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MCRC - starting point #1: the funnel effect

Pts enrolled in the phase lll TRIBE and TRIBE2 studies (N=1187)

Irinctecan+Oxalplatin Based
Oxaloiatin-based
Irinotecan-based
anti-EGFR-based
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Rossini et al, Eur J Canc ‘22



MCRC - starting point #2: the funnel effect of efficacy
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Drivers for the choice of the upfront therapy

Patient

ESMO Guidelines ‘16

Assessment of clinical condition of the patient

l

Fitd Unfit? (but may be suitable) Unfifd

\ 1 i

Treatment intent

RAS/BRAF

\Y/
GOAL FP-+bevacizumab: reduced
dose doublet; anti-EGFR
|
OMD Cytoreduction (Shrinkage)** Disease control (control of progression)
See
figure 2 |
MOLECULAR PROFILE MOLECULAR PROFILE
RAS wt RAS mt RAS wt RAS mt BRAF mt

Y
CT doublet + CT doublet + CT triplet +/-
biological agent bevacizumab bevacizumab

Van Cutsem et al., Ann Oncol ‘16

\Y/
CT doublet + Combination CT
anti-EGFR + bevacizumab




Drivers for the choice of the upfront therapy

ESMO PanAsia Consensus ‘18

Patient
ASSESSMENT OF CLINICAL CONDITION OF THE PATIENT
1 1
Fit? it” (but may be suitable) Unfit°
: |
Tre at men t In te n t GOAL FP + anti EGFR; FP + bevacizumab; reduced
dose CT doublet; anti-EGFR

SN pn | |
RAS/BRAF ¢ Patients with | OMD Cytoreductior} (Shrinkage)* Disease control (Control of progression)

. clearly

' resectable i MOLECULAR PROFILE MOLECULAR PROFILE

| metastases | | I - . i .

RAS wt RAS mt BRAF mt RAS wt RAS mt BRAF mt

Primary location Left sided:

Left sided: Combination CT + CT triplet + o CT doublet + CT trivlet
CT doublet” + anti-EGFR bevacizumab bevacizumab el douF:)iIge;t ;:23.- EGRR bevacizumab bevacigum;b
Figlri et CT doublet’s
bevazizumab

CT triplet/doublet’+
bevacizumab

Yoshino et al., Ann Oncol ‘18



Progression-free survival (%)

intensity CT = monotherapy: a well-established standard

PFS: primary endpoint

—— Bevacizumab plus capecitabine
—— Capecitabine

HR 0-53 (95% C1 0-41-0-69)
p<0-0001

Overall survival (%)

118 20 ZIZ 24 26 28 30 32 34 36 38 40
Time (months)

Not optimal candidates for
a combination
chemotherapy with
irinotecan or oxaliplatin

— Bevacizumab plus capecitabine
—— Capecitabine

HR 079 (95% Cl 0-57-1-09)
p=0-18

=

T T T T T T T T T T T
2 4 6 8 10 12 14 16 18 20 22 24 26

Time (months)

28

T T T T T 1
36 38 40 42 44 46

Cunningham et al, Lancet Oncol 2013




Phase Il TASCO1 study: TT/bev vs Cape/bev

PFS: primary endpoint

LD 1.97711.00 - - - -
100 | Not eligible for intensive
7.82 5.55-10.15
chemotherapy
75 HR‘ 0.71 (95% CI 0.48-1.06)
3
=
N’
7))
e 50
-~
25
| |
Time (months)
No. at risk: 100% |
Cc-B 76 61 50 42 34 23 12 3 1 0
TT-B 77 71 61 54 41 30 14 8 3 0 HR = 0.78(95%Cl:0.55-1.10)

- TT-B
— CB

75%

50%

Van Cutsem al, Ann Oncol 2020

Survival prc

25%

0% ¢

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
) Time (months)
Number at risk
CB 76 ! 68 62 56 55 50 41 40 34 28 28 25 24 21 18 18 16 15 13
TB 77 75 71 64 61 59 57 52 47 47 40 38 29 25 24 23 20 19 17 17 13

Van Cutsem al, Br J Canc 2022
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Phase 1ll SOLSTICE study: TT/bev vs Cape/bev

Trifluridine/tipiracil 35 mg/m? BID orally days 1-5, 8-12 +

Bevacizumab 5 mg/kg IV days 1, 15 A
First-line unresectable i i Until PD, intolerable
metastatic CRC; not _ toxicity, or
candidates for intensive investigator/patient
chemotherapy* Capecitabine decision
* Standard full dose
combination chemotherapy with
oxaliplatin or irinotecan TT+BEV C+BEV
(n = 425) (n = 430)
Main reason for not being candidate for Intensive Therapy* n (%) n (%)
ECOG 61 (14.3) 67 (15.6)
Clinical conditions Comorbidities 45 (10.6) 40 (9.3)
Elderly 184 (43.3) 179 (41.6)
Low tumour burden 52 (12.2) 57 (13.3)
Non-clinical conditions Patient's preference (18.1) 80 (18.6)
Other 6 4 7 (1.6)

* As per investigator’s notification
* Each patient can have more than one clinical and/or non-clinica

André al, ESMO Virtual Plenary Dec ‘21

TT+BEV
(n = 426)

PATIENT CHARACTERISTICS

C+BEV
(n =430)

n (%)

n

(%)

Gender Male 240 (56.3)

226

(52.6)

Age Median [range] 73 [27;93]
& 210 (49.3)

225

73[22:92]
(52.3)




Phase 1ll SOLSTICE study: TT/bev vs Cape/bev

PFS: primary endpoint

=+= TT + Bevacizumab (426 patients — 309 events)
=== C + Bevacizumab (430 patients - 320 events)
Median follow-up: 16.6 months

TJEOL &
Median PFS HR (95% Cl)
9.4m (9.1,10.9) 0.87 (0.75, 1.02)
9.3m (8.9,9.8) P=0.0464 (1-sided) (>0.021)
3504 4

0 2 4 6 : 10 l'L 14 16 18 20 22 24 26
Time (months)

ORR: 36% (TT/bev) and 42% (cape/bev)
DCR: 86% (TT/bev) and 85% (cape/bev)

Andre al, ESMO Virtual Plenary Dec ‘21



Phase Il PANDA study: 5FU/pan vs «light» FOLFOX/Pan in RAS/BRAF wt

“Light-dose” FOLFOX

Age > 75 with ECOG PS 0 or 1 /
or 70-75 with ECOG PS >0

oM

e\

OXA 85 mg/msq

5FU 2400 mg/msq/48 h ci
PANI 6 mg/kg PANI

q2wk maintenance

1st line
unresectable
mCRC

=70 yrs

=
=
vy
vy
wi
oc
[T
o
o
a.

5FU 2400 mg/msq/48 h ci PANI
PANI 6 mg/kg maintenance

STRATA:
-AGE<75/>75
-PS0-1/2
-G8s<14/>14

q2wk

PFS: primary endpoint

Median PFS,
Events 95% ClI p*
mos

e FOLFOX-pani 72 9.6 8.8-10.9 <0.001

= 5FU/LV-pani 78 8.1 7.7-9.9 <0.001

*Brookmeyer-Crowley Test

Progression-free Survival Probability

ORR: 65% (FOLFOX/pan) and 57% (5FU/pan) iy : :
DCR: 88% (FOLFOX/pan) and 86% (5FU/pan) ° ° 12 1 = = = °

Time, months

FOLFOX+PAN LA o8 20 1" 2 o o
e 2

o
SFU/LV+PAN 82

o

Lonardi et al, ASCO Ann Meet ‘20



Patient

ASSESSMENT OF CLINICAL CONDITION OF THE PATIENT

! | 1
Fit” Unfit” (but may be suitable) Unfit?
|
GOAL FP + anti EGFR; FP + bevacizumab; reduced
Treatment inte nt aose u i doublet; anti-EGFR

N
Patients with

I

- :
| clearly ,
\  resectable !
' metastases !

RAS wt RAS mt BRAF mt RAS wt RAS mt BRAF mt
Left sided:

RAS/BRAF

Left sided: Combination CT + CT triplet + c : CT doublet + CT triplet +
CT doublet’ + anti-EGFR bevacizumab bevacizumab Al dOUFgJi|§:ﬂ ;;23 =GHH bevacizumab bevacisumab

Right sided:
CT triplet/doublet’+

CT doublet’+
bevazizumab

Primary location

bevacizumab

* According to primary location and RAS/BRAF status

Yoshino et al., Ann Oncol ‘18



EASILY
RESECTABLE

According to our school books...

Multidisciplinary Assessment

MARGINALLY POTENTIALLY
RESECTABLE RESECTABLE

Multiple Inadequate
prognostic radiological
factors for margins
short PFS

(synchronous, Surgery
extraepatic, feasible only
number, size, after a major
lymphnodes, tumour

CEA, ..) shrinkage

NEVER
RESECTABLE




Clearly resectable metastases: guidelines

| | l
C|eal‘|y OMD Cytoreduction (Shrinkage)** Disease control (control of progression)

resectable o2
mets

Surgery 2 +/- “adjuvant” oxaliplatin-based chemo
EASILY R
Naida it == (favourable prognostic criteria)

ﬁj Oxa-based doublet & Surgery - Oxa-based doublet

(unfavourable prognostic criteria)

Group* 0

No targeted agents




Clinical Prognostic Models

@© o £
2 > o S = _ £
© o = © [@)) é o} © ﬁ
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8 3| s|s|s|8ls|s|8|5|5|s|2|8]8
x | =S| S|{x |z |N[>]|2]|F|la|F]|TDd]|D]|=
Number of met‘s + + + + + + + + - + - + + +
Nodal status + - + + - + - + + + + +
Max. size of met‘s + - - - + + - + + - - - - - +
Interval primary-met‘s - - + + - + + +
CEA + - + + - + - - + - - -
Extrahep. spread + - + + + - +
Positive margins + - + - +
Poorly diff. tumour + - - + - + }
Serosal invasion + - - +
Hepat. lymph nodes + +
Bilobar spread - - - - - + - - + - -

Spelt et al, Eur ] Cancer Surg 2012



Multidisciplinary Assessment

EASILY MARGINALLY POTENTIALLY NEVER
RESECTABLE RESECTABLE RESECTABLE RESECTABLE

Integration with <:> Hit _hard_! Less mtenswe
surgery (Best first-line) tx approach




To cure? ...Yes, WE CAN!

Survival following hepatectomy for colorectal liver

metastases
100 I T I I I T T I I
90 < Initial resectability
80 |- —— No |
. —o— Yes
e 70r - Log rank p<0.0001 N
—y . 4,088 patients
g 60 I~ v - -
CE g - X
5 50 . =
m » -
g 40 + 10yr OS 28% -
> . : - - - - EY
O 30 o L
20 S ——
10 10yr OS 20% B
0 1 L 1 l 1 l I I I
0 1 2 3 4 5 6 7 8 9 10

Jones and Poston, Annu Rev Med 2017



Overall survival according to surgical treatment in FIRE-3

A

1,07
= 1Resectable + resection: 51.3 (35.9-66.7) mo
- 1Resectable + not resected: 30.8 (26.6-34.9) mo
_ 0,8_ Unresectable: 18.6 (15.8-21.3) mo
S P(log rank) < 0.001
£ 0,67
S . S, T peSectable Resected
= a :
E’ 0,4 | |
(@) Resectable NOT Resected
0,2
Unresectable
0,07
I I I I I I
0 12 24 36 48 60 72
No. at risk Time (months)
r+r 69 62 48 27 13 7
r+nr 169 150 85 39 14 4
ur 210 143 60 20 7 1

Modest, EJC 2017



Surgeons are “raising the bar” of resectability




ASs a consequence...

Multidisciplinary Assessment

EASILY MARGINALLY POTENTIALLY NEVER
RESECTABLE RESECTABLE RESECTABLE RESECTABLE




Patient

ASSESSMENT OF CLINICAL CONDITION OF THE PATIENT

T T 1
Fit” Unfit” (but may be suitable) Unfit”
: I
Tl"e at men t N te n t GOAL FP + anti EGFR; FP + bevacizumab; reduced

aose u i doublet; anti-EGFR

[
Patients with

RAS/BRAF

I

- :
| clearly ,
\  resectable !
' metastases !

RAS wt RAS mt BRAF mt RAS wt RAS mt BRAF mt
Left sided:

Primary location

Left sided: Combination CT + CT triplet + CT doublet® + anti-EGER CT doublet + CT triplet +

o . : .
L bevacizumab bevacizumab i i
CT doublet” + anti-EGFR Right Siaed. bevacizumab bevacizumab

CT doublet’+
bevazizumab

Right sided:
CT triplet/doublet’+
bevacizumab

* According to primary location and RAS/BRAF status

Yoshino et al., Ann Oncol ‘18



Primary tumor location matters

Pooled analysis of the FIRE-3, CALGB80405 and PEAK trial

Left & RAS wt Wl
HR for OS P for interaction <0.001

r~

‘ah+ K. 1
Right & RAS wt

=
W
(>

Left & RAS wt 0.86
HR for PFS P for interaction <0.001

Right & RAS wt

=
Ul
W

Left & RAS wt

OR for ORR

P for interaction =0.41

P~

Right & RAS wt

=
N
(=

Holch et al, Eur J Canc ‘17



Right versus left in RAS wt mCRC

RAS wt & right-sided

Pooled analysis of the FIRE-3, CALGB80405 and PEAK trial
From ITT to subgroups

N=2014{717]

N=2838 &—— All random pts

/0 KRAS exon 2 wt

4

N=1096 [39%] ® RAS wt

N=1011 [36%]

N=738
[73%]

o— RAS wt & site confirmed

o— RAS wt & left-sided




Phase 1ll PARADIGM trial: mFOLFOX6/pan vs mFOLFOX6/bev in RAS wt

Phase 3, randomized, open-label, multicenter study (NCT02394795)

Patients with RAS WT mCRC
Panitumumab

¢ Unresectable disease +mFEOLFOX6®
* No previous chemotherapy?

* Age: 20—79 years R

 ECOG performance status 0-1 11

* At least 1 evaluable lesion

« Adequate organ function L

 Life expectancy = 3 months
N=823

Stratification factors

 Institution

* Age: 20-64 vs 65-79 years

* Liver metastases: present vs absent

Yoshino et al, ASCO 22 *



Primary endpoint: OS in left-sided

(%)
100 No. (%) of Patients Median Survival,
With Events Months (95.798% CI)
Panitumumab + mFOLFOX6 (n=312) 218 (69.9) 37.9 (34.1-42.6)
80 - , 230 (78.7) 34.3 (30.9-40.3)
) \ Stratified HR for death,
S _ 0.82 (95.798% CI 0.68-0.99);
g 007 P=0.031 (<0.04202)
w ]
©
5 40 A
>
©
20- 21%
0 T T : T T ] T 1
0 12 24 36 48 60 72 84 (Months)
Time
No. at risk
Panitumumab 312 276 213 166 129 68 5 0
292 266 212 136 96 40 5 0

Yoshino et al, ASCO ‘22



Secondary endpoints: RR and PFS in the left-sided

Parameter

Response rate, % (95% Cl)
Difference (95% CI)

Disease control rate, % (95% ClI)
Median duration of response,*

months (95%Cl)

Curative resection rate,t
% (95% CI)

Left-sided Population

Panitumumab +
mFOLFOX6 (n=308)

80.2 68.6
(75.3-84.5) (62.9-74.0)
‘ 11.2 (4.4-17.9) \

97.4 96.5
(94.9-98.9) (93.7-98.3)
13.1 11.2
(11.1-14.8) (9.6-13.1)
18.3 11.6
(14.1-23.0) (8.2-15.9]

(%)
100 3,

[e]
o
1

Event-Free Survival

No. (%) of Patients
With Events

Median PFS,
Months (95% CI)

Panitumumab + mFOLFOX6 (n=312)

245 (78.5)

252 (86.3)

13.7 (12.7-15.3)
13.2 (11.4-14.5)

Stratified HR, 0.98 (95% Cl, 0.82-1.17)

No. at risk

Panitumumab 312

1
12 24 36 48 60 72

Time

149 59 38 24
139 67 40 31

13 0
5 1

1
84 (Months)

Yoshino et al, ASCO ‘22




Doublets plus anti-EGFR in RAS wt left-sided mCRC

mPFS (mos) mOS (mos) ORR (%)

TRIPLETE**
[mFOLFOX6/pan] 13.6 NA 75.9

n=191

PARADIGM
[mFOLFOX6/pan] 13.7 37.9 80.2

n=312

FIRE-3
[FOLFIRI/cet] 10.7 38.3 68.8

n=157

CALGB80405
[chemo doublet*/cet] 12.7 39.3 69.4

N=173

PEAK
[MFOLFOX6/pan] 14.6 43.4 64.1

n=53

*FOLFOX or FOLFIRI at investigator choice; **RAS and BRAF wt

Arnold et al, Ann Oncol ‘17; Holch et al, Eur ] Can ‘17;
Yoshino et al, ASCO ’22; Rossini et al, J Clin Oncol ‘22



Phase Il TRIPLETE trial: mFOLFOXIRI/pan vs mFOLFOX6/pan in RAS/BRAF wt

ORR: 73% v76%

ORR: primary endpoint
OR, 0.87;95% ClI, 0.56 to 1.34; P=.526

|
|
DCR: 91% v93% OR, 0.79; |

| 95%Cl, 04010 1.57; P= 496 | Expected ORR in control group: 60%*
To detect a > 15% increase in ORR in arm B

100
2-sided alpha-error= 0.05; beta-error=0.10
80 - 1:1 randomization ratio
- 432 patients to be randomized
S 60
g *Douillard et al, Nejm ‘13
al 2] @
20
Left-sided primary tumor: 88%
7 7 O.N
0 GLO-N.O

Experimental Group Control Group ‘Yl
ECcR MPR [sSD MPD [ NE ANLg

Rossini et al, ] Clin OH&



Patient

ASSESSMENT OF CLINICAL CONDITION OF THE PATIENT

T T 1
Fit” Unfit” (but may be suitable) Unfit”
: I
Tl"e at men t N te n t GOAL FP + anti EGFR; FP + bevacizumab; reduced

aose u i doublet; anti-EGFR

[
Patients with

RAS/BRAF

I

- :
| clearly ,
\  resectable !
' metastases !

RAS wt RAS mt BRAF mt RAS wt RAS mt BRAF mt
Left sided:

Primary location
CT triplet +

CT triplet +

bevacizumab bevacizumab

CT doublet® + anti-EGFR bevacizumab
Right sided:

CT triplet/doublet’+

Left sided: Combination CT + l CT doublet® + anfi-EGER l e —

HignL sideg:; bevacizumab

CT doublet’+

: bevazizumab
bevacizumab

* According to primary location and RAS/BRAF status

Yoshino et al., Ann Oncol ‘18



IPD-based metanalysis: FOLFOXIRI/bev vs doublets/bev

Metanalysis of 5 random studies

N= 1697

OS: primary endpoint

No. Events Median OS
{months)
Control 851 591 245
0.8 = Experimental 846 527 289
E HR, 0.81; 95% CI, 0.72 t0 0.91;
= P < .001 (stratified by trial)
‘= 0.6
3]
=
o
| -
=04
w
. o o
o 5ys-0S: 22.3% vs 10.7%
0.2
|
1
|
0 12 24 36 48 60 72
Time (months)
Mo. at risk:
Control 851 677 377 169 b5 9 4
Experimental 846 704 445 190 60 15 2
Study or FOLFOXIRI + Bev Doublet + Bev HR IV,
Subgroup LogHR SE Total Total Weight, % Fixed, 95% CIl HR IV, Fixed, 95% CI
CHARTA -0.1972  0.1433 121 121 17.6 0.82 [0.62 to 1.09] —t
OLIVIA -1.0498 0.4222 41 39 2.0 0.35 [0.15 t0 0.30]
STEAM -0.1708  0.2534 93 95 5.6 0.84 [0.51 to 1.39] —_—
TRIBE -0.1791  0.1039 252 256 335 0.84[0.68 to 1.02] —
TRIBE2 -0.2009  0.0935 339 340 41.3 0.82 [0.68 t0 0.98] -
Total (95% Cl) 846 851 100.0 0.81[0.72 to 0.91] O
Heterogeneity: 12, 4.09; df = 4; P=.39; I = 2% T T T T T T
01 0.2 05 1 2 5 10

Test for overall effect: Z = 3.47; P=.0005

Favors FOLFOXIRI + Bev Favors doublet + Bev

Cremolini et al, J Clin Oncol ‘20



IPD-based metanalysis: FOLFOXIRI/bev vs doublets/bev

ORR: secondary endpoint

FOLFOXIRI + bev  Doublet + bev Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
CHARTA 79 121 69 121 14.9% 1.42[0.84, 2.38] -1 =
OLIVIA 28 41 23 39 4.7% 1.50[0.60, 3.75]
STEAM 67 93 59 95 10.2% 1.57 [0.85, 2.91] —
TRIBE 161 252 134 256  29.9% 1.61[1.13, 2.30] —
TRIBE2 210 338 171 339 40.3% 1.61[1.19, 2.19] ——
Total (95% CI) 845 850 100.0% 1.57 [1.29, 1.91] <
Total events 545 456
Heterogeneity: Chiz = 0.21, df = 4 (P = 1.00); 2= 0% =0_,| 0{2 0?5 ; 2 5 10:
Test for overall effect: Z = 4.54 (P < 0.00001) Favours control + bev Favours FOLFOXIRI + bev

RO resection rate : secondary endpoint

FOLFOXIRI +bev  Doublet + bev Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
CHARTA 16 121 14 120 148% 115054, 2.49] =
QLA 20 41 ] 3\ a8% 3T [.21,837
STEAM 15 a3 7 85 T1% 242094, 624
TRIEE 40 287 34 286 356% 119073, 1.89) —
TRIBEZ 48 334 35 240 J66%  1.44[090, 229 — &
Total (95% CI) B46 850 100.0% |1.48[1.12 1.99] 4
Total events 138 100
Heterogeneity: Chi*=4 .61, df=4(P=033); F=13% I I I I I I
Testfn?wergll effect £= EI.'M {F'£ 0.008) ' 01 0.2 0.8 2 i 10
Favours control + bev  Favours FOLFOXIRI + bev

Cremolini et al, J Clin Oncol ‘20



CAIRO-5: study design

Initially unresectable
CRLM

!
RAS / BRAFV600E
mutated and/or
right-sided primary

RAS / BRAFV600E
wildtype and
left-sided primary

A 4 y

Primary endpoint: PFS

Secondary endpoints:

OS, ORR, toxicity
RO/1 resection rates
postoperative morbidity

FOLFOX/FOLFIRI
+ bevacizumab

FOLFOXIRI + FOLFOX/FOLFIRI
bevacizumab + bevacizumab

FOLFOX/FOLFIRI
+ panitumumab

PO VAL sy i o ey ]

Punt et al, ASCO ‘22




CAIRO-5: results

- A Doublet+Beva

— B.Triplet+Beva Median follow up 41 months

FOLFOX/FOLFIRI + bevacizumab 9.0 months
FOLFOXIRI + bevacizumab 10.6 months

HR 0.77, 95% C1 0.60-0.99, p=0.038

T
2
>
|
o
3]
(0]
[0
L =N
*
c
S
w
)]
(0]
L
(o]
(@]
L=
o
e
(o]
=
g
(o]
j
a

Data on overall survival not yet mature

; . M M - ' ORR: 54% vs 33%, p<0.001
Number at risk (censored) Montie since: rndomization RO/] rESECtiOI‘I rate: 5]% AVA) 37%, p=0_02

A Doublet+Beva 147 101(0) 47 (0) 25 (1) 13(2)
B Triplet+Beva 144 122(0) 60(0) 31 (1) 21(3)

Punt et al, ASCO ‘22



IPD-based metanalysis: FOLFOXIRI/bev vs doublets/bev

"

etanalysis of 5 random studies
N= 1697

B)

Probability of survival

Subgroup of patients not undergoing RO resection

N=1458
10
N Events Median OS
] (months)
Control 751 553 22.303
06 | Experimental 707 490 25.724

Hazard Ratio 0.841 (95%CI 0.744 — 0.950)

04

00
0 12 24 36 48 60 72

Patients at risk

Months
751 578 292 123 29 7 3
707 567 332 125 41 9 1

Cremolini et al, J Clin Oncol ‘20



AtezoTRIBE study design

FOLFOXIRI+bev { SFU/LY 1 "

(up to max 8 cycles) +Bev

218
mMCRC pts

1st line
unresectable

MMR status
unselected

FOLFOXIRI+bev 5FU/LV
+atezo

"

+Bev ‘

Arm B

(up to max 8 cycles) +Atezo
INDUCTION MAINTENANCE
Stratification factors:
= Center
* P50vs1-2;
= primary tumor location (right vs left or rectum);
* Previous adjuvant CT ol-Ng _

W ¥

Primary endpoint: PFS J



Phase Il ATEZOTRIBE trial: FOLFOXIRI/bev/atezo vs FOLFOXIRI/bev

PFS: primary endpoint

AtezoTRIBE
100 + Group HR (80% Cl) Ewvents/Total Median (80% CI)
—_— Contral Reference 6073 11.5 (10.0-12.6)
Experimental 0.59 (0.56-0.85) 99145 13.1 (12.5-13.8)
90 Legrank P-value: 0.012 + Censor

Progression-free Survival (%)
3
1

40 =
30+
20 -
10 S
0 ) L) 1 1 T ) T
0 3 5] g 12 15 18 21
Months
No. at Risk (No. Cumulative Censors)
Control 73 (D) a9 (1) 59 (2) 44 (2) 32 (2) 21 (2) 10 (6) 718)
Experimental 145 (0) 133 (3) 121 (3) 103 (3) 83 (3) 57 (4) 36 (15) 17 (29)

Antoniotti et al, Lancet Oncol ‘22



PFS according to MMR status

100
90
pMMR Exp
80
3 : ’
< 70 ’
= pMMR Ctrl
1]
2
g 60 T HR 0-78 [80% CI 0-:62-0-97], p=0-071
N -
g
& 50 -
<
o S
0n - e
@ 40 :
Q
& L
se. TR
2 30- : 4
o e e,
P e Febote 1}
20 -
venaabias .
Group Events/Total Median (95% CI) + + +
— Control Group - dMMR 515 6.6 (4.5-27.5)
1049 .00t Control Group - pMMR 54/67 11.4 (9.6-14.2)
— Experimental Group - dAMMR 218 NE (NE-NE) Control Group - dMMR vs pMMR, HR 1.15 (95% CI 0.40-3.27)
-------- Experimental Group - pMMR 93/132 12.9(11.5-13.7) Experimental Group - dMMR vs pMMR, HR 0.19 (95%CI 0.05-0.78)
t  Censor
0 I I I I I
0 5 10 15 20 25
Months
No. at Risk (No. Cumulative Censors)
Control Group - dMMR 5(0) 3(0) 2(0) 1(0) 1(0) 1(0)
Control Group - pMMR 67 (0) 57 (2) 39 (2) 19(2) 77 4(10)
Experimental Group - dMMR 81(0) 81(0) 8(0) 8(0) 4(2) 2(4)
Experimental Group - pMMR 132 (0) 112 (3) 83 (3) 46 (4) 18 (22) 7(32)

Antoniotti et al, Lancet Oncol ‘22



PFS - subgroup analyses - pMMR cohort

Control Group Experimental Group

Subgroup Events/N (%) Events/N (%) HR (95% Cl) P Value

Age 0.394
<60 years 24/30 (80.0) 48/66 (72.7) 0.91 (0.56, 1.48) —=—]
= 60 years 30/37 (81.1) 45/66  (68.2) 0.68 (0.43, 1.07) =]

Gender 0.809
Female 24/31 (77.4) 44/56 (78.6) 0.73 (0.45,1.21) |—I—-—|
Male 30/36 (83.3) 49/76  (64.5) 0.80 (0.51, 1.26) =

ECOG PS 0.594
0 45/56 (80.4) 75111 (67.6) 0.75 (0.52, 1.08) HaH
1 911 (81.8) 18/21 (85.7) 0.95 (0.43, 2.12) |—'—|

Primary Tumor Site 0.935
Left colon or rectum 32/39 (82.1) 56/76  (73.7) 0.77 (0.50,1.19) =
Right colon 22/28 (78.6) 37/56  (66.1) 0.79 (0.47, 1.34) =

Surgery on Primary Tumor 0.555
No 21127 (77.8) 3352 (63.5) 0.69 (0.45, 1.05) ——

Yes 33/40 (82.5) 60/80  (75.0) 0.85 (0.49, 1.46) —=—]

Liver-Only disease 0.796
No 39/47 (83.0) 7195  (74.7) 0.79 (0.53, 1.17) -

Yes 15020 (75.0) 22137 (59.5) 0.71(0.37, 1.38) p—e—

Time to mets 0.070
Metachronous 4/8 (50.0) 1118 (61.1) 1.92 (0.61, 6.03) ———q
Synchronous 50/59 (84.7) 821114  (71.9) 0.67 (0.47, 0.95) HH

N. of mets sites 0.909
Single 19/27 (70.4) 30/57 (52.6) 0.74 (0.42,1.31) |—I——|
Multiple 35/40 (87.5) 63/75  (84.0) 0.77 (0.51,1.17) —

RAS and BRAF status 0.606
Wild-Type 7/9 (77.8) 14/20 (70.0) 0.68 (0.27, 1.68) | ———

RAS Mutated 39149 (79.6) 73102 (718) 0.83 (0.56, 1.23) e
BRAF Mutated 8/9 (88.9) 5/9 (55.6) 0.47 (0.15, 1.44) e |

T™MB 0.012
Low 3542 (83.3) 55/76  (72.4) 0.83 (0.54, 1.26) =
High 17 (100) 2/6 (33.3) 0.02 (0.01, 0.13) —

Immunoscore® IC 0.006
Low 29/36 (80.6) 53/64 (82.8) 1.20 (0.76, 1.90) I—-I—l
High 13/16 (81.3) 14/31 (45.2) 0.39 (0.18, 0.84) ——

T T T T T T T T
0.01 0.050.1 02505 15 3 6
«———————————— Fxperimental Group  Control Group —=»

Antoniotti et al, Lancet Oncol ‘22



TMB
Low
High
Immunoscore® IC
Low
High

PFS - subgroup analyses - pMMR cohort

(83.3)
(100)

(80.6)
(81.3)

(72.4)
(33.3)

(82.8)
(45.2)

0.83 (0.54, 1.26)
0.02 (0.01, 0.13)

1.20 (0.76, 1.90)
0.39 (0.18, 0.84)

0.05 0.1

0.25 0.5 15 3 6

Experimental Group  Control Group =—=»



classic Immunoscore vs Immunoscore IC

Immunoscore Immunoscore IC

CD8+ and PD-L1+ cell densities

What CD3+ and CD8+ cell densities ..
and proximity between them

Tumour core and invasive
Where ) Tumour core
margin

How IHC and digital pathology




PFS - pMMR cohort - subgroup analysis according to IS-IC status

100 — Group HR (95% Cl)  Events/Total Median (95% CI)
Control IS-1C High 1.22 (0.63-2.35) 1316 9.1 (6.7-NE)
-------- Control IS-IC Low Reference 29136 125 (10.7-14.9)
L Experimenal IS-IC High  0.41 (0.21-0.77) 14131 NE (13.5-NE)
a0 - L Experimenal IS-IC Low  1.16 (0.74-1.83)  53/64 109 (9.4-13.1)
; Logrank P-value: 0.003 Censor
80
)
=
S
= 701
(]
=
S 60
/2]
3
- -
= 50
c
2
1] -
o 40
(]
= -
g —
= 30 . Y
o y 3
20 - ERRRAT SEREL . RRY]
-
.
- e
10
0 T T T T T
0 5 10 15 20 25

Months

No. at Risk (No. Cumulative Censors)
Control 1S-1C High 16 (0) 12 (0) 7 (0) 5(0) 2(1) 0(3)

Control 15-IC Low ERNR] 24(1) 10(1) 3(5 3(5)
Experimenal 1S-IC High 27 (0) 23 (0) 18 (0) 9(8) 2(15)
Experimenal 15-I1C Low 64 (0) 55(1) 35(1) 16 (1) 5(7) 3(8)

Antoniotti et al, Lancet Oncol ‘22



Patient

ASSESSMENT OF CLINICAL CONDITION OF THE PATIENT

T T 1
Fit” Unfit” (but may be suitable) Unfit”
: I
Tl"e at men t N te n t GOAL FP + anti EGFR; FP + bevacizumab; reduced

aose u i doublet; anti-EGFR

[
Patients with

RAS/BRAF

I

- :
| clearly ,
\  resectable !
' metastases !

RAS wt RAS mt BRAF mt RAS wt RAS mt BRAF mt
Left sided:

Primary location

Left sided: Combination CT + CT triplet + c : CT doublet + CT triolet +
CT doublet” + anti-EGFR bevacizumab bevacizumab o dOUF?iI\;tlt ;;23 =GHH bevacizumab l bevacisumab

CT doublet’+
bevazizumab

Right sided:
CT triplet/doublet’+
bevacizumab

* According to primary location and RAS/BRAF status

Yoshino et al., Ann Oncol ‘18



Doublets + Bev
MNo. Events of

FOLFOXIRI + Bev
Mo. Events of

FOLFOXIRI/bev vs doublets/bev - Subgroup analyses

Subgroup Total (%) Total (%] HR (95% CI) P

Intention to treat population 591 of 851 (69.4) 527 of 846 (623} 0.81(0.72 to 0.91) HIH

ECOG PS 855
0 441 of 656 (67.2) 398 of 667 (59.7)  0.82 (0.711t0 0.94) -
1-2 149 of 192 (77.6) 126 of 175 (72.0)  0.88 (0.69 to 1.12) —

Age, years A92
<70 493 of 722 (68.3) 436 of 707 (61.7)  0.82(0.72 to 0.94) -
> 70 98 0f 129 (76.0)  910f 139 (65.5)  0.72(0.54 0 0.97) ——

Sex 533
Male 376 of 518 (72.6) 307 of 489 (62.8)  0.80 (0.68 to 0.93) =
Fernale 215 of 333 (64.6) 220 of 357 (61.6)  0.87 (0.72 to 1.05) =

Liver only 665
No 441 of 696 (74.0) 358 of 543 (65.9)  0.81(0.70 to 0.93) !
Yes 150 of 254 (59.1) 168 of 300 (56.0)  0.85 (0.68 to 1.06) =]

Time to metastases A08
Metachronous 83 of 130 (63.8) 57 of 130 (43.8) 0.69 (0.49 to 0.96) A
Synchronous 608 of 720 (70.6) 470 of 716 (656.6) 0.82(0.72 to 0.93) e

Previous adjuvant .296
No 552 of 790 (69.9) 492 of 782 (62.9)  0.79 (0.70 to 0.90) H-
Yes 390f61 (63.9) 350f63 (55.6) 1.04(0.66 to 1.65) ——

Primary resection 623
No 284 of 386 (73.6) 267 of 400 (66.8)  0.77 (0.65 to 0.91) =]
Yes 307 of 465 (66.0) 260 of 445 (58.4)  0.82 (0.69 to 0.97) =]

Tumor site 656
Right 185 of 255 (72.5) 193 of 295 (65.4)  0.79 (0.64 to 0.97) —=—
| eftractum 67 of B3R (GRB) 317 of 496 (63 9) 083072t 097) !—I—

RAS and BRAF status 337
RAS-BRAF wt 107 of 172 (62.2)  990f 177 (55.9) 0.83(0.63to 1.10) =]
RAS mut 316 of 430 (73.5) 289 of 422 (68.5)  0.82 (0.70 to 0.97) —=—
BRAF mut 430f54 (79.6) 530f61 (86.9) 1.11(0.75t0 1.73) F—1—

Site-RASIBRAF 320
Right-RAS/BRAF wt 210f31 (67.7)  21ofdd4 (47.7)  0.44(0.22 to 0.88) I
Right-RAS mut 110 of 149 (73.8) 113 of 168 (67.3)  0.80 (0.62 to 1.05) ——
Right-BRAF mut 330f40 (825) 340f39 (87.2) 1.04(0.63t0 1.72) ——
Left-RAS/BRAF wt 79 0f 134 (59.0)  780f 132 (59.1)  0.97 (0.71to 1.33) 1
Left-RAS mut 199 of 273 (72.9) 173 of 250 (69.2)  0.85(0.69 to 1.05) F——
Left-BRAF mut 90f13 (69.2) 190f22 (864) 1.77(0.78to4.01) | I

o.|25 0r5 1 15 2 3
«<«—FOLFOXIR! + Bev Doublets + Bev——>

Cremolini et al, J Clin Oncol ‘20



FOLFOXIRI/Bev vs FOLFOX/bev in BRAF mut mCRC according to primary tumor site

Subgroup analysis of the TRIBE2 study

FOLFOX FOLFOXIRI FOLFOX FOLFOXIRI
[bev [bev [bev /bev

~ Subgroup Level (n) (n) (event) (event)  Pp.value P interaction _ Hazard ratio (95%Cl)
BM subtype BM1 1 13 1 11 0.12 0.29 _— 0.51 (0.22-1.18)
BM2 1" 1 10 10 0.98 _I|-— 0.99 (0.41-2.38)
Whnt activation LD 10 9 10 9 09 0.28 —|I— 1.06 (0.43-2.63)
LI 12 15 11 12 015 —l—| 054 {0 24-1 24)
Primary tumor site  left colon or rectum 5 8 4 7 0.29 0.05 = 1.96 (0.56-6.78)
right colon sy 16 17 14 0.04 e 0.47 (0.23-0.97)
Gender F 12 11 11 10 0.97 0.08 —_— 0.99 (0.42-2.33)
M 10 13 10 11 0.02 —_— 0.32 (0.13-0.81)
ECOG performance 0 20 16 19 13 0.36 <0.01 0.50 (0.11-2.19)
1 2 8 2 8 <0.01 —a——s 5.39(2.09-13.94)
Surgery at baseline no 3 6 3 6 0.89 0.42 B 1.11 (0.28-4.46)
yes 19 18 18 15 0.13 —_— 0.59 (0.29-1.17)
Semplified score low 7 8 7 7 0.01 0.09 -_—— 0.23 (0.08-0.71)
high 2 7 2 6 0.69 - 1.38 (0.27-6.96)
intermediate 12 9 1 8 0.96 —_— 0.98 (0.39-2.43)

"o

vy T T T
FOLFOXIRI/bev FOLFOX/bev

Moretto et al, Eur J Canc ‘21



FOLFOXIRI/Bev vs doublets/bev in BRAF mut mCRC according to primary tumor site

Pts selected according to ECOG PS and age criteria from the real-life BRAF BeCool dataset
N= 296

Doublets/bev FOLFOXIRI/bev P value
Subgroup events/N (%) events/N (%) HR (95% Cl)
Progression-free survival
Sidedness 0.010
Right 91/107  (85.0) 56/72  (77.8) 0.57 (0.41, 0.80) ——
Left 53/64  (82.8) 43/52  (82.7)  1.15(0.76,1.73) —m—
ECOG-PS 0.107
0 95/116  (81.9) 81/100 (81.0)  0.86 (0.64,1.16) -
1-2 50/56  (89.3) 18/24  (75.0) 0.59 (0.34, 1.01) ——a—
Overall survival
Sidedness 0.003
Right 79/107  (73.8) 47/72  (65.3) 0.68 (0.47, 0.97) ——
Left 44/64  (68.8) 40/52 (76.9)  1.58(1.02,2.45) —m—
ECOG-PS 0.714
0 80/116  (69.0) 69/100  (69.0) 1.07 (0.77, 1.48) ——
1-2 44/56  (78.6) 18/24  (75.0) 0.93 (0.53, 1.62) b——
T T T T T
0.25 0.5 1 2 3 4

~<—FOLFOXIRI/bev Doublets/lbey ———m@8@ ™ ————>

Moretto et al, Br J Canc ‘22



Pat lent ASSESSMENT OF CLINICAL CONDITION OF THE PATIENT
1 1 1
Fit” Unfit” (but may be suitable) Unfit”
. I
Treatment intent GOAL FP + anti EGFR; FP + bevacizumab; reduced
aose u i doublet; anti-EGFR
SN | | ? |
RAS/BRAF ¢ Patients with OMD Cytoreductior} (Shrinkage)* Disease control (Colntrol of progression)
. clearly o
| resoctable ! MOLECULAR PROFILE MOLECULAR PROFILE
. Metastases | I : 1 I : 1
: RAS wt RAS mt BRAF mt RAS wt RAS mt BRAF mt
Primary location ..
V4 Leftcsided: Combina}tion CT + CT triplet + ot doult;gttcsldaest.i.EG - T r—
cT douFl{)Iert1 + :n(tji-EGFR bevacizumab bevacizumab I bevacizumab l bevacizumab
ight sided!: CT doubl tc'
CT tripletidoublet”s FOLFOX(IRI)+bev [y FOLFOX(IRI)+bev

bevacizumab |

* According to primary location and RAS/BRAF status

Yoshino et al., Ann Oncol ‘18



Phase Ill KEYNOTE 177 trial: pembro vs doublet/biologic in dMMR

PFS: co-primary endpoint QOL: secondary endpoint

100 . . 25
Hazard ratio for progression or death .
’ -e- Pembrol b
90 0.60 (95% Cl, 0.45-0.80) emprolicuma
20 P=0.0002 20 -4~ Chemotherapy
70 15—

Pembrolizumab
P
J IMPROVEMENT

l DECLINE

Patients with Progression-free
Survival (%)
w1
?

Chemotherapy

LSM (95% Cl) Change From Baseline

10
O T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48
Months
No. at Risk
Pembrolizumab 153 96 77 72 64 60 55 37 20 7 5 0 0
Chemotherapy 154 100 68 43 33 22 18 11 4 3 0 0 0 20 | T T r T | | |

Week 0 Week 2/3 Week 6 Week9 Week 12 Week 18 Week 27 Week 36 Week 45

Study Visit

ORR: secondary endpoint

Andpré et al, Lancet Oncol ‘21
43.8% vs 33.1%, p=0.028

André et al, N Engl ] Med ‘20



Phase Ill KEYNOTE 177 trial: pembro vs doublet/biologic in dMMR

Overall survival (%)

Number at risk
(number censored)
Pembrolizumab group
Chemotherapy group

100
90-
80-
70—
60-
50+
40~
30+
20—
104

OS: co-primary endpoint

Cross-over rate to an anti-PD1/PDL1 of 60%

Events, n Median (95% Cl),  Hazard ratio
months (95% Cl)
—— Pembrolizumab group 62 NR (49-2-NR)

—— Chemotherapy group 78

36-7 (27-6-NR)

0-74 (0-53-1-03)

Pre-specified one-sided alpha of 0.025

p=0-036 required for superiority of Pembro

153 (0) 134(0)
154 (4) 137 (4)

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Time since randomisation (months)

123(0) 119(0) 112(0) 107(0) 104(0) 101(0) 97(2) 92(23) 70(45) 48(64) 28(75) 16(78) 4(91) 0(91)

121(5) 110(6) 99(6) 95(6) 88(6) 85(6) 79(9) 71(24) 53(41) 36(58) 18(65) 11(73) 3(76) 0(76)

Diaz et al, Lancet Oncol 2022



Phase Il CheckMate142 trial: nivo3+ipil in first-line MSI-high

2L+ monotherapy
cohort (N = 74) Cohort 1
_ 5 NIVO3 Q2w

* Histologically Primary endpoint:
confirmed 2L+ combination = ORRe per investigator

metastatic/ cohort (N = 119) Cohort 2 assessment (RECIST v1.1)
recurrent CRC NIVO3 + IPI1 Q3W

R e oL  CLher key endpoints:

« MSI-H/dMMR « DCR,? DOR, PFS (all per
per local . investigator and BICR);
laboratory 1Lhc0|:1br:n_at‘1?jn 0S; safety
cahort: (N = 45) Cohort 3
NIVO3 Q2W + IPI1 Q6W?
Cohort 1 Cohort 2 Cohort 3
2L+ NIVO= | 2L- NIVO < 1Pl | 1L NIVO + IPIe
100__ Cohort 1 Cohort 2 Cohort 3 OS 'N:T") (N:119} I:N:45}
904 ] 2L+ NIVO* 2L+ NIVO + IPIE | 1L NIVO + IPI® 100+ : 5 m MR
(N=74) (N=119) (N = 45) Median 05, mo .
804 90 95% Cl 20.9-75.1 NE NE
Median PF5,* mo 13.8 MR NR
70 95% CI 4.7-38.2 32.8-NE 28.8-NE 80+ ILNNVO +PI 72% e
& 601 HAe by :.}]u 168 213 NIVO + 1P
— o - | T1% 168% + HIVO +
= 504 : e 2L+ HIVO + IPI & 60 ; |
h : 2 o 507 : i
a 40+ : 8 0. ; " 2L+ 1IVO
30+ 136 1348 = R ’ i ' -
i i 2L+ HIVO 30 : :
20+ ! 1 | !
! : 204 ! :
107 | E 10 i i
0 T T T T T T T : T : T T T T 1 0 i i
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Months
Mo. at risk No. at risk Months
Cohort 1 74 41 36 29 26 25 23 22 21 18 8 4 7 4 ] Cohort 74 60 51 48 43 4 40 39 36 34 34 34 13 | 4 0
Cohort2 119 86 80 74 65 39 36 53 49 46 40 7 0 0 0 Cohort2 119 107 101 92 89 89 85 83 83 80 76 23 14 ] 0 0
Cohort3 45 35 29 27 25 13 19 18 10 1 0 0 0 0 0 0 Cohort3 45 40 36 35 34 2 3 3129 11 0 0 0 0 0

Overman et al, ASCO Ann Meet 2022



Combo ICls better than IClI monotherapy in first-line MSI-high?

: - CheckMate 8HW

Screening

NIVO monotherapy?

» Recurrent or mCRC

» Known MSI-H/dMMR status by Post-treatment
. NIVO + IPI?
local testing follow-up

» ECOG performance status 0 or 1

N = 831

Investigator’s choice
chemotherapy®

3Patients with = 2 prior lines are randomized only to the NIVO or NIVO + IPI arms; ®Patients receiving investigator’s choice chemotherapy are eligible to receive NIVO + IP| upon progression.
R, randomization. NCT04008030

Dual primary endpoints®

PFS by BICR (NIVO + IPI vs NIVO across all lines)

PFS by BICR (NIVO + IPI vs chemotherapy in the first-line setting) M K C08
Pembrolizumab 400 mg IV Q6W
Chemotherapy-refractory

* MSI-H/AMMR )
- Measurable disease per Pembrolizumab 400 mg IV Q6W Treatment for up to Survival follow-up

RECIST v1.1 by BICR uﬁ:gé:er; ':L;ngxli’cli?&
S Ly mma Withdrawal from study,
or CR per RECIST v1.1 Second-course retreatment with

by 2 tumor scans investigational therapy® or
24 weeks apart® pembrolizumab monctherapy

n=120

Key Eligibility Criteria
- Stage IV mCRC

Cohort B R _Coformulated )
Previously untreated s Favezelimab/Pembrolizumab

for metastatic disease S 800 mg/200 mg IV Q3W

NCT04895722

Coformulated
g Vibostolimab/Pembrolizumab
200 mg/200 mg IV Q3W

MK-4830 800 mg +

Pembrolizumab 200 mg IV Q3W




Does chemo + bevacizumab add something?

NRG GI004/SWOG 1610

NRG GI004/SWOG 1610 Atezolizumab
s (Arm 2: Single Agent)
dMMR/MSI-H mCRC without

prior systemic treatment for
metastatic disease "
(N =211)

Pl: (SWOG): Michael Overman, MD mFOLFOX6/Bevacizumab +

Pl: (NRG Oncology).Caio Max Sao Pedro Rocha Lima MD Atezolizumab

Arm 3: Combination NCT02997228




Clearly resectable mets?

\ 4 \ 4

yes no

Peri-operative 1
chemo®

Mismatch repair (MMR) or
microsatellite status

Surgical resection
+/- locaoregional tx

Peri-operative \ 4 v
chemo® pMMR dMMR
- ° not in dMMR/MSI-H? or MSS or MSI-H
“adjuvant”
chemo 1 1
Fit for combo CT? Immunotherapy
|

1 |

no yes

|
} } ] ] ]
Left-sided & Left-sided & Right-sided and/or
FOLFOXIRIS plus bev FOLFOX plus bev
Doublet plus bev FOLEOXIRIS plus bev.

5FU/LV plus 5FU/LV or. cape
anti-EGFR plus bevacizumab
§ only if <75 years old (71-75 years old with ECOG Performance Status 0); * mainly if right-sided.




Is anything missing?




Molecularly defined subgroups and targeted treatments




. on the horizon

RAS mut (KRAS G12C)
Wild-type

BRAF V600E mut

MSI

BRAF non V600 mut

PIK3CA/PTEN mut

MET amplification Phase I" BREAKWATER stUdy

HER2 amplification

Patients who have not
received prior systemic
treatment for mCRC

Gene fusions

Phase 3

POLE mut

ArmA
(n=290)

Control
(n=290)

ArmB
(n=290)

Encorafenib +
cetuximab + FOLFIRI
or mFOLFOX6*

Encorafenib +
cetuximab

FOLFIRI, mFOLFOX6,

FOLFOXIRI, or CAPOX*
+ bevacizumab

NCT04607421



But... on the horizon

RAS mut (KRAS G12C)

Wild-type

BRAF V600E mut

MsI

BRAF non V600 mut
PIK3CA/PTEN mut
METATINERHEH Phase Il SEAMARK studynew al

HER2 amplification

Gene fusions
Patient Population Randomlfed Tape R
POLE mut N=104

— Triplet Arm (Arm A
* Previously untreated Stage IV mCRC - !m::,:“. (30t(> mg QD))o
Sel — Cetuximab (500 mg/m? Q2W) +
* Documented BRAF V600E mutation c® ™[ 1reat until disease
and MSI-H/dMMR status as g § N =52 progression,
previously determined by local g S unacceptable toxicity,
laboratory assays withdrawal of
_§ g consent/assent, or
h
+ Measurable disease per RECIST v1.1 S Control Arm (Arm B) — de;:c;:'::::rﬂ
< & Pembrolizumab (400 mg IV Q6W up to 24 months)
— N=52

Qcospssx /
v

Post Treatment
PFS per investigator according to RECIST v1.1 e
+ Disease Follow-up
(until PD, if applicable)
Secondary Endpoints 0S, OR, DOR, Safety/tolerability, central * Survival Follow-up
confirmation of BRAF/MSI status, PROs (every 12 weeks)

NCTO05217446




But... on the horizon

RAS mut (KRAS G12C)

Wild-type

BRAF V600E mut

MsI

BRAF non V600 mut

PIK3CA/PTEN mut
MET amplification ¥ - D D 4+
Phase Il IOUNTAINEER-3 study
HER2 amplification
Cane'fusions Study Population
Measurable disease per RECIST 1.1
POLE mut ECOG P5(0-1

HER2+, RAS wild-type, Metastatic CRC, no pricr treatment in the metastatic setfing,
but may have received adjuvant treatment if completed =& months prior to enrollment (Cycle 1 Day 1)

h 4

Randomization*

11
) 4 v
Tucatinib Experimental Arm Standard of Care Control Arm
Tucatinib 300 mg PO BID mFOLFOXE (Q2W), or
Trastuzumab & mg/kg loading dose, then 6 mg/kg IV (Q3W) mFOLFOX6 (Q2W) + bevacizumab [Q2W), or
mFOLFOXE (Q2W) mFOLFOXE (Q2W) + cetuximab (QW)

Primary endpoint: PES

NCT05253651



Thank you!




