V1.2 Elements for a public summary

VI.2.1 Overview of disease epidemiology

Amyotrophic lateralsclerosiqALS) is fatal andrare but the most common motor neurondiseaseSymptansare
progressivemuscleloss and weakness tirednessand problems with swallowing, which typicdly leadto severe
breathingprobdems and eventualy death.In addition, difficulty with speakinganduncontollable salivation are
symptoms of this diseaseLife expectang is 2 to 4 yearsfrom onset,only 5—10% of patientssurvive beyond 10

years (Chb et al, 209).

Theincidenceof ALS is oneor two outof 100,00 people eaclyear,generally affecting men betveen 55 and65
yearsof age (approximatdy 30,000 are Americans). The diseaseseemsto be race specific with a prevalence
estimatedat 1.2-4.0 per 100,000Caucasiangndividualswith a lower ratein other ethnicpopulations(Logrosino
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et.al, 2010. As this populatian ages,the prevalence increags. Many researchershink that ALS is causedby a
combinatian of genetic ad envirmmental ri& factas, dthough aly age has baelinked b ALS.

VI.2.2 Summary of treatment benefits

A majaity of patients arestrickenwith this diseaeat the prime of their lives. Becausethereis no cure,riluzole
is a medicatian that helps people live longer and comfortally. Althoughnot clearly proven,riluzole has been
shown to improve the qudity of life. Clinical trials haveshown that patients who receivel riluzole ascompared
to patientswho received placebosurvivelongerwithout intubation. If the dosagevasincreasedrom 50 mg/day

to 200 mg/day patiet survivalremained the sae.

VI1.2.3 Unknowns relating to treatment benefits

Thereis alack of safey and efficacy dataof the effect of riluzole in regardsto any neuroggenerave disease,
particulaty in children and adolescats under 18 yearsof ageor in reproductive perfaomance and fertility.
Transferfrom mother to foetus during pregnacy or nursing children is unknown. Individuals with kidney
problems shold avoid filuzole dueto the absencef researb data.

VI.2.4 Summary of safety concerns

Table 23 Inportant identified risks

Important Identif ied Risk

What is known

Preventabilit y

Rapid heartleat (Tachycardia)

The developnent of a rapd
heartbeatwvith riluzole treamentis
comman.

Patients with a history of heart
probems shaild be closely
followed by their physician when
prescriked this drug.

Liver diseasel{ver Impaimment)

Abnomal liver function tests are
very common in patients using
riluzole.

Riluzole shauld be prescriked with
carein patientswith a history of
liver probems, or those with
slightly higher amounts of liver
enzymesthat break down amino
acids (ALT/SGPT, AST/SGOT up
to 3 times the upper limit of the
nomal range (ULN)), as well as
increasedamount waste products
from cells in the blodstrean.

Severalliver function testsshould
be done to deternine if changesn
liver enzyme production and cell
waste products that appea in the
bloodstream (especiay elevated
bilirubin) has incresed after
riluzole treament.

Low white blood cell
(Neutrogenia)

count

A decreasein white blood cell
count is vey rare. Orly a few cases
haveshown that riluzole treament
can decrege white blood cell
numbers in thelbodstrean.

If patients develop fever after
taking riluzole, they should
immediatey tell their physician.
Physiciansshouldthencheckwhite
blood cell countsand discontinue
riluzole.

Inflammation of the tissue and
spacearound the air sacsof the
lungs (hterstitial lung disease

Casesof interstitial lung disease
have been repoted in patients
treatedwith riluzole,same of them
were severeln the majority of the
repoted cases, sympoms
disappeeed after treatment with
riluzole was stopped

If respiratoy symptoms develop
such as dr cough and/ordysmoea,
chest radiogaply should be
performed. If testing shows this
risk to be related to riluzole
prescrigiion, this drug shauld be
discontinuedmmediatey.

Breakdavn of red blood cells
(Haemolytic anaenia)

This risk fairly uncanmon in

patients. However, in precinical

Patientswith a history of certain
blood disorders should be
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Important Identif ied Risk

What is known

Preventabilit y

studies, the breakdavn of red
blood cells was found in dogs
given riluzole. Depending on
where this break down occus in
the body, it canbe either hamless
or life-threataing. Noticeable
symptans can suc as tirednes
andshornessof breath.Symptoms
that may be more difficult to
discernmay bejaundice gallstmes
or high bloal pressure.

monitored closely. The known
symptans that have been
previousy describel shouldbe the
priority of the atteding ptysician.

Allergic reactilms that may include
rash, swelling of the throat
(Hypersensitre reactionsncluding
anaphylacti reactian)

These type of reactions are
uncomma in patients who have
been or are currenty prescrited
rilzulole. Theremay be same type
allergic reaction to some of the
ingredients other than the drug
itself.

The attendingphysician should be
aware of patienthistory in regards
to allergic reactions. Individuals
under treatment of riluzole should
be closely monitored for possible
hypersasitive reactios.

Swelling of the skin Angioedema)

Swelling of the skin of patients
prescriled  riluzole is an
uncomma reaction.

The attendingphysician should be
aware of patienthistoly in regards
to allergic reactions. Individuals
under treatment of riluzole should
be closely monitored for possible
hypersasitive reactios.

Stomadh pain, back pain, nausea,
vomiting as a resultof an inflamed
pancreasHancreatitis)

Inflammatian of the pancrea that

may lead to stomach pain, hausea
andvomiting in patients prescrited

riluzole is anuncanmon reagon.

If these gmptoms ocar the m@mtient
should immediatey seek a
physician.

Dizziness andvertigo

Dizzinessis common in patierts
who have taken riizole.

Although there have been no
studiesconduded on the effect of
riluzole on the ability to drive and
use macdinely, patientsshauld be
wamed abaut the potentid for
dizzinessor vertigo, and advised
not todrive or operate machiery if
these symptms occur.

Table 24 Inportant potential risks

I mportant Potential Risk

What

is known (including reason why it
considered a ptential risk)

is

Liver inflammation (Hepatits)

Althoughthe risk of hepatitisis unknowvn, abnomal
liver testsreaults are commonwhich may be the fir st
signs of inflammation. Liver enzymes should be
measuredbefore and during therayy with riluzole
especialy in patients with increasedliver enzyme
levels. Testing shald be ebnemonthly during the first
3 months of treatmat, every 3 months during the
remainder d the firstyear and periaically theredter.

Maternal and mbryo/foetal toxicity

Information regarding the effect of riluzole during
pregnancyon the child and mother is unknaown.
Riluzole should not be administeredto patientswho
are pegnant or beast-feeding.

Preclinical studiesof pregnantrats,foundthatriluzole
given at twice the dosagenormally given to humans
crossed the placentato the foetus, deceasedthe
pregnancyrate andthe number of implantations of the
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Important Potential Risk What is known (including reason why it is
considered a poential risk)

egg. Pups that were born did not have obvious
physical defect after treatment.In lactathg rats
riluzole was detected imilk.

Interaction with  other medicinal products | Studiesusinghumanliver cells suggestthat CYP 1A2
inhibitors/inducers bthe liver enyyme CYPLA2 is the principal isoenzyme involved in the initial
enzymethat acts on riluzole. Many drugs can act
againstCYP 1A2 (e.g.caffeine,diclofenac,diazepan,
nicergoline, clomipramine, imipramine, fluvoxamine,
phenacetin, theghylline,  amitriptyline  and
qguinolones)which could potertially decreasdhe rate
of riluzole releasedrom the body, while inducersof
CYP 1A2 (e.g.cigarettesmoke,charcoal-brded food,
rifampicin and omeprazole)ould increasethe rate of
riluzole elimination.

There have beenno clinical studiesto evaluatethe
interactions 6riluzole with othermedicinal prodicts.

Effeds on he ability to drive anduse mahines Pdients should be wamed abaut the potentid for
dizziness or vertigo and advised not to drive or
operate machingrif these sympoms occur.

It shouldbe notedthat no studieson the effectson the
ability to drive and use madhines have been

performed.
Table 25 Missing information
Missing Information What is known
Safety in pregnang/breast-feding Information regading the effect of riluzole on the

child and mother during pregnang is unknawn. In
addition, thereis medical information that statesthat
riluzole isfound in themilk of breastfeeding wome.

Safety and #icacy in childrenand adtescents ungr | No medical studieshave been done to detemine the

18years of ge effect of riluzole treament on children underthe age
of 18.
Effed on repoductive performancera fertility Fertility studiesin rats shoved minor probdems in

reproductive performanceat doseshigher than those
usually prescrilked to humans. This was probably due
to decreasedctivity of the aninals at thé dcse.

No medical studieshavebeen done to detemine the
effect of riluzole treatment on women who are
attempting to becme pregnant.

Kidney problems (Use in patientsvith impairedrend | Paients whose kidneys do not function properly
function) should not use riluzole since studieshave not been
done determiningthe effect of numerousdose taken
over time.

VI.2.5 Summary of risk minimisation measures by safety concern

All medicines have a $Samaryof Product Characteriees (SmPC) whiclprovides plsicians,
pharmacist@and otherhealthcareprofessionalswith detailson how to usethe medicine,the
risks and recommendatins for minimising them. An abbreviatedversion of this in lay
languageis provided in the form of the padkage ledflet (PL). The measuresin thes
documents are known as routine riskimisation masures.
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This medicine has no adihal risk minimisation rmasurs.

VI.2.6 Planned post-authorisation development plan (if applicable)

Not applicable.

VI.2.7 Summary of changes to the risk management plan over time

Table 26 Major changes to the Risk Management Plarover time

Version

Date

Safety cancerns

Comment

1.0

The initial RMP.

11

26.2.2015

Version of RMP last
sukmitted

Part |- Overview

Revision Indication and
Posology

Exact indication
mentioned

Contrandication and
warnings in ptients

Phamaceuical form and
strengths atlorised

Dates of
authorisation/lanch
amended

Module SV Post-
authorisation eperience

Module SVIII amended
Safety cocerns

Pat V-RMM amendedto
Module SVIII

PSURs adcd to RMM,
“How effectiveness of
RMM...

Impact of risk
minimisation for safey
concerns mended

Enteringof adverseevent
in section4.8 amendedas
the routine for specfic
safety concen. Updated
table 16 accading to
comments on safey
concerns

Pat VI Table 17

The relevant sections of
the RMP were revisedto
implement the
supplementary
information requestd by
SUKL.
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amended

Summay table of RMM,
Table 18 amended

Overvien of diseae
epideniology added
“problems speeb and
salivation”

Summay treatmen
benefits anended

Unknowns relating to
treaiment bendits
amended

Table 19 amended
accordng to the
commens in SVIII
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