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GIOTRIF as monotherapy is indicated for the treatment of:

Epidermal Growth Factor Receptor (EGFR) TKIl-naive adult patients with locally
advanced or metastatic non-small cell lung cancer (NSCLC) with activating EGFR
mutation(s);

locally advanced or metastatic NSCLC of squamous histology progressing on or after
platinum-based chemotherapy.
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NN yT'nn DTV 1 name of the medicinal product q'voa

GIOTRIF 20 mg
GIOTRIF 30 mg
GIOTRIF 40 mg
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:N2AN YT'NN 3TV 4. CLINICAL PARTICULARS 9'voa

4.2 Posology and method of administration

[...]

Paediatvic population
There is no relevant use of GIOTRIF in the paediatric population in the indication of NSCLC.
Treatment of children or adolescents with GIOTRIF was not supported by a clinical trial conducted in

paediatric patients with other conditions (see sections 5.1 and 5.2). Safety and efficacy have not been
established.

Therefore, treatment of children or adolescents with this medicinal product 13 not recommended.

[...]

4.8 Undesirable effects

[...]

Tabulated list of adverse reactions

Table 2 summarises the frequencies of ADRs from all NSCLC trials and from post-marketing experience
with daily GIOTRIF doses of 40 mg or 50 mg as monotherapy. The following terms are used to rank the
ADRs by frequency: very common (=1/10); common (21/100 to <1/10); uncommon (=1/1,000 to
<1/100); rare (21/10,000 to <1/1,000); very rare (<1/10,000). Within each frequency grouping, adverse
reactions are presented in order of decreasing seriousness.

[...]

Eye disorders - Aberrant eyelash growth was added as uncommon (>1/1,000 to <1/100) adverse drug
reaction.

*For the full list of adverse drug reactions, please see the Israeli approved prescribing information.

[...]
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:XAN VTN DTV 5. PHARMACOLOGICAL PROPERTIES 9'voa

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antineoplastic agents. protein kinase inhibitors, ATC code: LOHZELS LO1EBOS.

[...]

Paediatric population
The European Medicines Asency has waived the oblization to submit the results of trials with this

medicinal product in all subsets of the paediatric population in NSCLC indications (see section 4.2 for
information on paediatric use). However. pasdiatric development was conducted in paediatric patients with
other conditions.

A Phaze I'Tl open-label. dosze escalation. multicentre trial evaluated the safety and efficacy of GIOTREIFE in
paediatric patients aged 2 to less than 18 vears with recurrent/refractory neuroectodermal fumours,
thabdomvosarcoma and/or other solid tumours with known ErbB pathway deresulation regardless of tumour
histology. A total of 17 patients were treated in the dose finding part of the trial. In the maximum tolerated
dose (MTD) expanszion part of the trial. 39 patients selected bv iomarkers for ErbB pathwav deresulation
received GIOTREIF at s doze of 18 me/m?¥day. In this expansion part. no objective responses were observed
in 32 patients. including & patients with refractory hish srade slioma (HGG). 4 patients with diffuse infrinsic
pontine glioma (DIPG). 8 patients with ependyinoma and 20 patients with other histologies. One patient with
a neural-zlial tumour of the brain with a CLIP2-EGFEFE. gene fiuzion had a confirmed partial response (see
zection 4.2 for information on paediatric use). The adverze reaction profile of GIOTEIF in paediatric patients
was consistent with the safety profile seen in adults.

5.2 Pharmacokinetic properties

[...]

Paediatric population

After administration of 12 me'm?2 afatinib_the steady-state exposure (ATUC and Crmax) in pasdiatric patients
aged 2 to less than 18 vears was comparable to that observed in adults siven 40-30 mg afatinib (zee also
zection 4.2 for information on paediatric use).

Other information on drug-drug interactions

Interactions with drug uptake transport sysiems
In vifro data indicated that drug-drug interactions with afatinib due to inhibition of QATEIB] OATP
1B1, OATPIB3, OATP2B1, OAT], OAT3, OCT1, OCT2, and OCT3 transporters are considered unlikely.

[...]
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