual primary end points: PFS per RECIST v1.1 by BICR; OS
* Secondary end point: Safety
* Exploratory end point: DOR per RECIST v1.1 by BICR

* Median time from randomization to data cutoff: 73.3 months (6.1 years; range, 64.9-89.2 months)

ESMO Congress 2023



Improved Overall Survival with

Pembrolizumab

Events Median, mo HR
n/N (%) (95% ClI) (95% ClI)
100 — Pembrolizumab 72/153 77.5
(47.1%) (49.2-NR) 0.73
= Chemotherapy 90/154 36.7 (0.53-0.99)
80 — ! 3-yr rate (58.4%) (27.6-65.3)
' 61.4%
X 70 ; 1 5-yr rate
= ; 50.3% ! 54 8%
© — : 1 44 2%
% 60 i N e
3 50 : .-l."m“ll_u.l :
(5] i 'L
© 40 — : E h'l..|.|.“""||| T
2 30 i :
6 5 E
20 = i ;
10 5 i
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0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 84 88
Months
Number at risk
153 134 123 119 112 107 104 101 97 94 92 92 90 87 84 81 74 60 35 18 2.0
154 137 121 110 99 95 88 85 79 74 71 71 68 67 65 64 58 41 24 14 2 aq

ESMO Congress 2023



Checkmate 8HW- Can dual
immunotherapy improve survival 1in
MSI-H mCRC

Key eligibility criteria:
« Histologically confirmed
unresectable or metastatic CRC

* MSI-H/dMMR status by local
testing

+ ECOGPSOor1

Stratification factors:

+ Prior lines of treatment
(Ovs1vs=z2)

« Primary tumor location
(right vs left)

Dual primary endpoints in
patients with centrally confirmed
MSI-H/dMMR statusd:

+ PFS by BICR® (NIVO + IPI vs
chemo in the 1L setting)
NIVO 240 mg + IPI 1 mg/kg Q3W for 4 doses, « PFS by BICR® (NIVO + IPI vs

NIVO 240 mg Q2W for 6 doses,

followed by NIVO 480 mg Q4W®P

———e

ol g ol aund by Hva. 859 e Ui NIVO across all lines)
n =202
Oth lect endpoints:
Investigator’s choice chemoc ey seIeCy enapoints
mmd| (MFOLFOX6 or FOLFIRI £ bevacizumab or « Safety
" Seatér;g: cetuximab) + 0OS; ORR by BICR¢; PROs
N=

Treatment until disease progression,
unacceptable toxicity, withdrawal of consent
(all arms), or a maximum treatment duration

of 2 years (NIVO and NIVO + IPI arms only)

Thierry Andre. ASCO
GT 2024



NIVO +IPI clearly improved PFS

1L centrally confirmed NIVO + IPI '
MSI-H/dMMR (n=171) |

Median PFS,>»® mo NR 5.9

100 Py 95% ClI 38.4-NE 4.4-7.8
g 90 12-month rate HR (97.91% Cl) 0.21 (0.13-0.35)
® 380 24-month rate P value < 0.0001
> i = -4 [ I TR 1
g 70 1 8 " 79% e —
L 1
: 60 - g O : 1 72% " k- : i
, 1
v 50 - AL ! | NIVO + IPI
“l_ 1 ! :
= 40 = 1 ) : I
i) - |
5 30 ~1 L‘—‘,, : 2109 :
B
L 20 - bo— | 14%
g 10 7 l ! T
a ! i cnemo
O I I I : 1 I I Il 1) 1 1 I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Months
NIVO + IPI 171 144 132 122 108 95 92 7 4 64 53 42 37 22 10 9 1 0

Thierry Andre. ASCO
GT 2024



Nl non—=1 oTtudy
Patients with dMMR or pMMR non-metastatic tumors

recelved a single dose of 1pilimumab and two doses
of nivolumab before surgery .

dMMR tumors pMMR tumors
(n=21) (n=19)
Age at enrollment (years)
Median (range) 58.4 (22-82) 65.9 (44-77) _
Sex (n (%)) iE?
Female 12 (57) 10 (53) i
Male 9 (43) 9 (47) g ]
Eastern Cooperative Oncology Group performance status § ___________________________
0 21 (100) 19 (100) 3
Clinical disease stage (n (%)) g Rl
| 2(9.5) 5 (20) g
I 2(9.5) 735 Z Tumor sublype
A 1(4.8) 1(5) 807 B dVMR
1B 10 (47.6) 6 (30) B pMMR
[c 6 (28.6) 1(5) |
Primary tumor location (n (%)) -100
Right colon 14.(67) 8 (42) Pathological response was observed in 20/20
Left colon i) 1WASE) (100%) dMMR tumors with 12 pathological
Tenaeisecalon 2400} 1) complete responses. In pMMR tumors, 4/15 (27%)
Lynch syndrome 7(33) 0 (0)

showed pathological responses.
Chalabi et al. Nature Medic:



NICHE-2: Neoadjuvant
immunotherapy in locally advanced

MMR-deficient colon cancer

First cycle
Nivolumab 3 mg/kg +

ipilimumab 1 mg/kg

IIIIIIIIIIIIIIIMEEIIIIIIIIIIIIII’>

Second cycle
Nivolumab 3 mg/kg

untreated

Key eligibility criteria

* Non-metastatic dIMMR colon cancer, previously

* ¢T3 and/or N+ based on radiographic staging
* No clinical or radiologic signs of obstruction or perforation

Chalabi ESMO 2024



Results From NICHE-2 Study

Characteristic Al patients, n= 115 s B -H- i
Median age (range) - yr 60 (20-82) o
Female sex - no. (%) 67 (58) ‘_g )
Tumor stage - no. (%) S
(T2 17 (15 s 100% 3-year DFS
¢T3 or cT3-4 24 (1) & ¥
[cT4a 41(36) ] 3
cT4b 33(29) o o
Nodal status - no. (%)
cNO 38(33) =
CN+ " (67) (I) 1|2 2|4 316 4|8 6|0 7I2 814
Lynch syndrome - no. (%) 37 (33) Months since surgery Median fo
Number at risk
111 110 105 58 32 18 4

Five patients had grade 3 or 4 adverse events
Chalabi ESMO 2024



Take Away Points From MMR-Deficilent
Colon Cancer

e Immunotherapy 1s standard of care for 1nitial
management of stage 4 MMR-Deficient CRC

* Pembrolizumab and IPI/NIVO are superior to
traditional chemotherapy

e Immunotherapy 1s safe and side effects are
manageable

* There 1s promising data for use of
immunotherapy 1n locally advanced colon cancer



Neo-Adjuvant Immunotherapy 1in
MMR-deficient Locally Advanced
Rectal Cancer



Dostarlimab- Study Design

Radiologic
and
endoscopic

evaluation

Residual
disease

ChemoRT

Clinical
complete
response

Residual
disease

—>| Surgery

complete
response

'

Non-operative follow
up every 4 months

Cercek et al.

ASCO 21



Patient Characteristics

Patient Demographics

N= 48 N (%)
Female Sex 28 (58)
Median Age (range) 51 (26,78)
Race
Mostly locally advanced rectal cancer LG 37 (77)
Asian 5(10)
85% node positive Black 6 (13)
Non Hispanic/Latino 42 (85)
31% T4 primary tumors Hispanic/Latino 6 (13)
Tumor Stage
T0/1/2 10 (21)
3 23 (48)
T4 15 (31)
N + 41 (85)
Median Distance from anal verge (cm) 5.1 (0, 14.8)

Cercek et al. ASCO 2f



Dostarlimab Sustained CCR 12 months
e S p O n S e Treatment Post Dostarlimab
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* 100% complete T ———
] ) 21 R
clinical response  ——— Median Follow-Up cCR12 (months)
: . B 20 -
in 42 patients g o - - 26.3 (12.4-50.5)
29 %
* Durable responses o e
34 )
36 D
* No recurrence for o 2
38 S
over 2 years 1 )
Y ) P—
* N tient required : '
O p a 41 -
| Clinical Complete Response
Chemothera gg —_— ] ©On Treatment
p y 14 32 =o- . S o [] End of Treatment Evaluation
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
surgery Time (Months)

Cercek et al. ASCO 2f



Toxicit
Y e

Adverse Events of Grade 1 or 2

higher adverse 31%

2 25% 25%
o R . . 2
0- | l

Rash or Dermatitis  Pruritus Fatigue Nausea

w 80 No adverse events of grade 3
§ N or higher occurred

* Very well =
Q. -

tolerated . 60

o g

* No grade 3 or k3 i)
;
]
Q.

Cercek et al. NEJM 2



Neoadjuvant PD-1 blockade with sintilimab in mismatch-
repalr deficient, locally advanced rectal cancer: an
open-label, single-center phase 2 study

Patients with msmatch repair deficent or microsateliite Patients (n=17)
instability- high locally advanced rectal cancer
T Sex
I 2 cycles of sintilimab (200 mg once every 3 weeks) Female 6 GS*)
1 Male 11 (65%)
| Lynch syndrome 6 (35%)
: v = . ECOG performance status score
LIMOUr =20% >20%
ooy e 0 10 (59%)
metastasis
- ] 1 7(41%)
Withdrawn from the 2 cycles of snulmab OII'IGITM
study (200 mg once every = 2002%)
Bm)U\(!
T Lk} 10 (59%)
Assessment for RO T‘ S (2%)
FaRCoon Qinical N stage
Unresectable | Resectable N+ 14 (82%)
Mesorectal fascia positive - (’4%)
v v Extramural vascular invasion S (29%)
Withdrawn fr Total tal jes of = 2
s koo P s Mismatch repair status
i MLH1 or PMS2 deficient, or both 7 (41%)
MSH2 or MSH6 deficient, or both 9(53%)
I l Not available* 1(6%)
4 cydles of Total mesorectal Watch and wait
sintilimab excision surgesy (only for patients Data are n (%) or median (IQR). Eastern Cooperative Oncology Group. * Confirmed
200 ith a dinial : o e
;m’;?w:‘:) :’om;“ as microsatellite instabdity- high status by PCR.
with orwithout response)
chemotherapy Table 1: Clinical characteristics of patients at baseline

Chen et al. Lancet Gt



Change in tumour volume from baseline (%)

Results- High Responses with
Sintilimab

A B
50 [ TVRR 100% 1 [T® T
Bl 20%<TVRR<100% 2 | [] ]
Bl Tumour volume increase 3 ® + |
41 @ - |
5 e + |
0 - = 6 [ ] | | |

% 7 T ¥ |

2 8 [ ® = |

E 9 [w ]

5 10 [] ]

o —

-50 - 11 + |
12 | ® ] Timepoint
131 @ O | @ Reduction
14 [T Increase
16 ‘E m Clinical complete response
-100 - 17 —E + Surgery
T T T I T I T 1 I 1 1 T T T T T T T T T T T T T T T T T T
1 10 5 6 7 8 9 12 13 14 16 17 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 31 32 33
Patient number Time since start of treatment (months)

Complete response was noted for 12 (75%; 95% Cl 47-92) of 16 patients

Chen et al. Lancet Gt



Neoadjuvant nivolumab plus ipilimumab in
microsatellite instability-high/deficient
mismatch repair rectal tumors:

ECOG-ACRIN EA2201

MSI-H/dMMR Ipilimumab 1 Ipilimumab 1 )
recta_l l_nglkg * SCRT: mglkg i Reaggf::r?lent Total

adenocarcinoma; |___,| Nivolumab 5Gy x5 Nivolumab SN (DRE, MRI, ——| mesorectal
cT3-4Nx or cTxN+ fofgocymcg:es fractions fo:lgocymc?es sigmoidoscopy) excision

Eligibility: Statistical Design:

» cI3/4Nx or cTxN+ rectal adenocarcinoma * Two-stage, single-arm, phase ||

(within 15 cm of anal verge) multicenter study (N = 31)

* MSI-H and/or dIMMR by local testing

«  No active autoimmune disease Primary endpoint:

«  No chronic prolonged systemic steroids * pCRrate (or pCR + cCR if low TME rate)

NCT04751370 e

Short course radiation therapy (SCRT): 25 Gy

Kristen K. Ciombor, ESMO



Results- 57% complete response

Reasons for not

completing all
treatment (n=11):

PCR plus cCR rate (95% Cl) 3/14
A0 (D2 ) » TME deferred due
pCR rate of those who underwent TME 3/3 to achievement of
(100%) cCR (n=5)
« Subject consent
Protocol treatment received (n = 14): withdrawal (n=2)
 Nivolipi: 14/14 patients (range, 1-4 cycles; median 4; mean 3.29) « Adverse events
« SCRT: 12/14 patients (n=4)

« TME: 3/14 patients

Kristen K. Ciombor, ESMO
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results of other trials showing

dd\w IGDQ-LJ\JQY

‘LI€==DJLE’11

improved outcomes with

'.I mM'I'Iﬁf\"-haV'ﬁ“‘,

Locally
advanced
rectal cancer;
MSI-H/dMMR,;
CT3-4NX or

—»

All 4 cycles of nivolumab/ipilimumab upfront

S O = /=0 = ~0 = @

Ipilimumab: 1

ﬁ.l ATMA

EA2201 Schema

—

mg/kg IV + If no cCR
Nivolumab: 480 |- —
mg IV "
for 4 cycles If cCR
Nonoperative
management

Nivolumab
480 mg IV

monthly x |

2 cycles

If no cCR

"« fcCR

RT 5 GV X
3 fractions j§{

Nonoperative
management

WA Wi

If no cCR

- \J

Nonoperative
management

(prior to consideration of SCRT an

with 2 additional cycles of nivolumab monotherapy to be given prior to SCRT and

Kristen K. Ciombor,

ESMO



Immunotherapy in MMR-Proficient Colon
and Rectal Cancer



MMR-Proficient CRC and

Immunotherapy

MMR-Proficient tumors are biologically different

MMR proficient tumors are typically
characterized by an immune-excluded
microenvironment

Reduced or inactive CD8 T-cell lymphocytes and
diminished expression of immune checkpoint
proteins on the tumor cells.

Clinical trials have evaluated the combination
of checkpoint inhibitors with other
immunomodulatory cancer therapies to increase
cellular immunogenicity.

To Date: No major success

90-95%

T AN/

of all

Cancer antigen
presentation

TNF-a

IL-1
IFN

CD40L/CD40
CDN

ATP

HMGBH1

TLR

IL-1
IL-4
IL-1

Priming and
activation

CD28/B7.1
CD137/CD137L
OX40/0X40L
CD27/CD70
HVEM

GITR

IL-2

IL-12

CTLA4/B7.1
PD-L1/PD-1
PD-L1/B7.1
prostaglandins

@

-0l

0

3

B Stimulatory factors

nhibitors

Trafficking of CX3CL1

T cells to tumors  CXCL9
CXCL10
CCL5

vessel

lymph node

Infiltration of T cells
into tumors

LFA1/ICAM1
Selectins

VEGF
Endothelin B receptor

Recognition of
cancer cells by T cells

T cell receptor
Reduced pMHC on cancer cells

IFN-y
A

Release of PD-L1/PD-1  LAG-3
Il anti PD-L1/B7.1  Arginase
cancer cell antigens IDO MICA/MICB
Immunogenic cell death TGF-B ?&H;/ ——
; BTLA -3/phospholipids
Tolergenic cell death VISTA

Killing of cancer cells

T cell granule content

Chen et al.

Immunity



Predictive Biomarkers for
Immunotherapy in MSS CRC

No single biomarker can oA
independently predict responses to

ICB in patients with CRC except MMR 5 s
status T

Low sensitivity
toICB

Potential Biomarkers

« Immunoscore, TiLs, TMB o e
LT FOXP3+
; NK cell ' : =
« Intestinal Microbiota Signature e v e core ks

e POLE mutations

Gonzalez-Montero et al. The Oncoloc



Immunotherapy in CRC-MSS in first

line setting

ATEZOTRIBE Study

Key eligibility criteria

» Previously untreated, unresectable and RECIST v1.1-
measurable mCRC

+ Age 18-75 years

« ECOG PS <2 (ECOG PS= 0 if age= 71-75 years)

» Adjuvant oxaliplatin-containing chemotherapy not allowed

* Adjuvant fluoropyrimidine monotherapy allowed if more than
6 months elapsed between the end of adjuvant and first
relapse

+ Adequate bone marrow, liver and renal functions

» No contraindications to ICI

FOLFOXIRI+bev

+atezo
(up to 8 cycles)

SFU/LV
+Bev

5FU/LV
+Bev
+Atezo

Reintroduction of

FOLFOXIRI/bev

+/- atezo
(up to 8 cycles)

-> 5FU/LV +
bev +/- atezo




Survival
Benefit of
addition
of

Atezolizum

ab
1n pMMR

Overall Survival (%)

Control

100 Arm HR (80%CI) Events/Total Median (80% CI)
——— Control Reference 40/67 269 (23.9-31.5)
——— Experimental 0.83 (0.64-1.07) 71134 30.8 (26.6-37.7)
90 Logrank P-value: 0.172 + Censor
80 -
70 -
60 -
w -
40 -
30
20 -
10 +
0 T T | T T T T T
0 5 10 15 20 25 30 35 40
Months
No. at Risk (No. Cumulative Censors)
67 (0) 63 (2) 58 (2) 47 (2) 41 (2 35(2) 30 (3) 16 (12) 7 (20)
134 (0) 125 (2) 116 (2) 105 (2) 89 (3) 77 (5) 64 (6) 45 (21) 14 (49)

Experimental




Neoadjuvant botensilimab plus
balstilimab in resectable MMR
proficient and deficient CRC NEST
Study

NEST Protocol (NCT05571293): NEST-1
= NEST-1 1 dose of 75mg Botensilimab (BOT Bal Bal
g = ( ) — Surgery
» 2 doses of 240mg Balstilimab (BAL) 2 weeks apart 0 2
* NEST-2 NEST-2
» 1 dose of 75mg Botensilimab (BOT) Bal B B Hal
> Up to 4 doses of 240mg Balstilimab (BAL) 2 weeks apart - - - 6— Surgery

WEEKS

Resectable non-metastatic colon cancer
No contraindication for IO administration
Surgical resection occurs within 1-6 weeks after completion of therapy

ESMO GI 2024



Patient Characteristics and
AEs

NEST 1 (N=10) NEST 2 (N=10)
Median Age (range)-yr 67(35-79) 67 (23-76)
Sex (F) 70% 40%
?f:nﬂ'%ﬂy‘g;‘r’]gzi . 29.5 (21-38) 57 (45-81)
Adjuvant Chemotherapy 0% Too early to report
Unresolved irAE* 0% 0%

*2 patients with Grade 3 diarrhea/colitis managed with infliximab and short course steroids

Neoadjuvant BOT/BAL was safe and did not delay planned surgery

ESMO GI 2024



Exceptional Responses i1n pMMR

0%

10% o o
10%
-20%
-30% -25%
-30%
-40%
-50%
-50% -50% -50%
-60%
70% > 71% MSS Colon Cancer had
80% pathological responses (>50%)
90% 85% -85% > 100% MSI-H Colon Cancer had
-90% major pathological responses

-100%
-100%-100%-100%-100%-100%-100% -100%-100% -98%

B NEST 1: BOTx1 BAL x2
B NEST 2: BOTx1 BAL x4

ESMO GI 2024

% Pathological Response



Ongoing Studies



A Phase I-1l Study to Test the Safety and Efficacy of PD1 Inhibitor (AB122) and
Dual Adenosine Receptor Antagonist (AB928) with Chemotherapy after Short-
Course Radiation [PANTHER Trial] for MSS Rectal Cancer - NCT05024097

Enrollment Criteria Part 2: Simon’s two-stage design

Hypothesis: Short-course
radiotherapy combined with the
potent dual antagonist of adenosine
receptors, Etrumadenant (AB928)
and the PD1 checkpoint inhibitor,
Zimberelimab (AB122) synergize to
harness T-cell mediated rejection of
rectal tumors resulting in better
pathologic downstaging (= 45%
CRs) as compared to historical
controls (< 25% CRs).

@ Weill Cornell Medicine

Treatment Naive (cT3NO or cT1-3N1)
ECOG PS 0-1

No prior 10/pelvic RT

Stage 1: N = 3+3+9 evaluable patients
Stage 2: N = 12 evaluable patients

AB928 150mg PO daily
AB122 240mg IV every 2wks

——— AB122 — — HABl12
(up to 1yr)
= [FOLFOX 6C ==>|
|
Wks 3-15 *Wk 17-20 tSurgery

*Clinical Response Assessment
MRI

DRE

Endoscopy

Slide Courtesy of Dr. Encouse Golden  *Pathologic Response Assessment




NCCN Guidelines for MSI-H
Rectal Cancer

CLINICAL
STAGE

dMMR/MSI-H
T3, N any;
T1-2, N1-2;
T4, N any

or Locally
unresectable
or medically
inoperable

NEOADJUVANT/DEFINITIVE
IMMUNOTHERAPY
(PREFERRED)

Complete
clinical
response

Checkpoint
inhibitor

Re-evaluate

— Surveillance (REC-10A)

Transabdominal |y cier FOLFOX}‘

Surveillance

(REC-10)

or
Surveillance

or CAPEOX (REC-10)

(12-16 wk)

|—>Systemic therapy (REC-F 1 of 11)

| Surveillance
(REC-10)

consider

Systemic therapy®®

: disease resection9:%:3a
:;;T: gont%enrﬁ‘ps))(oi(’or > status _ Long-course or if complete
« Dostarlimab-gxly | [every 2-3 Persistent | [chemo/RT"* clinical response,
or months disease at (,|° CaP"f't*_’b'“‘I’q consider
. 6 months or intusiona surveillance
ooNrIVOh.Imab of'FUq REC-10A)2
* Pembrolizumab Short-course .
RT Resection
contraindicated
TOTAL NEOADJUVANT THERAPYYY Transabdominal
resection9%32
Long-course chemo/RT"S Chemotherapy or if complete clinical
« Capecitabine9 or (12-16 wk) response,
infusional 5-FUA g * FOLFOX or CAPEOX |—> Restaging" surveillance (REC-10A)?
or » Consider
Short-course RTS*—» FOLFIRINOX Resection
contraindicated

(REC-F 1 of 11)




Take Away Points!

It 1s essential to check MMR status before
starting therapy in LARC

Immunotherapy should be preferred 1initial
treatment for MMR-deficient LARC (unless there 1is
a contraindication)

»Manageable side effects

»Higher and durable response

Duration of therapy?
Single vs Dual check point inhibitors?
Long-term data 1s needed

Immunotherapy 1n MMR-proficient LARC 1s not
recommended outside of a clinical trial



