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« Alectinib is indicated for the treatment of patients with ALK positive, locally
advanced or metastatic non-small cell lung cancer (NSCLC) who progressed on
or are intolerant to crizotinib.

X/

% Alecensa as monotherapy is indicated for the first-line treatment of adult patients
with anaplastic lymphoma kinase (ALK)-positive advanced non-small cell lung
cancer (NSCLC).
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Summary of the safety profile

The data described below reflect exposure to Alecensa in 405 patients with ATE-positive advanced
NSCLC who participated in one randomised Phase III clinical trial (BO28984) and in two single-anm
phase II climcal trials (WNP28761, NP28673). These patients were treated with the recommended dose
of 600 mg twice dailv. In the phase II clinical trials (NP28761, NP28673; N=253), the median
duration of exposure to Alecensa was 11.2 months. In BO28984 (ALEX; N=152) the median duration
of exposuke to Alecensa was 1729 28.1 months, whereas the median duration of exposure to crizotinib
was 10.7 & months.

The most common admrse drUE: re.ax:tmns (ADRE) (=200 6) were cumt:lpatmn—[éa—u}— m} almaz

e&ée&ra,—ﬁ&ee—e&éema, anaemia rash, mx::reasad b11u'ubm and
T e e N N AT

Tabulated list of adverse drug reactions
Table 3 lists the ADRs occurring in patients who received Alecensa across two phase II climcal trials
(NP28761, NP28673) and one phase III clinical tnial (BO28984; ALEX), and during post-marketing.

The ADEs listed m Table 3 are presented by system organ class and frequency categories, defined
using the following convention: very common (=1/10), common (=1/100 to <1/10), uncommon
(=1/1,000 to <1/100), rare (=1/10,000 to <1/1000), very rare {<1/10,000). Within each system crgan
class, undesrable effects are presented in order of decreasing frequency.

Table 3 ADRs reported in Alecensa clinical trials (NP28761, NP28673, BO28984; N=405) and
during post-marketing

System organ class Alecensa
ADRs (MedDRA) N=405
Al grades Frequency GradesFrequency category
o) category (all (orades 3-4
grades) 9243
Blood and lymphatic system disorders
Anaemia’’ [ 37 [ Vervcommon | Common30
Haemolvtic anasmia” [ Uncommon [ =
Nervous system disorders
Drveosusia~Dveoeusia’' | 33 [ Common [ 0.2 Tncommon
Eve disorders
Vizion deeerders disorders™ &6Very common R 13
Conunen
Cardiac disorders
Bradveardia' Bradveardia® | 88Vervcommon | -Comman | o
Respiratory, thoracic and mediastinal disorders
Interstitial hing diseasze / pneumonitis [ Common@d [ Uncommon [ 02
Gastrointestinal disorders
Constipation i3 WVerv commen OUncommion
Nausea 19 WVery common 0 5Uncommon
Diarrhoea 16 Wery common 0 ICommon
Vomiting pi g Wery common A Uncommon
-Stomatiis™ Stomatitis™ 30 Common 'S
Hepatohiliarv disorders
Increased 13 Very common 32Common
bilinubin“hilirubin™
Increazed AST = Very common 3Common
Increazed ALT 4 WVery common 33 Common
Increazed alkaline B2 Common 02 Uncommon
phosphatase®™* phosphatase”
Drug-induced liver istas mjury” 03U ncommon Uncommon | 07
Skin and subcutaneous tissue disorders
Bash*Pash'™ [ 18 [ Very common | {ECommon
Photosensitivity [ o1 [ Common [ (2 Uncommon
Musculoskeletal ﬂ.ml connective tissues disorders
Whralaia Mvalgia'' 28 Wery common L3 Common
Increased blood creatine b Very common 32Common
phosphelanase
Renal and urinary disorders
Blood creatinine increased | 32 | Common | 07 Uncommon
Acute kidney injury | 10Common | Common— | 108
General disorders and administration site conditions
Dedama™Oedema'™ [ 38 [ Wervcommon | 0 ICommon
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System organ class Alecensa

ADRs (MedDEA) N=405

el Frequency GradesFrequency category
{5} category (all (grades 3-4
grades) £241)

Investigations

Weight increazed [12 | Vervcommen | 0 TUncommon

¥ 1o rrada 54 ADR: were obsarved

* Im:lud.es one Gn.d.e 5 avent

hzemohvhic anaemia have been m chimical trials. The followine studiss (N=716) have been included n

the frequency calenlation: NP28761. NP28673, BO23584, WO25750. BO39604. BO29554 cobort A, YO29449.
T includes cases of dvs by and taste disorder

=" meludes cases of blurred wision, wisnal impamrment, vitreous floaters, reducad vizual acnity, asthenopia, zssd

diplopia, photopholis and photopsiz

2l includes cases of bradycardia and sines bradycardia

“% ingludas cazes of stomatitic and meuth uleeration

“* includes cazes of blood bilirubin increasad, hyperbilimbmzaemiz-sad, bilirbin conjugated increazad- and

blood bilrubm nmnn]ggated mt:reased

! Increazad alkaline 3 2

climeal trals

= inchudes two patients with reported MadDFEA term of drug-induced liver inury as well as one patisnt with

reported Grade 4 mereased AST and AT T wheo had documentad dmig-indwead Irvar injury by Iover baopsy

&~ mchides cases of rash, rash maculopapular, dermatitis acneiform, ervthema, rash generalised, rash papular,

rash pruritic, rash macular and exfoliative rash

“2 meludes cases of myalzia-axd, muscnloskelatal pain. and arthralsia

L includes cases of oedema peripheral, oedema, generalisad cedema, evelid cedema, periorbital cedema, face

oedema and localized cedema

[..]

Hepatotaxic ity

Across clinical trials (NP28761, NP28673, BO28%9284) two patients with Grade 3-4 AST/ALT
elevations had documented dms induced liver mjury by liver biopey.

In addition, one patient experienced a Grade 4 adverse event of drug-mduced liver imjury.

_Twro of these cases led to withdrawal from Alecensa treatment. Adverse reactions of increased AST
and ALT levels (151 7% and 1416% regpectively) were reported in patisnts treated with Alecensa
across clinical frials (NP23761, NP28673, BO23%84). The majonty of these events were of Grade 1
and 2 intensity, and events of Grade = 3 were reported in 3.7% and 3.7% of the patients for incTeazed
AST and ALT levels, respectively. The events generally ocourred dunng the first 3 months of
treatment, were usually tranzient and resclved upon temporary intermiption of Alecensa freatment
{reported for 1.5% and 3.0% of the patients, respectively) or doze reduction (2.20% and 1.25%,
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respectively). In 1.2% and 1.5% of the patients, AST and ALT elevations, respectively, led to
withdrawal from Alecensa treatment.

Grade 3 or 4 ALT or AST elevations were each observed m 3% of patients recelving Alecensa versus
1516% and 11%: of patients receiving crizotinib in the phase III clinical tnal BO285%84.

Adverse reactions of biliribin elevations were reported i 18 21% of the patients treated with
Alecensa across climecal mals (MP28761, NP28673, BO23%934). The majority of the events were of
Grade | and 2 intensity; Grade 3 events were reported in 3.2 7% of the patients. The events generally
cccurred dunng the first 3 months of treatment, were usually transient and the majornty resolved upon
dose modification.

In 32 7.7% of patients, bilirubin elevations led to dose modifications and in 1.5 2.0% of patients,
bilirubin elevations led to withdrawal from Alecensa treatment.

In the phase III clinical trial BO23984, Grade 3 or 4 bilirubin elevations occurred in 3.39% of patients
receiving Alecensa versus no patient receiving crizotinib.

Concurrent elevations in ALT or AST greater than or equal to three times the ULN and totzl bilimbin
greater than or equal to two times the ULN, with normal allcaline phosphatase, ocourred in one patient
(0.2%) treated in Alecensa clinical trials.

Patients should be monitored for liver function meluding ATT, AST, and total bilimibin as outlined
zection 4.4 and managed as recommended in section 4.2.

Bradveardia

Cases of bradycardia (82 11%:) of Grade 1 or 2 have been reported in patients treated with Alecensa
across clinical trials (INP28761, NP28673, BO28%84). No patients had events of Grade =3 seventy.
There were 66 of 363- patients (18%) treated with Alecensza who had post-doze heart rate values below
50 beats per minutes (bpm).

In the phase I1I clinical trial BO28%84 13% of patients treated with Alecensa had post-dose heart rate
values below 30 bpm versus 20 21%: of patients treated with crizotinib.

Patients who develop symptomatic bradycardia should be managed as recommended in sections 4.2
and 4.4. Mo case of bradyeardia led to withdrawsal from Al=censa treatment.

severe myvalzia and CPE elevations

Cases of myalgia (2835%) meluding myalgia events (2254and23%). musculoskeletal pain (F-40.5%),
and arthralzia (1994) have been reported in patients treated with Alecensa across climocal tnals
(INP28761, WNP28473, BO28984). The majonity of events were Grades 1 or 2 and Sweafour patients
(1.03%) had & Grade 3 event. Do=se modifications of Alecensa trestment due to these adverss events
were only required for two patients (0.3%); Alecensa treatment was not withdrawn due to these events
of myalgia. Elevations of CPE occurred in 4348% of 362363 patients with CPE laboratory data
available acrose clinical trials (NP28761, WP28673, BO2E8984) with Alecensa. The mncidence of
Grade = 3 elevations of CPK was 33 4.2%. hadian time to Grade = 3 CPK elevation was 14 days
across trials (NP2ET761, WP28673, BO2E984). Doze modifications for elevation of CPE occurred in
3.23% of patients; withdrawal from Alecensa treatment did not ocour due to CPE elevations. In the

clinical frial BO28984. severe arthralgia was reported in one patient (0. 7%%) in the alectimib arm and in
two patiemts (1.3%5) in the crizotinib arm. Grade = 3 elevation of CPE was reported for 3.9% of

patients recetving Alecensa and 3.3% of patients receiving crizotimib.

Gustraintestingl effects
Constipation (3338%0), nausea (1820%), diarmrhoea (1619%:) and vomitmg (1114%) were the most
commonly reported gastromtestinal (GI) reactions. host of these events were of mild or moderate
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severity; Grade 3 events were reported for diarrhea (1.03%), nausea (0.5%), and-vomiting (0.2%%). and
constipation (0.2%:). These events did not l2ad to withdrawal from Alecensza treatment. Median time to
onset for constipation, nausea, diarrhez, and/or vomiting events across clinical tnals (INF28761,
NP28673, BOZE9E4) was 2422 days. The events declined in frequency after the first month of
treatment.

In the phase III chmcal tnal BO28%84, Grade 3 and 4 events of nausea  diarmrhoea and constipation

were reported in one patient each (0. Lﬂ-&mﬂﬂh@d—ﬂ-&m@ﬁt—@ﬂﬂﬁkﬁi T%) in the Alacanss
alectimib arm and the mcidence of Grade 3 and 4 events for of nauzea, diamrhoea and vomuting-and

dimrrhess was 3.3%, 335 and 2 (054 and 3.3%, respectivelv, in the crizotinib arm.

:Nan yTna Py 6.4 Special precautions for storage qwwoa
Do not store abcﬂ.re 3[]*(:

Stnre in the orlgmal pack:age to prﬂlect frnm Ilght and keep the hnttle tightly closed in order to
protect from moisture.
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