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Selecting an appropriate upfront treatment is a
cornerstone in the therapeutic pathway of mCRC patients

Anti-EGFR vs -VEGF mAD in first-line treatment for patients with RAS WT mCRC
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Right versus Left: Molecular make-up
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Primary Tumour Location

WT RAS (pooled) Total LEFT

Total RIGHT

0S8
HR (95% CI), right vs left 0.75 (0.67-0.84) 1.12 (0.87-1.45)
P-value < 0.001 0.381
Favours CTx + anth-EGFR Favours CTx £ bevacizumab
HR psaracton (95% CI) 1.50(1.19-1.88)
P-value Hme' P < 0.001
PFS
HR (95% CI), right vs left 0.78 (0.70-0.87) 1.12 (0.87-1.44)
P-value < 0.001 0.365
| Favours CTx + anthEGFR Favours CTx £ bevaczumab
HR pgeracton (95% CI) 1.43(1.14-1.80)
. Pwvalue HR s acton! P = 0.002
ORR
OR (95% Cl), right vs left 2.12 (1.77-2.55) 1.47 (0.94-2.29)
P-value < 0.001 0.089
Favours CTx + anti-EGFR Favours CTx + anti-EGFR
OR psencten (95% Cl) 0.69 (0.46-1.04)
P-value ORumeton' | P =007

HR <1 favours CTx « o EGFR; HR > 1 favours CTx = bevatizumab
OR> 1 favours CTe » s EGFR; OR < 1 faveurs CTx = bevacizurmab

D. Arnold. Annals of Oncology 2017
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Panitumumab plus mFOLFOX6 versus Bevacizumab
plus mFOLFOX6 as first-line treatment in patients with

RAS wild-type metastatic colorectal cancer:
results from the phase 3 PARADIGM trial

Patients with RAS WT mCRC

* Unresectable disease

* No previous chemotherapy®

* Age: 20-79 years

« ECOG performance status 0-1
« Atleast 1 evaluable lesion

* Adequate organ function

+ Life expectancy 2 3 months

N=823

R
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Panitumumab vs Bevacizumab Added to Standard First-line

Chemotherapy and Overall Survival Among Patients With RAS Wild-type,

Left-Sided Metastatic Colorectal Cancer
A Randomized Clinical Trial

Panitumumab

+mFOLFOX6"

L Bevacizumab

+mFOLFOX6"

Primary endpoint
* OS: left-sided® population; if significant,
analyzed in overall population

Secondary endpoints

+ PFS, RR, DOR, RO resection:
left-sided® and overall populations

« Safety: all treated patients

Exploratory endpoints
+ ETS, depth of response, DCR:
left-sided* and overall populations

Takayuki Yoshino. ASCO 2022

Jun Watanabe et al. JAMA 2023; 329(15):1271-1282.
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Primary Endpoint-2; Overall Survival in Overall Population
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with events mo (95% CI)
Panumuamad phus mFOLFORE (n=312) 217 (69.6) 13.1(116-14.5)
Bevatremad phus mFOLFORE (0= 290) 2M(6T) 1113115

Haraed 1200 o dease

Progresson of death,
100(95% 0, 083-1 20

¥ & 58

Progresson-free sur el

Pertestage of pitwety with

Progreveon of Gesh,
105(95%0,09%-1.2¢4)

progression-¥ee srvval

Permeatage of patients wih

Owerall stwdy popetanion ParnsOpanes with rghe - Sded bumonrs
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mFOLFOX6 mFOLFOX6
Participants with left-sided n=312
primary tumors
Response rate, No./total (%)  247/308 (80.2) 3% 197/287 (68.6)
[75.3-84.5) [62.9-74.0)
Overall population® n =400
Response rate, No./total (%)  295/394 (74.9) 267/397 (67.3)
(70.3-79.1) [62.4-71.9)
Participants with right -sided n=84
primary tumors
Response rate, No./total (%)  45/82 (54.9) T8¢ 65/103 (63.1) ¥
[43.5-65.9] [53.0-72.4)
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Jun Watanabe et al. JAMA 2023; 329(15):1271-1282.
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Metastatic colorectal cancer: ESMO Clinical Practice Guideline for diagnosis,
treatment and follow-up
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A. Cervantes. Annals of Oncology 2023; 34 10-32

Primary tumour location has emerged as a crucial driver in the

treatment algorithm of mCRC

- NCEN Version 4.2023 e
= Colon Cancer —
P‘II - UM 8 A TR B I RART O AR O LA A B A
-
T wa—— wa
——-— FOLrORt .
-
CARTET o b Wd? -
Vi) - et @ ——
B —— 9 e ey
-~
»0- i
PO o b bt -
-'u B bt o ittt { * s LI NTrE )
ey
-
FOLIBEROE™" ™ o v — - p— SN




Primary tumour side as a driver for treatment choice in
RAS wild-type metastatic colorectal cancer patients: a

systematic review and pooled analysis of randomised

trials

Fig 1 Coment agee, Logend wi, wildiype. N, sunber
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D. Rossini. European Journal of Cancer 2023 (184): 106-116
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Corroborates the role of the primary tumour location in the choice of the upfront therapy for RAS wt mCRC patients,
leading to strongly recommend anti-EGFRs in left-sided tumours and to prefer bevacizumab in the right-sided

In terms of ORR: the suboptimal activity of anti-EGFRs in right-sided patients.
These results challenge the recommendation provided by the latest version of the ESMO guidelines
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Assessment of colorectal cancer molecular features $ 3
along bowel subsites challenges the conception of i ::
distinct dichotomy of proximal versus % :
distal colorectum (y
&
Mai Yamauchi. Gut 2012 j
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Exact Primary Tumor Location in mCRC: Prognostic Value and - -1
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Patients with RAS and BRAF wild-type mCRC and a primary
tumor located in the left colon are considered suitable candidates
for first-line anti-EGFR treatment in combination with
chemotherapy

Despite this SELECTION of patients,

resistance to anti-EGFR agents still exists.....




Valentino study D O

Negative Hyperselection of Patients With RAS
and BRAF Wild-Type Metastatic Colorectal
Cancer Who Received Panitumumab-Based
Maintenance Therapy
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Higher rate of PRESSING positivity in right-sided
tumors (37.9%) versus left-sided ones (22.3%; p =.07).
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Negative hypersclection of clderly patients with RAS and BRAF wild fypc

melastatic colorectal cancer receiving initial panitumumab plus FOLFOX or

5-FU/LV
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o A mod ion of h lected cc h
Negative Ultraselection of Patients With intr?:\(s)ice:ésll?gfapnocr:ggtznti);?leyriierisg\ebyn;ven r::er
[ ] .
RAS/BRAF Wild-Type, Microsatellite-Stable : :
X ’ -t genomic alterations
Metastatic Colorectal Cancer Receiving 15% (28% R-13% I)

Anti-EGFR-Based Therapy

SALAT Time Sece Sant of Trestment (montha) Time Snce Start of " restment fmant)
A

¥ orsd
rors PFS 0s

A1 mPFS, Months HR mOS, Months HR
v Patient Subgroup (85% CI) (85%CI) P (85% C1) (85%C1) P

o Left-sided/PRESSING2-negative 12,9 (11.6 1o 14.5) Ref <001 51.2(47310NA) Sl Ref < .001
paR Left-sided/PRESSING2-positive 6.5 (4.7 t09.4) 389 (2.31 1o 6.55) 280 (188to NA) 2.68 (1.28to 5.60)

s Right-sided/PRESSING2-negative 9.4 (7.0 1o NA) 137 (0.76 to 2.46) 27.7 (22.2to NA) 2.81 (1.30 to 6.08)

g Right-sided/PRESSING2-positive 63 (5910 NA)  9.14 (347 to 24.06) 18.1 (168 to NA) 9.90 (3.33 to 29.45)

Giovanni Randon. JCO Precis Oncol 2022 (6)
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Negative hyperselection of patients with RAS wild-type

metastatic colorectal cancer for panitumumab:
A biomarker study of the phase |l PARADIGM trial
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« Hyperselection status (all negative vs gene altered [any positive biomarker]) was
correlated with OS, PFS, and RR in the PARADIGM study population K. Shitara. ASCO-GI| 2023




* cIDNA status was evaluable in 91% (733/802) of patients (Figure 2; Figure 3)

— 28% of patients had at least 1 gene alteration

- 72% of patients had no gene alterations and were classified as hyperselected

patients

« \When stratified by primary tumor sidedness, any gene alteration was delecled in
21% of patients with left-sided mCRC and 50% of patients with right-sided mCRC

Number of genetic alterations ctDNA

Pantumumab
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Survival outcomes in the overall population analyzed for ctDNA

Gene Altered

mOS, months (5% CI)
Paniturmumab 100 (8230

avaZUMab 2Z2{W91

Hyperselected
mOS, months (95% C1)

Panturmumab 41.3(37.1-48.1)

Hevasumad M4 3407
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Survival outcomes in the left-sided population analyzed for ctDNA

Hyperselected Gene Altered
mOS, months (96% CI) mOS, moeihs (95% C1)
BNBETIINSD 42 1(369-406) Panitumumab 236 (175-309)
Bevacuumab y(31.6-414) Bevaczrumab 24205809

HR 0.76 (95% C1. 0 61-0 54)

HR 1.10 (95% CI, 0.72-1.66)
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Survival outcomes in the right-sided population analyzed for ctDNA

Hyperselected Gene Altered
mOS, months (95% ClI) mOS, months (95% CI)
Pantumumab B (285-8522) Panaumumab 141 (11.3-187)
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HR 0.82 (85% Cl. 0.50-1.35) HR 1.33 (95% CI. 0.84-2 11)
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Gene alteration status, n (%) Left-sided mCRC (n=554)

MSI-H or RAS/BRAF mutation
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Co-occurring gene alterations by tumor sidedness

Incidence of gene alterations in baseline ctDNA
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. Overall survival by MSS/MSI and RAS/BRAF status in left-sided mCRC

MSSMSIL and RAS'BRAF WT
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Overall survival by MSS/MSI and RAS/BRAF status in right-sided mCRC
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Mutational Analysis of Patients With Colorectal ONCOLOGICOS: 1P

Cancer in CALGB/SWO0G 80405 Identifies New Roles

of Microsatellite Instability and Tumor Mutational
Burden for Patient Qutcome

Without Event (%)

MSI-H
Arm Events/Total Median (96% C1)
— Bovacirumab 1 200123610 NE)
— Cotuximab 1516 1MNS(1W03t0 248
- Bovacirumab and cotuximab 1415 215016410 41.1)
Log-rank P value: 0014 + Cansor
L] L] L] L L L] L} Ll
12 24 36 48 60 72 84 96
Time From Study Entry (mo)

F. Innocenti. JCO 2019; 37:1217-1227.
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treatment efficacy of FOLFIRI plus Cetuximab ONCOLOGICOS: oc™

. Influence of baseline liquid biopsy results on first-line
in patients with tissue RAS-WT mCRC

Data of the phase lll FIRE-4 study (AlO KRK-0114):

FIRE-4: Subject Disposition
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FIRE-4: Effect of baseline liquid biopsy result on survival

Progresaion free survivel (FS)
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FIRE-4: Effect of treatment arm on survival
RAS/BRAF wild-type population (n=432)
Progresson-free survival (PFS)
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Circulating Tumor DAA to Drive Trestment I Metastatic
Colorectal Cancer

| ongMutrmel cOAA morierrg
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ctDNA is regarded as an exquisite tool for the detection of these additional biomarkers of resistance, by
comprehensively capturing heterogeneity together with a higher sensitivity for minor clones

ctDNA characterization might improve selection for anti-EGFR.

Giorgio Patelli. Clin Cancer Res 2023;29:4530-9



TPS3636 Poster Session

Phase |ll study to compare bevacizumab or cetuximab plus FOLFIRI in patients with
advanced colorectal cancer RAS/BRAF wild type (wt) on tumor tissue and RAS FoLR
mutated (mut) in liquid biopsy: LIBImAD Study. .
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aROUr 2




HITOS
ONCOLOGICOS: o "

Hyperselection rather than tumor sidedness may identify appropriate
patients for first-line antiEGFR

Liquid biopsy performed at baseline, may refine the molecular selection of
patients with highest likelihood of benefit from EGFR blockade as
compared with tumor tissue profiling alone
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CMS classification may provide a path toward identifying patients with metastatic CRC who are most likely to
benefit from specific targeted therapy as part of the initial treatment

CMS2 - Canonical 37%
High chvomosomal instabilty
Mcrosatelne stabe

CMS3 - Metabolic 13%

aGuinney J. Dienstmann R et al. Nat Med 2015
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Impact of Consensus Molecular Subtype on
Survival in Patients With Metastatic Colorectal
Cancer: Results From CALGB/SWOG
80405 (Alliance)
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Consensus molecular subgroups (CMS) of colorectal

cancer (CRC) and first-line efficacy of FOLFIRI

plus cetuximab or bevacizumab in the FIRE3 (AIO

KRK-0306) trial

Right-sided RASwt tumors showed a higher

prevalence of CMS1 (27% versus 11%) and a

lower prevalence of CMS2 (28% versus 45%)
than left-sided RASwt tumors
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Consensus Molecular Subtypes as
Biomarkers of Fluorouracil and Folinic Acid
Maintenance Therapy With or Without
Panitumumab in RAS Wild-Type Metastatic
Colorectal Cancer (PanaMa, AIO KRK 0212)
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Explaining the unexplainable: discrepancies in results from
the CALGB/SWOG 80405 and FIRE-3 studies

Dan Aded g Sebastion Stintzé W Voker Henemann Lancet Oncol 2019 20: 0274 83

Proper interpretation of the CALGB/SWOG 80405 and FIRE-3 results requires an in-depth examination
of the complex interplay, not only between the targeted biologacal agents and chemotherapeutic drugs, but
also between therapies and the tumour biology and mucroenvironment, for each hine of treatment.
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Oinical Studien

Molecular subtype-specific efficacy of anti-EGFR therapy in
colorectal cancer is dependent on the chemotherapy backbone
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Assoclations between Al-Assisted Tumor Amphiregulin
and Epiregulin IHC and Outcomes from Anti-EGFR
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Towards Multiomics-Based Dissection of Anti-EGFR NE——
Sensitivity in Colorectal Cancer ‘

Giovanni Randon and Filppo Pietrantomio
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Both AREG/EREG overexpression and molecular hyperselection are emerging as
the most promising biomarker-enrichment strategies to further refine the
personalization of EGFR inhibition in mCRC

Patients with right-sided and high AREG/EREG expression do exist and represent a relatively small molecular subgroup at
risk of being neglected and who may still derive a benefit from the upfront use of anti—-EGFR-based therapies.

Giovanni Randon and Filippo Pietrantonio. Clin Cancer Res 2023;29:4021-3



TPS3633: A biomarker enrichment trial of anti-EGFR agents in right primary tumor

location, RAS wild-type advanced colorectal cancer - ARIEL ISRCTN 11061442

Registration: Previously untreated right PTL aCRC

Enther RAS- wt or RAS wnknown
(440 patierts)
i
Central EREG/AREG blomarker testing
(and RAS and BRAS testing if required)
4 |
( ! i
RAS-wt RAS wt
: EREG/AREG- how EREG/AREG-togh
- Selecting patients with RAS wild type advanced colorectol cancer Randomization
ond right primary tumour location for effective onti-EGFR treatment (162 patients)
therapy off-trial : :
Dol of dote Chemo » ati-EGFR MM
"r ot yuus (81 patierts) (81 patients)

Primary endpolmt:
Early tumour shrinkage at B weeks

Christopher Williams. ASCO 2022



MOLECULAR SELECTION:
RAS-BRAF wt and MSS
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