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GIOTRIF as monotherapy is indicated for the treatment of :

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

e |ocally advanced or metastatic NSCLC of squamous histology progressing on or after platinum-
based chemotherapy.
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4.8 Undesirable effects

Table 2: Summary of ADRs per frequency category:
Skin and subcutaneous tissue disorders:
e Palmar-plantar erythrodysaesthesia syndrome
e Nail disorders®

® Includes Nail disorder, Onycholysis, Nail toxicity, Onychoclasis, Ingrowing nail, Nail pitting,
Onychomadesis, Nail discoloration, Nail dystrophy, Nail ridging, and Onychogryphosis

5.1 Pharmacodynamic properties

Pharmacodynamic effects

Aberrant ErbB signalling triggered by receptor mutations, and/or amplification, and/or receptor ligand
overexpression contributes to the malignant phenotype. Mutation in EGFR defines a distinct molecular
subtype of lung cancer.

In non-clinical disease models with ErbB pathway deregulation, afatinib as a single agent effectively
blocks ErbB receptor signalling resulting in tumour growth inhibition or tumour regression. NSCLC
tumours with common activating EGFR mutations (Del 19, L858R) and several less common EGFR
mutations in exon 18 (G719X) and exon 21 (L861Q) are particularly sensitive to afatinib treatment in
non-clinical and clinical settings. Limited non-clinical and/or clinical activity was observed in NSCLC
tumours with insertion mutations in exon 20.

The acquisition of a secondary T790M mutation is a major mechanism of acquired resistance to afatinib
and gene dosage of the T790M-containing allele correlates with the degree of resistance in vitro. The
T790M mutation is found in approximately 50% of patients' tumours upon disease progression on
afatinib, for which T790M targeted EGFR TKlIs may be considered as a next line treatment option. Other
potential mechanisms of resistance to afatinib have been suggested preclinically and MET gene
amplification has been observed clinically.

Boehringer Ingelheim Israel LTD
Medinat Ha-Yehudim St, 89, P.O. Box 4124, Hertzliya —Pituach, Israel 4676672
Phone +9729-9730515 Fax +9729-9730549



™\ Boehringer
Il 1ngelheim

127xY7 ji'7wa 12TV

:(100 yinn n'wnnwn 1-10 -2 y'sin? nirlwy) NinDY X7 NIYSIN

7Y NIDPNN IN NIN'OY ,NIMMIMTR ,AXRD @ 12X L,7D'W NIV LA 'AND e
D"72001 DT N9 VN D'NOYI DIN'T e

DTN NIP'TA2 TN MTIR NN DY e 7punma T e
NN NUN NNISYY W NPT e nwm e

Q>N NIXI NY [NN Ny2 N9 NWINNA DY NPIXIDNN e
['MYUN? qINTI Din e

N'NNAY X7 DV0 NWINN e DDA NIV e

Boehringer Ingelheim Israel LTD
Medinat Ha-Yehudim St, 89, P.O. Box 4124, Hertzliya —Pituach, Israel 4676672
Phone +9729-9730515 Fax +9729-9730549



