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▼ This medicinal product is subject to additional monitoring. This will allow quick identifi cation of new safety 
information. Healthcare professionals are asked to report any suspected adverse reactions. See section Unde-
sirable effects for how to report adverse reactions. NAME OF THE MEDICINAL PRODUCT GIOTRIF 20 mg 
fi lm-coated tablets GIOTRIF 30 mg fi lm-coated tablets GIOTRIF 40 mg fi lm-coated tablets GIOTRIF 50 mg 
fi lm-coated tablets QUALITATIVE AND QUANTITATIVE COMPOSITION - GIOTRIF 20 mg: One fi lm-coated 
tablet contains 20 mg afatinib (as dimaleate). - GIOTRIF 30 mg: One fi lm-coated tablet contains 30 mg afatinib 
(as dimaleate). - GIOTRIF 40 mg: One fi lm-coated tablet contains 40 mg afatinib (as dimaleate). - GIOTRIF 50 
mg: One fi lm-coated tablet contains 50 mg afatinib (as dimaleate). PHARMACEUTICAL FORM Film-coated 
tablet (tablet). - GIOTRIF 20 mg: White to yellowish, round, biconvex and bevel-edged fi lm-coated tablet 
debossed with the code “T20” on one side and the Boehringer Ingelheim company logo on the other. - GIOTRIF 
30 mg: Dark blue, round, biconvex and bevel-edged fi lm-coated tablet debossed with the code “T30” on one 
side and the Boehringer Ingelheim company logo on the other. - GIOTRIF 40 mg: Light blue, round, biconvex 
and bevel-edged fi lm-coated tablet debossed with the code “T40” on one side and the Boehringer Ingelheim 
company logo on the other. - GIOTRIF 50 mg: Dark blue, oval, biconvex fi lm-coated tablet debossed with the 
code “T50” on one side and the Boehringer Ingelheim company logo on the other. THERAPEUTIC INDICATIONS 
GIOTRIF as monotherapy is indicated for the treatment of Epidermal Growth Factor Receptor (EGFR) TKI-naïve 
adult patients with locally advanced or metastatic non-small cell lung cancer (NSCLC) with activating EGFR 
mutation(s). POSOLOGY 
AND METHOD OF 
ADMINISTRATION Treat-
ment with GIOTRIF should 
be initiated and supervised 
by a physician experienced 
in the use of anticancer 
therapies. EGFR mutation 
status should be established 
prior to initiation of GIOTRIF 
therapy. Posology The 
recommended dose is 40 
mg once daily. This medic-
inal product should be 
taken without food. Food 
should not be consumed 
for at least 3 hours before 
and at least 1 hour after 
taking this medicinal 
product. GIOTRIF treatment 
should be continued until 
disease progression or 
until no longer tolerated 
by the patient (see Table 
1 below). Dose escalation 
A dose escalation to a 
maximum of 50 mg/day 
may be considered in 
patients who tolerate a 40 
mg/day dose (i.e. absence 
of diarrhoea, skin rash, 
stomatitis, and other 
adverse reactions with 
CTCAE Grade > 1) in the 
fi rst 3 weeks. The dose 
should not be escalated 
in any patients with a prior 
dose reduction. The 
maximum daily dose is 50 
mg. Dose adjustment for 
adverse reactions Symp-
tomatic adverse reactions 
(e.g. severe/persistent 
diarrhoea or skin related 
adverse reactions) may be 
successfully managed by 
treatment interruption and 
dose reductions or treat-
ment discontinuation of 
GIOTRIF as outlined in 
Table 1 (see section Unde-
sirable Effects). Table 1: 
Dose adjustment informa-
tion for adverse reactions 
CTCAEa Adverse reactions; 
Recommended dosing 
Grade 1 or Grade 2; No 
interruption b; No dose 
adjustment Grade 2 (pro-
longed c or intolerable) or 
Grade > 3 ; Interrupt until 
Grade 0/1 b ; Resume with 
dose reduction by 10 mg 
decrements d a NCI 
Common Terminology 
Criteria for Adverse Events 
b In case of diarrhoea, 
anti-diarrhoeal medicinal 
products (e.g. loperamide) 
should be taken immedi-
ately and continued for 
persistent diarrhoea until 
loose bowel movements 
cease. c > 48 hours of diar-
rhoea and/or > 7 days of 
rash d If patient cannot 
tolerate 20 mg/day, per-
manent discontinuation of 
GIOTRIF should be con-
sidered Interstitial Lung 
Disease (ILD) should be 
considered if a patient 
develops acute or wors-
ening of respiratory symp-
toms in which case treat-
ment should be interrupted 
pending evaluation. If ILD 
is diagnosed, GIOTRIF 
should be discontinued 
and appropriate treatment 
initiated as necessary. 
Missed dose If a dose is 
missed, it should be taken 
within the same day as 
soon as the patient remem-
bers. However, if the next 
scheduled dose is due 
within 8 hours then the 
missed dose must be 
skipped. Use of P glyco-
protein (P gp) inhibitors If 
P gp inhibitors need to be 
taken, they should be 
administered using stag-
gered dosing, i.e. the P gp 
inhibitor dose should be 
taken as far apart in time 
as possible from the 
GIOTRIF dose. This means preferably 6 hours (for P gp inhibitors dosed twice daily) or 12 hours (for P gp inhib-
itors dosed once daily) apart from GIOTRIF. Patients with renal impairment The safety, pharmacokinetics and 
effi cacy of this medicinal product have not been studied in a dedicated trial in patients with renal impairment. 
Adjustments to the starting dose are not necessary in patients with mild or moderate renal impairment. Treatment 
in patients with severely impaired renal function (< 30 mL/min creatinine clearance) is not recommended. Patients 
with hepatic impairment Exposure to afatinib is not signifi cantly changed in patients with mild (Child Pugh A) or 
moderate (Child Pugh B) hepatic impairment. Adjustments to the starting dose are not necessary in patients 
with mild or moderate hepatic impairment. This medicinal product has not been studied in patients with severe 
(Child Pugh C) hepatic impairment. Treatment in this population is not recommended. Paediatric population 
There is no relevant use of GIOTRIF in the paediatric population in the indication of NSCLC. Therefore, treatment 
of children or adolescents with this medicinal product is not recommended. Method of administration This 
medicinal product is for oral use. The tablets should be swallowed whole with water. If swallowing of whole 
tablets is not possible, these can be dispersed in approximately 100 ml of noncarbonated drinking water. No 
other liquids should be used. The tablet should be dropped into the water without crushing it, and stirred 
occasionally for up to 15 min until it is broken up into very small particles. The dispersion should be consumed 
immediately. The glass should be rinsed with approximately 100 ml of water which should also be consumed. 
The dispersion can also be administered through a gastric tube. CONTRAINDICATIONS Hypersensitivity to 
afatinib or to any of the excipients listed in section 6.1 of the Summary of Product Characteristics. UNDESIRABLE 

EFFECTS Summary of the safety profi le The types of adverse 
reactions (ADRs) were generally associated with the EGFR inhibitory 
mode of action of afatinib. The summary of all ADRs is shown in 
Table 2. The most frequent ADRs were diarrhoea and skin related 
adverse events as well as stomatitis and paronychia (see also Table 
3). ILD-like adverse reactions were reported in 0.7% of afatinib 
treated patients. Overall, dose reduction (see section Posology 
and Method of administration) led to a lower frequency of common adverse reactions. In patients treated with 
once daily GIOTRIF 40 mg, dose reductions due to ADRs occurred in 57% of the patients. Discontinuation due 
to ADRs diarrhoea and rash/acne was 1.3% and 0%, respectively. Bullous, blistering and exfoliative skin conditions 
have been reported including rare cases suggestive of Stevens Johnson syndrome although in these cases there 
were potential alternative aetiologies. Tabulated list of adverse reactions Table 2 summarises the frequencies of 
ADRs pooled from all NSCLC trials with daily GIOTRIF doses of 40 mg (N=497) or 50 mg (N=1638) as monother-
apy. The following terms are used to rank the ADRs by frequency: very common (≥1/10); common (≥1/100 to 
<1/10); uncommon (≥1/1,000 to <1/100); rare (≥1/10,000 to <1/1,000); very rare (<1/10,000). Within each frequency 
grouping, adverse reactions are presented in order of decreasing seriousness. Table 2: Summary of ADRs per 
frequency category Body System; Very common (≥1/10); Common; (≥1/100 to <1/10); Uncommon (≥1/1,000 

to < 1/100) Infections and 
infestations; Paronychia1; 
Cystitis; Metabolism and 
nutrition disorders; 
Decreased appetite; Dehy-
dration Hypokalaemia; 
Nervous system disorders; 
Dysgeusia; Eye disorders; 
Conjunctivitis Dry eye; 
Keratitis; Respiratory, tho-
racic and mediastinal 
disorders; Epistaxis; Rhi-
norrhoea; Interstitial lung 
disease; Gastrointestinal 
disorders; Diarrhoea Sto-
matitis2; Dyspepsia Chei-
litis; Hepatobiliary disorders; 
Alanine aminotransferase 
increased Aspartate ami-
notransferase increased; 
Skin and subcutaneous 
tissue disorders; Rash3 

Dermatitis acneiform4 
Pruritus5 Dry skin6; Pal-
mar-plantar erythrodysaes-
thesia syndrome; Muscu-
loskeletal and connective 
tissue disorders; Muscle 
spasms; Renal and urinary 
disorders; Renal impair-
ment/Renal failure; General 
disorders and administra-
tion site conditions; Pyrexia; 
Investigations; Weight 
decreased; 1 Includes Par-
onychia, Nail infection, 
Nail bed infection 2 Includes 
Stomatitis, Aphthous sto-
matitis, Mucosal infl am-
mation, Mouth ulceration, 
Oral mucosa erosion, 
Mucosal erosion, Mucosal 
ulceration 3 Includes group 
of rash preferred terms 4 
Includes Acne, Acne pus-
tular, Dermatitis acneiform 
5 Includes Pruritus, Pruritus 
generalised 6 Includes Dry 
skin, Skin chapped Descrip-
tion of selected adverse 
reactions Very common 
ADRs in GIOTRIF treated 
patients occurring in at 
least 10% of patients in 
trial LUX Lung 3 are sum-
marised by National Cancer 
Institute-Common Toxicity 
Criteria (NCI CTC) Grade 
in Table 3. Table 3: Very 
common ADRs in trial LUX 
Lung 3 GIOTRIF (40 mg/
day) N=229; Pemetrexed/ 
Cisplatin N=111 NCI-CTC 
Grade; Any Grade; 3; 4 ; 
Any Grade; 3; 4 MedDRA 
Preferred Term; %; %; %; 
%; %; % Infections and 
infestations Paronychia1; 
57.6; 11.4; 0; 0; 0; 0 Metab-
olism and nutrition disor-
ders Decreased appetite; 
20.5; 3.1; 0; 53.2; 2.7; 0 
Respiratory, thoracic and 
mediastinal disorders Epi-
staxis ; 13.1; 0; 0; 0.9; 0.9; 
0 Gastrointestinal disorders 
Diarrhoea ; 95.2; 14.4; 0; 
15.3; 0; 0 Stomatitis2 Chei-
litis; 69.9 12.2; 8.3 0; 0.4 0; 
13.5 0.9; 0.9 0; 0 0 Skin and 
subcutaneous tissue dis-
orders Rash3 ; 70.3; 14; 0; 
6.3; 0; 0 Dermatitis acnei-
form4; 34.9; 2.6; 0; 0; 0; 0 
Dry skin5; 29.7; 0.4; 0; 1.8; 
0; 0 Pruritus6 ; 19.2; 0.4; 0; 
0.9; 0; 0 Investigations 
Weight decreased; 10.5; 
0; 0; 9.0; 0 ; 0 1 Includes 
Paronychia, Nail infection, 
Nail bed infection 2 Includes 
Stomatitis, Aphthous sto-
matitis, Mucosal infl am-
mation, Mouth ulceration, 
Oral mucosa erosion, 
Mucosal erosion, Mucosal 
ulceration 3 Includes group 
of rash preferred terms 4 
Includes Acne, Acne pus-
tular, Dermatitis acneiform 
5 Includes Dry skin, Skin 
chapped 6 Includes Pruri-
tus, Pruritus generalised 
Liver function test abnor-
malities Liver function test 
abnormalities (including 
elevated ALT and AST) 
were observed in patients 

receiving GIOTRIF 40 mg. These elevations were mainly transient and did not lead to discontinuation. Grade 2 
(> 2.5 to 5.0 times upper limit of normal (ULN)) ALT elevations occurred in < 8% of patients treated with this 
medicinal product. Grade 3 (> 5.0 to 20.0 times ULN) elevations occurred in <4% of patients treated with GIOTRIF. 
Reporting of suspected adverse reactions Reporting suspected adverse reactions after authorisation of the 
medicinal product is important. It allows continued monitoring of the benefi t/risk balance of the medicinal 
product. Healthcare professionals are asked to report any suspected adverse reactions via - Belgium: Agence 
fédérale des médicaments et des produits de santé / Federaal agentschap voor geneesmiddelen en gezond-
heidsproducten. Website: www.afmps.be / e-mail: adversedrugreactions@fagg-afmps.be - Luxemburg: Direction 
de la Santé – Division de la Pharmacie et des Médicaments Website: http://www.ms.public.lu/fr/activites/
pharmacie-medicament/index.html GENERAL CLASSIFICATION FOR SUPPLY Medicinal product subject to 
medical prescription. MARKETING AUTHORISATION HOLDER Boehringer Ingelheim International GmbH 
Binger Strasse 173 D-55216 Ingelheim am Rhein Germany MARKETING AUTHORISATION NUMBER(S) - 
GIOTRIF 20 mg (28 x 1 tab): EU/1/13/879/003 - GIOTRIF 30 mg (28 x 1 tab): 
EU/1/13/879/006 - GIOTRIF 40 mg (28 x 1 tab): EU/1/13/879/009 - GIOTRIF 50 
mg (28 x 1 tab): EU/1/13/879/012 DATE OF REVISION OF THE TEXT 09.2013 
LOCAL REPRESENTATIVE Boehringer Ingelheim Avenue Ariane 16 1200 
Brussels Responsible Editor: SCS Boehringer Ingelheim Comm.V, Avenue 
Ariane 16, 1200 Brussels  BE/GIO - 151108  08/2015

Giotrif® 28 x 20 mg: 2011,81 €
Giotrif® 28 x 30 mg: 2011,81 €
Giotrif® 28 x 40 mg: 2011,81 €
Giotrif® 28 x 50 mg: 2011,81 €

GIOTRIF® (afatinib) the fi rst irreversible ErbB family blocker 
approved for EGFR mutation-positive advanced (EGFR M+) NSCLC 
1. Yang JC et al. Lancet Oncol. 2015 Feb;16(2):141-51.
*  Based on results from 2 separate clinical trials (LUX-Lung 3 and LUX-Lung 6) in which afatinib 

was compared to pemetrexed-cisplatine or gemcitabine-cisplatine respectively. Overall Survival 
was a secondary endpoint and the analysis in del19 and L585R mutations was prespecifi ed.

GIOTRIF® (afatinib) is the fi rst targeted therapy 
to demonstrate an overall survival benefi t of 
> 1 year in EGFR M+ NSCLC Del 19 patients1 

Hazard ratio: 0.54 
(95% CI, 0.36-0.79)

P=0.0015

GIOTRIF® (n=112)
Pemetrexed/cisplatin (n=57)
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Some generics of docetaxel have been transferred from 
chapter IV to chapter I, meaning that attestation is no 
longer required. However, some forms of docetaxel still 
remain in chapter IV and consequently reimbursement 
is still restricted to the formerly reimbursable 
indications.

The reimbursement criteria for the tyrosine kinase in-
hibitors used in chronic myelocytic leukaemia patients 
who are Philadelphia positive and for the aromatase 
inhibitors, and the corresponding attestation forms 
have been slightly modified.

Xtandi (enzalutamide)
Xtandi (enzalutamide) can be reimbursed in patients 
with castration resistant metastatic prostate cancer 
who failed prior antiandrogen treatment, who are  
asymptomatic or have few symptoms, and for whom 
chemotherapy is not yet indicated. Required criteria in-
clude serum testosterone <50 ng/dl or <1.7 nmol/l, 

pain score 0-3 during the past 24 hours according to 
the Brief Pain Inventory Short form, and at least one of 
the following signs of tumour progression: three con-
secutive increases in serum PSA with at least two PSA 
values >2 ng/ml and a 50% increase from the nadir 
PSA, or progression of the osseous lesions, or progres-
sion of soft tissue metastases according to RECIST. The 
patient should not be eligible for further change in hor-
mone treatment and not yet eligible for docetaxel due 
to a PSA doubling time of >6 months or to other 
reasons. 

Gazyvaro® (obinutuzumab)
Gazyvaro® (obinutuzumab) can be reimbursed when 
administered in combination with chlorambucil in pa-
tients with Rai stage III/IV (Binet C) or Rai stage 0/I/II 
(Binet A/B, with one additional criterion) chronic lym-
phocytic leukaemia who have not received prior treat-
ment and are not fit to receive full dose fludarabine due 
to co-morbidity.

New oncology reimbursements  
in Belgium 
P. Specenier, MD, PhD1

Overview of Belgian reimbursement news
(Belg J Med Oncol 2015;9(7):299)


