Vectibix® and RAS Biomarker
Information

This Physician Education Brochure explains the
importance of determining RAS tumour status prior to
prescribing Vectibix®

Approved Vectibix® Indication?

Vectibix® is indicated for the treatment of adult patients
with wild-type RAS metastatic colorectal cancer (mCRC):

¢ in first-line in combination with FOLFOX or FOLFIRI

¢ in second-line in combination with FOLFIRI for
patients who have received first-line fluoropyrimidine-
based chemotherapy (excluding irinotecan)

e as monotherapy after failure of fluoropyrimidine-,
oxaliplatin-, and irinotecan-containing chemotherapy

regimens

The combination of Vectibix® with oxaliplatin-containing
chemotherapy is contraindicated for patients with mutant
RAS mCRC or for whom RAS mCRC status is unknown 1
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The importance of RAS as a predictive biomarker: selecting

the patients who may benefit from Vectibix®

The RAS genes (KRAS and NRAS) are found in two forms: mutated and wild-type (non-mutated)l'2

e Vectibix® in combination with FOLFOX chemotherapy has shown a detrimental effect on survival in
patients whose tumours carry mutated RAS compared to FOLFOX alone™®*

e Vectibix® has no beneficial effect as a monotherapy and in combination with FOLFIRI in patients with

mutant RAS tumours®

e  Conversely, patients whose tumours carry wild-type RAS may benefit from Vectibix

®1,3,5,6

Mutated RAS:
~50% of patients”

Wild-type RAS:
~50% of patients”
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No benefit with Vectibix®
Detrimental effects with

Potential benefit
with Vectibix®

Vectibix® in combination
with FOLFOX compared
to FOLFOX alone

How Vectibix® works in patients with
wild-type RAS

Vectibix® blocks the activation of EGFR. With wild-type RAS,
Vectibix® treatment results in the inhibition of signalling that
leads to proliferation, angiogenesis and metastasis.™®

Vectibix in patients with mutated RAS

However, when RAS is mutated, Vectibix® has no effect,
because either the KRAS or NRAS genes produce a
dysfunctional protein. The dysfunctional protein remains
activated, downstream of EGFR, transmitting signals even
when EGFR is inhibited.>**°
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The importance of testing for RAS status

o Using RAS mutation status as a biomarker can identify appropriate patients for Vectibix® treatment®>°®*°

o Focusing treatment on patients with wild-type RAS will:

- maximise response rates, disease control, progression-free survival (PFS), and overall survival
(05)1,3,5,6

- avoid unnecessary harm in patients who do not benefit>®**

RAS mutation No RAS mutation

N

Consider Vectibix®

Do not use Vectibix®

Detrimental effects with

Vectibix® in combination

with FOLFOX compared to

FOLFOX alone

Detection of mutated RAS (KRAS [exons 2,3 and 4] and NRAS [exons 2,3 and 4] mutations) should
be performed by an experienced laboratory using a validated test method. If Vectibix® is to be used
in combination with FOLFOX, it is recommended that mutational status be determined by a
laboratory that participates in a RAS External Quality Assurance program or that wild-type status be
confirmed in a duplicate test.

For patients with mutant RAS mCRC or for whom RAS mCRC status is unknown, the combination of
Vectibix® with oxaliplatin-based chemotherapy is contraindicated’. Phase Il clinical data
demonstrated a detrimental effect on PFS and OS in patients with mutant RAS status receiving
Vectibix® with FOLFOX chemotherapy compared to FOLFOX alone'*. Vectibix in combination of
FOLFIRI chemotherapy has no benefit in patients whose tumours carry mutated RAS*. This further
highlights the importance of establishing RAS tumour status prior to the administration of Vectibix®
either as monotherapy, or with chemotherapy, in order to ensure that only patients with wild-type
(non-mutated) RAS receive treatment.

The current Summary of Product Characteristics (SmPC) for Vectibix® is appended to this document.
Should you have any questions or require additional information regarding the use of Vectibix®,
please contact medical information on (national contact).

This medicinal product is subject to additional monitoring. This will allow quick identification of new
safety information. Healthcare professionals are asked to report any suspected adverse reactions on
www.medicinesauthority.gov.mt/adrportal
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