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Zaventem, date de la poste

Objet : Nouveau remboursement

Takeda Belgium vous informe que la spécialité ALUNBRIG® ¥ est remboursée en Belgique depuis le
1°" septembre 2021 pour l'indication suivante :

En monothérapie pour le traitement des patients adultes atteints d'un cancer bronchique
non a petites cellules (CBNPC) avancé présentant un réarrangement du gene ALK+ (ALK-positif)
non précédemment traités par un inhibiteur de tyrosine kinase ciblant la mutation ALK+.

LISTE DE PRIX
PRIX EX-USINE
(hors taxes)
7731-458 Alunbrig 30 mg, 1X28 comprimés 1.048,59 € 1.048,59 €
7731-433 Alunbrig 90 mg, 1X28 comprimés 3.138,96 € 3138,96 €
7731-441 Hopital Alunbrig 180 mg, 1X28 comprimés 4918,64 € 491864 €
7731-466 Alunbrig starterpack, 20mg 1X7 compr. 447372 € 447372 €

+180mg 1x21 comprimés

CONDITIONS DE REMBOURSEMENT

Chap VIII § 370108 (nouveau, premiére demande)

a) La spécialité pharmaceutique a base de brigatinib fait I'objet d'un remboursement pour une période d'évaluation
unique de maximum 12 semaines si elle est administrée en monothérapie en premiére ligne dans le cadre du
traitement d'un bénéficiaire adulte atteint d'un cancer bronchique non a petites cellules (CBNPC) avancé
présentant un réarrangement du géne ALK (ALK-positif) non prétraité par un inhibiteur de I'’ALK. LALK-positivité
doit étre démontrée par au moins un test validé pour le cancer du poumon : IHC, ISH ou NGS (next generation
sequencing) Le(s) test(s) doivent étre effectués dans les laboratoires pouvant garantir la validation des
procédures d'analyses.

b) Letest FISH ou NGS doit remplir les conditions de I'article 33t de I'arrété royal du 14 septembre 1984 concernant
les tests de biologie moléculaire sur du matériel humain pour des affections acquises qui sont associés a une
spécialité pharmaceutique.

c) Le remboursement peut étre accordé si la spécialité pharmaceutique concernée est prescrite par un médecin
spécialiste responsable du traitement, agréé en oncologie médicale ou agréé en pneumologie ayant une
compétence particuliere en oncologie.
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d) Ce traitement n'est remboursé que s'il a été approuvé, préalablement a son initiation, lors d'une consultation
oncologique multidisciplinaire (COM), dont le médecin spécialiste décrit au point c) conserve le rapport dans son
dossier.

e) Le nombre de conditionnements remboursables au cours de cette période d'évaluation tiendra compte d'un
schéma posologique avec une dose initiale recommandée de 90 mg une fois par jour pendant les 7 premiers
jours et ensuite de 180 mg une fois par jour.

f) Le traitement n'est plus remboursable en cas de constatation de progression de la maladie selon les critéres
RECIST 1.1 évaluée par des examens radiodiagnostics des Iésions en dépit du traitement en cours. A cette fin, le
médecin spécialiste décrit au point c) s'engage a effectuer une évaluation chez le bénéficiaire au plus tard au
cours de la 12®m semaine qui suit le début du traitement et plus rapidement si la situation clinique I'exige. Au
moment de cette évaluation un CT-scan ou une IRM seront effectués.

g) Le remboursement pour cette premiére période de 12 semaines maximum peut étre accordé sur base d'une
demande de remboursement électronique introduite par le médecin spécialiste identifié et authentifié par la
plateforme e-Health, décrit sous c), qui ainsi atteste :

- que toutes les conditions reprises au point a) sont remplies ;
- que la tumeur est ALK positive ;

- qu'il s'engage a tenir a la disposition du médecin conseil un rapport médical décrivant chronologiquement
I'évolution de I'affection (résultats des examens en imagerie médicale) et les éléments de preuve
établissant que le patient concerné se trouvait bien dans la situation attestée (résultats des examens
anatomopathologiques et du test prédictif,.. ) ;

- qu'il dispose dans son dossier médical du rapport de la consultation oncologique multidisciplinaire (COM)
marquant I'accord pour le traitement pour lequel le remboursement est demandé ;

- qu'il sait que le nombre de conditionnements remboursables tient compte d'un schéma posologique avec
une dose initiale recommandée de 90 mg une fois par jour pendant les 7 premiers jours et ensuite de 180 mg
une fois par jour ;

- qu'il s'engage a effectuer une évaluation clinique ainsi que notamment une imagerie par CT-scan ou par IRM
au plus tard au cours de la 12°™ semaine qui suit le début du traitement et plus rapidement si la situation
clinique l'exige ;

- qu'il sait que le traitement n'est plus remboursable en cas de constatation de progression de la maladie selon
les critéres RECIST 1.1 évaluée par des examens radiodiagnostics des Iésions en dépit du traitement en cours.

h) Le remboursement ne peut étre accordé que si le pharmacien dispensateur dispose, préalablement a la dispen-
sation, d'une preuve de l'approbation électronique visée au point g).

Chap IV § 370208 (nouveau, prolongation)

a) La spécialité pharmaceutique a base de brigatinib fait I'objet d'un remboursement pour une période d'évaluation
unique de maximum 1 an si elle est administrée en monothérapie en premiére ligne dans le cadre du traitement
d'un bénéficiaire adulte atteint d'un cancer bronchique non a petites cellules (CBNPC) avancé présentant un
réarrangement du géne ALK (ALK-positif) non prétraité par un inhibiteur de I'ALK. LALK-positivité doit étre
démontrée par au moins un test validé pour le cancer du poumon: IHC, ISH ou NGS (next generation sequencing).
Le(s) test(s) doivent étre effectués dans les laboratoires pouvant garantir la validation des procédures d'analyses.

Ce traitement n‘est remboursé que si les conditions cumulatives suivantes sont remplies :
- Le bénéficiaire a déja été traité par brigatinib;
- L'imagerie médicale réalisée chez le bénéficiaire au cours de la 12éme semaine qui suit le début du

traitement, telle que mentionnée au point b) du paragraphe § 370208 du chapitre VIl de cet arrété,
ne met pas en évidence une progression des lésions selon les critéres RECIST 1.1.

b) Letest FISH ou NGS doit remplir les conditions de I'article 33t de I'arrété royal du 14 septembre 1984 concernant
les tests de biologie moléculaire sur du matériel humain pour des affections acquises qui sont associés a une
spécialité pharmaceutique.

c) Le remboursement peut étre accordé si la spécialité concernée est prescrite par un médecin spécialiste
responsable du traitement agréé en oncologie médicale ou agréé en pneumologie ayant une compétence
particuliére en oncologie.
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d) Ce traitement n'est remboursé que s'il a été approuvé, préalablement a son initiation, lors d'une consultation

e)

f)

a)

h)

oncologique multidisciplinaire (COM), dont le médecin spécialiste décrit au point c) conserve le rapport dans son
dossier.

Le nombre de conditionnements remboursables tiendra compte d'un schéma posologique avec une dose initiale
recommandée de 90 mg une fois par jour pendant les 7 premiers jours et ensuite de 180 mg une fois par jour.

Le traitement n'est plus remboursable en cas de constatation de progression de la maladie selon les critéres
RECIST 1.1 évaluée par des examens radiodiagnostics des Iésions en dépit du traitement en cours. A cette fin,
le médecin spécialiste décrit au point c) s'engage a effectuer une évaluation chez le bénéficiaire aprés chaque
période de 12 semaines de traitement (ou avant si la situation clinique I'exige). Au moment de cette évaluation
un CT-scan ou une IRM seront effectués.

Le remboursement peut étre accordé pour des périodes renouvelables de maximum 1 an sur base chaque fois
d’'une demande de remboursement électronique introduite par le médecin spécialiste identifié et authentifié par
la plateforme e-Health, décrit sous c), qui ainsi atteste :

- que toutes les conditions reprises au point a) sont remplies ;

- que la tumeur est ALK positive ;

- qu'il s'engage a tenir a la disposition du médecin conseil un rapport médical décrivant chronologiquement
I'évolution de I'affection (résultats des examens en imagerie médicale) et les éléments de preuve
établissant que le patient concerné se trouvait bien dans la situation attestée (résultats des examens
anatomopathologiques et du test prédictif....) ;

- qu'il sait que le nombre de conditionnements remboursables tient compte d’un schéma posologique avec
une dose initiale recommandée de 90 mg une fois par jour pendant les 7 premiers jours et ensuite de 180 mg
une fois par jour ;

- qu'il s'engage a effectuer une évaluation clinique ainsi que notamment une imagerie par CT-scan ou par IRM
toutes les 12 semaines et plus rapidement si la situation clinique l'exige ;

- qu'il sait que le traitement n'est plus remboursable en cas de constatation de progression de la maladie selon
les critéres RECIST 1.1 évaluée par des examens radiodiagnostics des Iésions en dépit du traitement en cours.

Le remboursement ne peut étre accordé que sile pharmacien dispensateur dispose, préalablement a la dispensation,
d’'une preuve de l'approbation électronique visée au point g).

Pour plus d'information sur le produit,
merci de contacter notre Key Account Manager Sabine Vanlerberghe par e-mail via
Sabine.Vanlerberghe@takeda.com ou par téléphone au +32/478-23-67-43.

Nous vous remercions pour votre confiance,

Cordialement,

T'JAMPENS, Davy Seynhaeve, Vincent
Head of Patient Value & Access Head of Medical and Regulatory Affairs
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¥ This medicine is subject to additional monitoring. This will allow quick identification of new safety infor-
mation. Healthcare professionals are asked to report any suspected adverse reactions. See section Undesi-
rable effects for how to report adverse reactions. NAME OF THE MEDICINAL PRODUCT Alunbrig 30 mg film
coated tablets Alunbrig 90 mg film coated tablets Alunbrig 180 mg film coated tablets QUALITATIVE AND
QUANTITATIVE COMPOSITION Alunbrig 30 mg film coated tablets. Each film coated tablet contains 30 mg
of brigatinib. Excipient with known effect Each film coated tablet contains 56 mg of lactose monohydrate.
Alunbrig 90 mg film coated tablets Each film coated tablet contains 90 mg of brigatinib. Excipient with
known effect. Each film coated tablet contains 168 mg of lactose monohydrate. Alunbrig 180 mg film coated
tablets. Each film coated tablet contains 180 mg of brigatinib.Excipient with known effect. Each film coated
tablet contains 336 mg of lactose monohydrate. PHARMACEUTICAL FORM. Film coated tablet (tablet). Al-
unbrig 30 mg film coated tablets.Round, white to off white film coated tablet of approximately 7 mm in di-
ameter with debossed “U3” on one side and plain on the other side. Alunbrig 90 mg film coated tablets.
Oval, white to off white film coated tablet of approximately 15 mm in length with debossed “U7” on one side
and plain on the other side. Alunbrig 180 mg film coated tablets. Oval, white to off white film coated tablet
of approximately 19 mm in length with debossed “U13” on one side and plain on the other side. THERAPEU-
TIC INDICATIONS. Alunbrig is indicated as monotherapy for the treatment of adult patients with anaplastic
lymphoma kinase (ALK) positive advanced non small cell lung cancer (NSCLC) previously not treated with
an ALK inhibitor. Alunbrig is indicated as monotherapy for the treatment of adult patients with ALK positive
advanced NSCLC previously treated with crizotinib. POSOLOGY AND METHOD OF ADMINISTRATION. Tre-
atment with Alunbrig should be initiated and supervised by a physician experienced in the use of anticancer
medicinal products. ALK positive NSCLC status should be known prior to initiation of Alunbrig therapy. A
validated ALK assay is necessary for the selection of ALK positive NSCLC patients. Assessment for ALK
positive NSCLC should be performed by laboratories with demonstrated proficiency in the specific techno-
logy being utilised. Posology The recommended starting dose of Alunbrig is 90 mg once daily for the first
7 days, then 180 mg once daily. If Alunbrig is interrupted for 14 days or longer for reasons other than adver-
se reactions, treatment should be resumed at 90 mg once daily for 7 days before increasing to the previous-
ly tolerated dose.If a dose is missed or vomiting occurs after taking a dose, an additional dose should not be
administered and the next dose should be taken at the scheduled time. Treatment should continue as long
as clinical benefit is observed. Dose adjustments Dosing interruption and/or dose reduction may be required
based on individual safety and tolerability. Alunbrig dose reduction levels are summarised in Table 1. Table
1: Recommended Alunbrig dose reduction levels. Dose: 90 mg once daily. (first 7 days). Dose reduction
levels. First: reduce to 60 mg once daily. Second: permanently discontinue Third: not applicable. Dose: 180
mg once daily. Dose reduction levels. First: reduce to 120 mg once daily. Second: reduce to 90 mg once
daily. Third: reduce to 60 mg once daily. Alunbrig should be permanently discontinued if patient is unable
to tolerate the 60 mg once daily dose. Recommendations for dose modifications of Alunbrig for the ma-
nagement of adverse reactions are summarised in Table 2. Table 2: Recommended Alunbrig dose modifi-
cations for r Ad Severity*. Dose modification Interstitial lung disease
(ILD)/pneumonitis. Grade 1. If event occurs during the first 7 days of treatment, Alunbrig should be withheld
until recovery to baseline, then resumed at same dose level and not escalated to 180 mg once daily. If ILD/
pneumonitis occurs after the first 7 days of treatment, Alunbrig should be withheld until recovery to baseli-
ne, then resumed at same dose level. If ILD/pneumonitis recurs, Alunbrig should be permanently disconti-
nued. Grade 2. If ILD/pneumonitis occurs during the first 7 days of treatment, Alunbrig should be withheld
until recovery to baseline, then resumed at next lower dose level as described in Table 1 and not escalated
to 180 mg once daily. If ILD/pneumonitis occurs after the first 7 days of treatment, Alunbrig should be
withheld until recovery to baseline. Alunbrig should be resumed at next lower dose level as described in
Table 1. If ILD/pneumonitis recurs, Alunbrig should be permanently discontinued. Grade 3 or 4. Alunbrig
should be permanently discontinued. Hypertension. Grade 3 hypertension. (SBP =160 mmHg or DBP = 100
mmHg, medical intervention indicated, more than one anti hypertensive medicinal product, or more intensi-
ve therapy than previously used indicated). Alunbrig should be withheld until hypertension has recovered to
Grade s 1 (SBP < 140 mmHg and DBP < 90 mmHg), then resumed at same dose. If Grade 3 hypertension
recurs, Alunbrig should be withheld until hypertension has recovered to Grade =< 1then resumed at the next
lower dose level per Table 1or permanently discontinued. Grade 4 hypertension (life threatening consequen-
ces, urgent intervention indicated) Alunbrig should be withheld until hypertension has recovered to Grade <
1(SBP <140 mmHg and DBP < 90 mmHg), then resumed at the next lower dose level per Table 1 or perma-
nently discontinued. If Grade 4 hypertension recurs, Alunbrig should be permanently discontinued. Brady-
cardia (Heart Rate less than 60 bpm). Symptomatic bradycardia. Alunbrig should be withheld until recovery
to asymptomatic bradycardia or to a resting heart rate of 60 bpm or above. If a concomitant medicinal
product known to cause bradycardia is identified and discontinued, or its dose is adjusted, Alunbrig should
be resumed at same dose upon recovery to asymptomatic bradycardia or to a resting heart rate of 60 bpm
or above. If no concomitant medicinal product known to cause bradycardia is identified, or if contributing
concomitant medications are not discontinued or dose modified, Alunbrig should be resumed at the next
lower dose level per Table 1 upon recovery to asymptomatic bradycardia or to a resting heart rate of 60 bpm
or above. Bradycardia with life threatening consequences, urgent intervention indicated. If contributing
concomitant medicinal product is identified and discontinued, or its dose is adjusted, Alunbrig should be
resumed at the next lower dose level per Table 1 upon recovery to asymptomatic bradycardia or to a resting
heart rate of 60 bpm or above, with frequent monitoring as clinically indicated. Alunbrig should be perma-
nently discontinued if no contributing concomitant medicinal product is identified. Alunbrig should be per-
manently discontinued in case of recurrence. Elevation of CPK. Grade 3 or 4 elevation of CPK (> 5.0 x ULN)
with Grade = 2 muscle pain or weakness. Alunbrig should be withheld until recovery to Grade <1 (s 2.5 x
ULN) elevation of CPK or to baseline, then resumed at the same dose. If Grade 3 or 4 elevation of CPK recurs
with Grade = 2 muscle pain or weakness, Alunbrig should be withheld until recovery to Grade <1 (s 2.5 x
ULN) elevation of CPK or to baseline, then resumed at the next lower dose level per Table 1.Elevation of li-
pase or amylase. Grade 3 elevation of lipase or amylase (> 2.0 x ULN).Alunbrig should be withheld until re-
covery to Grade = 1(= 1.5 x ULN) or to baseline, then resumed at same dose. If Grade 3 elevation of lipase or
amylase recurs, Alunbrig should be withheld until recovery to Grade =<1 (= 1.5 x ULN) or to baseline, then
resumed at the next lower dose level per Table 1. Grade 4 elevation of lipase or amylase (> 5.0 x ULN). Alun-
brig should be withheld until recovery to Grade =<1 (= 1.5 x ULN), then resumed at the next lower dose level
per Table 1. Hepatotoxicity. Grade = 3 elevation (> 5.0 x ULN) of either alanine aminotransferase (ALT) or
aspartate aminotransferase (AST) with bilirubin [ 2 x ULN. Alunbrig should be withheld until recovery to
baseline or less than or equal to 3 x ULN, then resumed at next lower dose per Table 1. Grade = 2 elevation
(>3 x ULN) of ALT or AST with concurrent total bilirubin elevation > 2 x ULN in the absence of cholestasis
or haemolysis.Alunbrig should be permanently discontinued. Hyperglycaemia. For Grade 3 (greater than
250 mg/dL or 13.9 mmol/L) or greater. If adequate hyperglycaemic control cannot be achieved with optimal
medical management, Alunbrig should be withheld until adequate hyperglycaemic control is achieved.
Upon recovery, Alunbrig may either be resumed at the next lower dose per Table 1 or permanently disconti-
nued. Visual Disturbance. Grade 2 or 3. Alunbrig should be withheld until recovery to Grade 1 or baseline,
then resumed at the next lower dose level per Table 1. Grade 4. Alunbrig should be permanently disconti-
nued. Other adverse reactions. Grade 3. Alunbrig should be withheld until recovery to baseline, then resu-
med at the same dose level. If the Grade 3 event recurs, Alunbrig should be withheld until recovery to base-
line, then resumed at the next lower dose level as per Table 1or permanently discontinued. Grade 4. Alunbrig
should be withheld until recovery to baseline, then resumed at the next lower dose level as per Table 1. If the
Grade 4 event recurs, Alunbrig should be withheld until recovery to baseline, then resumed at the next lower
dose level as per Table 1 or permanently discontinued. bpm = beats per minute; CPK = Creatine Phosphoki-
nase; DBP = diastolic blood pressure; SBP = systolic blood pressure; ULN = upper limit of normal. *Graded
per National Cancer Institute Common Terminology Criteria for Adverse Events. Version 4.0 (NCI CTCAE
v4). Special populations. Elderly patients. The limited data on the safety and efficacy of Alunbrig in patients
aged 65 years and older suggest that a dose adjustment is not required in elderly patients (see section
Undesirable effects). There are no available data on patients over 85 years of age. Hepatic impairment. No
dose adjustment of Alunbrig is required for patients with mild hepatic impairment (Child Pugh class A) or
moderate hepatic impairment (Child Pugh class B). A reduced starting dose of 60 mg once daily for the first
7 days, then 120 mg once daily is recommended for patients with severe hepatic impairment (Child Pugh
class C). Renal impairment. No dose adjustment of Alunbrig is required for patients with mild or moderate
renal impairment (estimated glomerular filtration rate (eGFR) = 30 mL/min). A reduced starting dose of 60
mg once daily for the first 7 days, then 90 mg once daily is recommended for patients with severe renal
impairment (eGFR < 30 mL/min) (see section 5.2). Patients with severe renal impairment should be closely
monitored for new or worsening respiratory symptoms that may indicate ILD/pneumonitis (e.g., dyspnoea,
cough, etc.) particularly in the first week. Paediatric population. The safety and efficacy of Alunbrig in pa-
tients less than 18 years of age have not been established. No data are available. Method of administration.
Alunbrig is for oral use. The tablets should be swallowed whole and with water. Alunbrig may be taken with
or without food. Grapefruit or grapefruit juice may increase plasma concentrations of brigatinib and should
be avoided. CONTRAINDICATIONS. Hypersensitivity to the active substance or to any of the excipients.
UNDESIRABLE EFFECTS. Summary of the safety profile The most common adverse reactions (= 25%) repor-
ted in patients treated with Alunbrig at the recommended dosing regimen were increased AST, increased
CPK, hyperglycaemia, increased lipase, hyperinsulinaemia, diarrhoea, increased ALT, increased amylase,
anaemia, nausea, fatigue, hypophosphataemia, decreased lymphocyte count, cough, increased alkaline
phosphatase, rash, increased APTT, myalgia, headache, hypertension, decreased white blood cell count,
dyspnoea, and vomiting. The most common serious adverse reactions (= 2%) reported in patients treated
with Alunbrig at the recommended dosing regimen other than events related to neoplasm progression were
pneumonia, pneumonitis, dyspnoea and pyrexia. Tabulated list of adverse reactions The data described
below reflect exposure to Alunbrig at the recommended dosing regimen in three clinical trials: a Phase 3
trial (ALTA 1L) in patients with advanced ALK positive NSCLC previously not treated with an ALK inhibitor
(N =136), a Phase 2 trial (ALTA) in patients treated with Alunbrig with ALK positive NSCLC who previously
progressed on crizotinib (N =110), and a phase 1/2 dose escalation/expansion trial in patients with advanced
malignancies (N = 28). Across these studies, the median duration of exposure in patients receiving Alunbrig
at the recommended dosing regimen was 21.8 months. Adverse reactions reported are presented in Table 3
and are listed by system organ class, preferred term and frequency. Frequency categories are very common
(=1/10), common (= 1/100 to < 1/10) and uncommon (= 1/1,000 to < 1/100). Within each frequency grouping,
undesirable effects are presented in order of frequency. Table 3: Adverse reactions reported in patients
treated with Alunbrig (per C: Criteria for Ad Events (CTCAE) version 4.03) at
the 180 mg regimen (N = 274). System organ class. y. Adverse + all grades.
Adverse reactions Grade 3 4. Infections and infestations. Very common (all grades): Pneumonia*® Upper
respiratory tract infection. Common (grade 3-4): Pneumonia®. Blood and lymphatic system disorders. Very
common (all grades): Anaemia. Lymphocyte count decreased. APTT increased. White blood cell count de-

creased. Neutrophil count decreased. Very common (grade 3-4): Lymphocyte count decreased. Common
(all grades): Decreased platelet count. Common (grade 3-4): APTT increased. Anaemia. Uncommon (grade
3-4): Neutrophil count decreased. Metabolism and nutrition disorders. Very common (all grades): Hypergly-
caemia. Hyperinsulinaemiac. Hypophosphataemia. Hypomagnesaemia. Hypercalcaemia. Hyponatraemia.
Hypokalaemia. Decreased appetite. Common (grade 3-4): Hypophosphataemia. Hyperglycaemia. Hypona-
traemia. Hypokalaemia. Decreased appetite. Psychiatric disorders. Common (all grades): Insomnia. Nervous
system disorders. Very common (all grades): Headache®. Peripheral neuropathye. Dizziness. Common (all
grades): Memory impairment. Dysgeusia. (grade 3-4): Headache®. Peripheral neuropathye. Uncommon (gra-
de 3-4): Dizziness. Eye disorders. Very common (all grades): Visual disturbance. Common (grade 3-4): Vi-
sual disturbance'. Cardiac disorders. Common (all grades): Bradycardia®. Electrocardiogram QT prolonged.
Tachycardia". Palpitations. (grade 3-4): Electrocardiogram QT prolonged. Uncommon (grade 3-4): Brady-
cardia®. Vascular disorders. Very common (all grades): Hypertension'. (grade 3-4): Hypertension'. Respirato-
ry, thoracic and mediastinal disorders. Very common (all grades): Cough. Dyspnoea. Common (all grades):
Pneumonitis. (grade 3-4): Pneumonitis. Dyspnoea'. Gastrointestinal disorders. Very commom (all grades):
Lipase increased. Diarrhoea. Amylase increased. Nausea. Vomiting. Abdominal pain'. Constipation. Stomati-
tism. (grade 3-4): Lipase increased. Common (all grades): Dry mouth. Dyspepsia. Flatulence. (grade 3-4):
Amylase increased. Nausea. Abdominal pain'. Diarrhoea. Uncommon (all grades): Pancreatitis. (grade 3-4)
Vomiting. Stomatitism. Dyspepsia. Pancreatitis. Hepatobiliary disorders. Very common (all grades): AST in-
creased. ALT increased. Alkaline phosphatase increased. Common (all grades): Blood lactate dehydrogena-
se increased. Hyperbilirubinaemia. (grade 3-4): ALT increased. AST increased. Alkaline phosphatase incre-
ased. Uncommon (grade 3-4): Hyperbilirubinaemia. Skin and subcutaneous tissue disorders. Very common
(all grades): Rash. Pruritus®. Common (all grades): Dry skin. Photosensitivity reaction. (grade 3-4): Rash".
Photosensitivity reaction. Uncommon (grade 3-4): Dry skin. Pruritus®. Musculoskeletal and connective tissue
disorders. Very common (all grades): Blood CPK increased. Myalgia®. Arthralgia. (grade 3-4): Blood CPK
increased. Commom (all grades): Musculoskeletal chest pain. Pain in extremity. Musculoskeletal stiffness.
Uncommon (grade 3-4): Pain in extremity. Musculoskeletal chest pain. Myalgia®. Renal and urinary disorders.
Very commom (all grades): Blood creatinine increased. General disorders and administration site conditions.
Very common (all grades): Fatigue®. Oedemar. Pyrexia. Common (all grades): Non cardiac chest pain; Chest
discomfort. Pain. (grade 3-4): Fatigue®. Uncommon (grade 3-4): Pyrexia. Oedemar. Non cardiac chest pain.
Investigations. Common (all grades): Blood cholesterol increased:. Weight decreased. Uncommon (grade
3-4): Weight decreased. t The frequencies for ADR terms associated with chemistry and haematology labo-
ratory changes were determined based on the frequency of abnormal laboratory shifts from baseline.. * In-
cludes atypical pneumonia, pneumonia, pneumonia aspiration, pneumonia cryptococcal, lower respiratory
tract infection, lower respiratory tract infection viral, lung infection. ® Includes Grade 5 events. < Grade not
applicable. ¢ Includes headache, sinus headache, head discomfort, migraine, tension headache. ¢ Includes
paraesthesia, peripheral sensory neuropathy, dysaesthesia, hyperaesthesia, hypoaesthesia, neuralgia, neuro-
pathy peripheral, neurotoxicity, peripheral motor neuropathy, polyneuropathy, burning sensation, post her-
petic neuralgia. ! Includes altered visual depth perception, cataract, colour blindness acquired, diplopia,
glaucoma, intraocular pressure increased, macular oedema, photophobia, photopsia, retinal oedema, vision
blurred, visual acuity reduced, visual field defect, visual impairment, vitreous detachment, vitreous floaters,
amaurosis fugax. ¢ Includes bradycardia, sinus bradycardia. " Includes sinus tachycardia, tachycardia, atrial
tachycardia, heart rate increased. 'Includes blood pressure increased, diastolic hypertension, hypertension,
systolic hypertension. Includes dyspnoea, dyspnoea exertional. ¥ Includes interstitial lung disease, pneumo-
nitis. ' Includes abdominal discomfort, abdominal distension, abdominal pain, abdominal pain lower, abdomi-
nal pain upper, epigastric discomfort. ™ Includes aphthous stomatitis, stomatitis, aphthous ulcer, mouth ul-
ceration, oral mucosal blistering. " Includes dermatitis acneiform, erythema, exfoliative rash, rash, rash
erythematous, rash macular, rash maculo papular, rash papular, rash pruritic, rash pustular, dermatitis, der-
matitis allergic, dermatitis contact, generalised erythema, rash follicular, urticaria, drug eruption, toxic skin
eruption. °Includes pruritus, pruritus allergic, pruritus generalised, pruritus genital, vulvovaginal pruritus. »
Includes musculoskeletal pain, myalgia, muscle spasms, muscle tightness, muscle twitching, musculoskeletal
discomfort. @ Includes asthenia, fatigue. " Includes eyelid oedema, face oedema, oedema peripheral, perior-
bital oedema, swelling face, generalised oedema, peripheral swelling, angioedema, lip swelling, periorbital
swelling, skin swelling, swelling of eyelid. * Includes blood cholesterol increased, hypercholesterolemia. Des-
cription of selected adverse reactions. Pu/monary adverse reactions.In ALTA 1L, 2.9% of patients experien-
ced any Grade ILD/pneumonitis early in treatment (within 8 days), with Grade 3 4 ILD/pneumonitis in 2.2%
of patients. There were no fatal ILD/pneumonitis. Additionally, 3.7% of patients experienced pneumonitis
later in treatment. In ALTA, 6.4% of patients experienced pulmonary adverse reactions of any grade, inclu-
ding ILD/pneumonitis, pneumonia and dyspnoea, early in treatment (within 9 days, median onset: 2 days);
2.7% of patients had Grade 3 4 pulmonary adverse reactions and 1 patient (0.5%) had fatal pneumonia.
Following Grade 12 pulmonary adverse reactions, treatment with Alunbrig was either interrupted and then
restarted or the dose was reduced. Early pulmonary adverse reactions also occurred in a dose escalation
study in patients (N = 137) (Study 101) including three fatal cases (hypoxia, acute respiratory distress syn-
drome and pneumonia). Additionally, 2.3% of patients in ALTA experienced pneumonitis later in treatment,
with 2 patients having Grade 3 pneumonitis. E/derly. Early pulmonary adverse reaction was reported in 10.1%
of patients = 65 years of age compared with 3.1% of patients < 65 years of age. Hypertension. Hypertension
was reported in 30% of patients treated with Alunbrig at the 180 mg regimen with 11% having Grade 3 hy-
pertension. Dose reduction for hypertension occurred in 1.5% at the 180 mg regimen. Mean systolic and dia-
stolic blood pressure, in all patients, increased over time . Bradycardia. Bradycardia was reported in 8.4% of
patients treated with Alunbrig at the 180 mg regimen. Heart rates of less than 50 beats per minute (bpm)
were reported in 8.4% of patients at the 180 mg regimen. Visual disturbance. Visual disturbance adverse
reactions were reported in 14% of patients treated with Alunbrig at the 180 mg regimen. Of these, three
Grade 3 adverse reactions (1.1%) including macular oedema and cataract were reported. Dose reduction for
visual disturbance occurred in two patients (0.7%) at the 180 mg regimen. Peripheral neuropathy. Peripheral
neuropathy adverse reactions were reported in 20% of patients treated at the 180 mg regimen. Thirty-three
percent of patients had resolution of all peripheral neuropathy adverse reactions. The median duration of
peripheral neuropathy adverse reactions was 6.6 months, with a maximum duration of 28.9 months. Creati-
ne phosphokinase (CPK) elevation; In ALTA 1L and ALTA, elevations of CPK were reported in 64% of patients
treated with Alunbrig at the 180 mg regimen. The incidence of Grade 3 4 elevations of CPK was 18%. The
median time to onset for CPK elevations was 28 days. Dose reduction for CPK elevation occurred in 10% of
patients at the 180 mg regimen. Elevations of pancreatic enzymes. Elevations of amylase and lipase were
reported in 47% and 54% of patients treated with Alunbrig, respectively at the 180 mg regimen. For elevati-
ons to Grade 3 and 4, the incidences for amylase and lipase were 7.7% and 15%, respectively. The median
time to onset for amylase elevations and lipase elevations was 17 days and 29 days, respectively. Dose re-
duction for elevation of lipase and amylase occurred in 4.7% and 2.9% of patients, respectively at the 180 mg
regimen.Elevation of hepatic enzymes. Elevations of ALT and AST were reported in 49% and 68% of patients
treated with Alunbrig, respectively at the 180 mg regimen. For elevations to Grade 3 and 4, the incidences
for ALT and AST were 4.7% and 3.6%, respectively. Dose reduction for elevation of ALT and AST occurred in
0.7% and 1.1% of patients, respectively at the 180 mg regimen. Hyperglycaemia. Sixty one percent of patients
experienced hyperglycaemia. Grade 3 hyperglycemia occurred in 6.6% of patients.No patients had dose
reductions due to hyperglycaemia. R rting of sus verse reactions. Reporting suspected adverse
reactions after authorisation of the medicinal product is important. It allows continued monitoring of the
benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any suspected
adverse reactions via the national reporting system: Belgium. Agence fédérale des médicaments et des
produits de santé. Division Vigilance EUROSTATION Il Place Victor Horta, 40/ 40 B-1060 Bruxelles Site in-
ternet : www.afmps.be. e-mail : adversedrugreactions@fagg-afmps.be Luxemburg. Centre Régional de
Pharmacovigilance de Nancy Batiment de Biologie Moléculaire et de Biopathologie (BBB). CHRU de Nancy
- Hoépitaux de Brabois. Rue du Morvan 54 511 VANDOEUVRE LES NANCY CEDEX. Tél. : (+33) 3 83 65 60 85
/ 87. Fax : (+33) 3 83 65 61 33. E-mail : crpv@chru-nancy.fr or Direction de la Santé Division de la Pharmacie
et des Médicaments. Allée Marconi - Villa Louvigny. L-2120 Luxembourg. Tél. : (+352) 2478 5592, Fax : (+352)
2479 5615. E-mail : pharmacovigilance@ms.etat.lu. Link pour le formulaire : http://www.sante.public.lu/fr/
politique-sante/ministere-sante/direction-sante/div-pharmacie-medicaments/index.html. NATURE AND
CONTENTS OF CONTAINER. Alunbrig 30 mg film coated tablets. Round wide mouth high density polyethy-
lene (HDPE) bottles with two piece polypropylene child resistant screw cap closures with foil induction seal
liner, containing either 60 or 120 film coated tablets, together with one HDPE canister containing a molecu-
lar sieve desiccant. Clear thermoformable poly chloro tri fluoro ethylene (PCTFE) blister with heat sealable
paper laminated foil lidding in a carton, containing either 28, 56 or 112 film coated tablets. Alunbrig 90 mg
film coated tablets. Round wide mouth high density polyethylene (HDPE) bottles with two piece polypro-
pylene child resistant screw cap with foil induction seal liner closures, containing either 7 or 30 film coated
tablets, together with one HDPE canister containing a molecular sieve desiccant. Clear thermoformable poly
chloro tri fluoro ethylene (PCTFE) blister with heat sealable paper laminated foil lidding in a carton, contai-
ning either 7 or 28 film coated tablets. Alunbrig 180 mg film coated tablets. Round wide mouth high density
polyethylene (HDPE) bottles with two piece polypropylene child resistant screw cap with foil induction seal
liner closures, containing 30 film coated tablets, together with one HDPE canister containing a molecular
sieve desiccant. Clear thermoformable poly chloro tri fluoro ethylene (PCTFE) blister with heat sealable
paper laminated foil lidding in a carton, containing 28 film coated tablets. Treatment initiation pack Alunbrig
90 mg and 180 mg film coated tablets. Each pack consists of an outer carton with two inner cartons contai-
ning: Alunbrig 90 mg film coated tablets. 1 clear thermoformable poly chloro tri fluoro ethylene (PCTFE)
blister with heat sealable paper laminated foil lidding in a carton, containing 7 film coated tablets. Alunbrig
180 mg film coated tablets. 3 clear thermoformable poly chloro tri fluoro ethylene (PCTFE) blisters with heat
sealable paper laminated foil lidding in a carton, containing 21 film coated tablets. Not all pack sizes may be
marketed. MARKETING AUTHORISATION HOLDER. Takeda Pharma A/S. Delta Park 45. 2665 Vallensbaek
Strand.Denmark. MARKETING AUTHORISATION NUMBER(S). Alunbrig 30 mg film coated tablets.
EU/1/18/1264/001. 60 tablets in bottle.EU/1/18/1264/002. 20 tablets in bottle. EU/1/18/1264/011. 28 tablets
in carton. EU/1/18/1264/003. 56 tablets in carton. EU/1/18/1264/004. 112 tablets in carton. Alunbrig 90 mg
film coated tablets. EU/1/18/1264/007. 7 tablets in bottle. EU/1/18/1264/006. 30 tablets in bottle.
EU/1/18/1264/007. 7 tablets in carton. EU/1/18/1264/008. 28 tablets in carton. Alunbrig 180 mg film coated
tablets. EU/1/18/1264/009. 30 tablets in bottle. EU/1/18/1264/010. 28 tablets in carton. Alunbrig treatment
initiation pack. EU/1/18/1264/012. 7 x 90 mg + 21 x 180 mg tablets in carton. LEGAL STATUS. Medicinal
product subject to medical prescription. DATE OF REVISION OF THE TEXT 08/2020. Detailed information
on this medicinal product is available on the website of the European Medicines Agency http://www.ema.

europa.eu.
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