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Caprelsa is indicated for the treatment of aggressive and symptomatic medullary thyroid cancer (MTC)
in patients with unresectable locally advanced or metastatic disease.

For patients in whom Rearranged during Transfection (RET) mutation is not known or is negative, a

possible lower benefit should be taken into account before individual treatment decision (see
important information in sections 4.4 and 5.1).
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Caprelsa is indicated for the treatment of aggressive and symptomatic Rearranged during Transfection
(RET) mutant medullary thyroid cancer (MTC) in patients with unresectable locally advanced or
metastatic disease.
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4.1 Therapeutic indications
Caprelsa is indicated for the treatment of aggressive and symptomatic Rearranged during
Transfection (RET) mutant medullary thyroid cancer (MTC) in patients with unresectable

locally advanced or metastatic disease.

4.2 Posology and method of administration

Treatment should be initiated and supervised by a physician experienced in treatment of MTC
and in the use of anticancer medicinal products and experienced in the assessment of
electrocardiogram (ECG).

Rearranged during transfection (RET) status

Since the activity of Caprelsa, based on available data, is considered insufficient in patients
with no identified RET mutation, the presence of a RET mutation should be determined by a
validated test prior to initiation of treatment with Caprelsa. When establishing RET mutation
status, tissue samples should be obtained if possible at the time of initiation of treatment
rather than at the time of diagnosis.
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4.4 Special warnings and precautions for use

5.1 Pharmacodynamic properties

RET mutation status reanalysis in Study 58

In Study 58, RET mutation testing was performed by using the polymerase chain reaction
(PCR) based Amplification Refractory Mutation System (ARMS) assay for the M918T
mutation, and direct sequencing of DNA for mutations in exons 10, 11, 13, 14, 15 and 16 (site
of M918T mutation) on all sporadic patients where DNA was available (297/298). For
reanalysis of samples lacking M918T mutation, the RET sequences were enriched using a
custom Agilent SureSelect reagent and sequenced on an Illumina sequencer. Data processing
and automated calling of RET variants were carried out using the Broad Genome Analysis
ToolKit (GATK) pipeline with manual curation of any difficult cases using Broad Integrative
Genomics Viewer (IGV).

Initially, 79 patients had no M918T mutation identified. Of these 79 patients, 69 had enough
tissue sample to allow a post-hoc reanalysis of RET mutation status based on new available
assays. Most patients were reclassified as RET mutant (52/69) and 17/69 patients had no RET
mutation (M918T or other) detected (11 with vandetanib and 6 with a placebo). Patients
reclassified as RET mutant (N = 52) were pooled with those 187 patients initially identified as
RET mutant, leading to a total number of 239 RET mutant patients (172 treated with
vandetanib and 67 treated with a placebo). Results were based on a blinded central review of

imaging.
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