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l. INTRODUCTION

Based on the review of the gquality, safety and efficacy data, a marketing authorisation has been granted
for Metylfenidat Amdipharm,10 mg, 20 mg, 30 mg, modified-release capsule, hard.

The active substance is methylphenidate hydrochloride. A comprehensive description of the indication
and posology is given in the SmPC.

For recommendations to the marketing authorisation not falling under Article 21a/22a/22 of Directive
2001/83/EC and conditions to the marketing authorisation pursuant to Article 21a/22a/ 22 of Directive
2001/83/EC to the marketing authorisation, please see section VI.

The application for Metylfenidat Amdipharm, 10 mg, 20 mg, 30 mg, modified-release capsule, hard, is
a generic application made according to Article 10(1) of Directive 2001/83/EC. The applicant,
Amdipharm Ltd., Ireland, applies through the Decentralised Procedure with Sweden acting as
reference member state (RMS) and UK(NI) as concerned member states (CMS).

The reference medicinal product chosen for the purposes of establishing the expiry of the data
protection period is Equasym Depot, 10 mg, 20 mg or 30 mg, modified-release capsule, hard,
authorised in Sweden since 2007, with Shire Pharmaceuticals Ireland Limited as marketing
authorisation holder.

The reference product used in the bioequivalence studies is Equasym Retard, 30 mg, modified-release
capsule, hard from Germany with Shire Pharmaceuticals Ireland Limited as marketing authorisation
holder.

European Reference Product (ERP)

A European Reference Product is used in CMS UK(NI): Equasym Depot, 10 mg, 20 mg or 30 mg,
modified-release capsule, hard, authorised in Sweden since 2007, with Shire Pharmaceuticals Ireland
Limited as marketing authorisation holder.

The justification to use this product is based on information received from UK(NI) and on RMS’s own
files. The ERP information was circulated by RMS during validation period.

Potential similarity with orphan medicinal products

According to the application form and a check of the Community Register of orphan medicinal products
there is no medicinal product designated as an orphan medicinal product for a condition relating to the
indication proposed in this application.

1. QUALITY ASPECTS
1.1 Drug Substance

The structure of the drug substance has been adequately proven and its physico-chemical properties
are sufficiently described.

The manufacture of the drug substance has been adequately described and satisfactory specifications
have been provided for starting materials, reagents and solvents.

The drug substance specification includes relevant tests and the limits for impurities and degradation
products have been justified. The analytical methods applied are suitably described and validated.

Stability studies confirm the retest period.
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1.2 Medicinal Product

The medicinal product is formulated using excipients listed in section 6.1 in the Summary of Product
Characteristics.

The manufacturing process has been sufficiently described and critical steps identified.

The tests and limits in the specification are considered appropriate to control the quality of the finished
product in relation to its intended purpose.

Stability studies have been performed and data presented support the shelf life and special precautions
for storage claimed in the Summary of Product Characteristics, sections 6.3 and 6.4.

I11.  NON-CLINICAL ASPECTS

Pharmacodynamic, pharmacokinetic and toxicological properties of methylphenidate are well
known. As methylphenidate is a widely used, well-known active substance, no further studies are
required, and the applicant provides none. Overview based on literature review is, thus, appropriate.

Environmental Risk Assessment (ERA)
Since Metylfenidat Amdipharm is a generic product, it will not lead to an increased exposure to the
environment. An environmental risk assessment is therefore not deemed necessary.

There are no objections to approval of Metylfenidat Amdipharm from a non-clinical point of view.

IV.  CLINICAL ASPECTS

Pharmacokinetics

To support the application, the applicant has submitted two single dose bioequivalence studies
comparing Methylphenidate HCI with the reference product Equasym. The bioequivalence studies
were performed at the 30 mg strength, one in fasting and one in fed condition, respectively.

Pharmacokinetic properties

Absorption: Methylphenidate is readily absorbed from the gastrointestinal tract and undergoes
extensive first-pass metabolism with an oral bioavailability of approximately 30% (11-51%). The
modified release formulation has a plasma profile showing two phases of active substance release,
with a sharp, initial, upward slope similar to a methylphenidate immediate-release tablet, and a second
rising portion approximately three hours later, followed by a gradual decline.

Following oral administration of methylphenidate modified release capsule, hard, peak plasma
concentrations occur approximately 1-2 hours after administration of 0.30 mg/kg. The peak plasma
concentrations that derive from the immediate release component (30% of dose), show considerable
intersubject variability. The methylphenidate contained in the modified-release component (70% of
dose) is gradually released over the next several hours resulting in a second maximum observed
concentration in most subjects at 4.5 hours after dosing following a gradual decrease of
methylphenidate plasma levels.

No significant drug accumulation is expected for methylphenidate based on studies with other
modified release formulations following single and repeated once daily dosing.
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Ingestion together with food with a high fat content delays its absorption (T .) by approximately one
hour and increases the maximum concentration (C,.x) by approximately 30% and the amount absorbed
(AUC) by approximately 17%. Administration is recommended before breakfast.

Linearity: The area under the plasma concentration curve (AUC), as well as the peak plasma
concentration, is proportional to the dose.

Elimination: Methylphenidate is eliminated from the plasma with a mean half-life of 2 hours.

Study 339B17
Methods

This was a single-dose, two-way crossover study conducted in 24 healthy volunteers, comparing
Methylphenidate HCI, 30 mg, modified release capsule with Equasym, 30 mg, modified release
capsule under fasting conditions. Blood samples for concentration analysis were collected pre-dose
and up to 24 hours post-dose. Plasma concentrations of methylphenidate were determined with an LC-
MS/MS method. Analysis of variance (ANOVA) was performed on the log-transformed data for
AUC.;, AUCq...,, AUC pase 1, AUC phase 2, Cimax, phase 1 8N Crnax, prase 2 The clinical part of the study was
conducted between 8 November 2018 and 22 November 2018 and the analytical part of the study was
conducted between 4 December 2018 and 14 December 2018.

Results
The results from the pharmacokinetic and statistical analysis are presented in table 1.
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Table 1: Pharmacokinetic parameters of methylphenidate after single 30 mg dose of the test and
reference products in the fasted state (arithmetic mean of non-transformed values + SD, T/R
ratios, 90 % CI and intra-subject CV %, n= 24.

PK Metric Test Reference Ratio* T/R 90% Cl, Intra-subject
lower, upper | CV™ (%)

AUCo-t 75.9425.9 73.6+25.9 103.3 100.3, 106.4 5.9

(ng/ml*h)

AUCo-» 81.6+26.8 79.4429.1 103.2 100.4, 106.2 5.8

(ng/ml*h)

AUC:» (%) 7.143.2 7.142.7 - - -

AUCphase1 4.3+2.0 4.312.2 102.0 85.0,122.4 38.0

(ng/ml*h)

AUCophase2 71.7+24.5 69.2+24.3 103.5 100.2, 106.9 6.5

(ng/ml*h)

Crmax,phasel 5.7+2.0 6.0+2.7 98.7 86.7,112.3 26.5

(ng/ml)

Cmax,phase2 8.4+3.1 7.6+£2.4 109.9 104.0, 116.2 11.3

(ng/ml)

tmax,phasel (h) 1.25 1.50 - - -

- (0.75, 1.50) (0.75,1.50)

tmax phase2 () 4.5 4.5 - - -

- (3.5, 6.0 (1.5,5.5)

tuz (h) 5.8 (£1.3) 5.8 (£1.2) - - -

* log-transformed values, geometric mean ratios, ™ residual CV, ** median (range)

The cut-off time point between absorption phase 1 and phase 2 was defined as median tmin petween Of the
reference product and was determined as 1.50 hours after drug administration.

For AUC,., AUCq..., AUC pnase 1, AUC phase 2, Cimax, phase 1 N0 Crax, phase 2- the 90% confidence interval for
the ratio of the test and reference products fell within the conventional acceptance range of 80.00-
125.00% for methylphenidate.

Study 346B17
Methods

This was a single-dose, two-treatment, four-period, two-sequence, crossover study conducted in 24
healthy volunteers, comparing Methylphenidate HCI, 30 mg, modified release capsule with Equasym,
30 mg, modified release capsule under fed conditions. Blood samples for concentration analysis were
collected pre-dose and up to 24 hours post-dose. Plasma concentrations of methylphenidate were
determined with an LC-MS/MS method. Analysis of variance (ANOVA) was performed on the log-
transformed data for AUC., AUCq..., AUC pase 1, AUC phase 2, Crmax, phase 1 8N Crnax, phase 2. The clinical part
of the study was conducted between 29 March 2018 and 11 May 2018 and the analytical part of the
study was conducted between 27 April 2018 and 16 May 2018.
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Table 2: Pharmacokinetic parameters of methylphenidate after replicate

single 30 mg doses of the test and reference products in fed state (arithmetic mean of
non-transformed values + SD, T/R ratios, 90% CI and intra-subject CV%b, n=48;

346B17)

PK Metric Test Reference Ratio* T/R 90% Cl, Intra-subject
lower, upper | CV™ (%)
AUCo+ 89.5+£20.7 86.2+19.3 103.6 100.9, 106.4 7.8
(ng/ml*h)
AUC - 93.8+22.2 92.1+£20.9 101.7 99.2,104.2 7.2
(ng/ml*h)
AUCt (%) 4.5+1.9 6.2+3.2 - - -
AUCphase1 7.0£3.5 7.613.5 93.1 78.5,110.5™" 53.5
(ng/ml*h)
AUCphasez 82.5+19.3 78.9£18.2 104.4 101.5, 107.4 8.4
(ng/ml*h)
Crmax,phasel 6.1+2.4 6.6+2.5 89.7 80.5, 99.9 32.5
(ng/ml)
Crmax,phase2 11.3+2.6 9.7+2.9 118.0 112.0, 124.3 15.4
(ng/ml)
tmax,phasel (h) 2.6 2.6 - - -
- (1.0, 2.6) (0.8 2.6)
tmax,phaseZ (h) 5.0 5.0 - - -
- (3.5,7.5) (2.6, 6.5)
tu2 (h) 4.9+1.0 5.3+1.1 - - -
Tmin between (h) - 2.6 - - -
(1.3, 4.0)

Kok

* log-transformed values, geometric mean ratios, ™ residual CV, ™ median (range), ™ the
acceptance range for AUChase1 Can be widened to 69.84 — 143.19 % as CV(%) >50 after replicate
REF.

For AUCq., AUC ..., AUC ghase 2, Crmax, phase 1 N0 Cryax, phase 2 the 90% confidence interval for the ratio of
the test and reference products fell within the conventional acceptance range of 80.00-125.00% for
methylphenidate.

The cut-off time point between absorption phase 1 and phase 2 was defined as median tmin petween Of the
reference product and was determined as 2.625 hours after drug administration.

For the AUCnase1, the intra-subject variability after replicate administration of the reference products
was 53.52% thereby enabling to widen the bioequivalence acceptance margins by use of the scaled
average bioequivalence approach for highly variable drugs in line with the bioequivalence guideline
recommendations up to 69.84 - 143.19%.

A biowaiver was sought for the additional strengths of 10 and 20 mg.

Discussion and overall conclusion

The bioequivalence studies 339B17 (fasting) and 346B17 (fed) were conducted in accordance with the
Guideline on the investigation of bioequivalence (CPMP/EWP/QWP/1401/98 Rev 1 /Corr) and
Guideline on the pharmacokinetic and clinical evaluation of modified release dosage forms
(EMA/CHMP/EWP/280/96 Revl). The bioanalytical methods were adequately validated.

The results of study 339B17 and study 346B17 with the 30 mg formulation can be extrapolated to the

other strengths 10 mg and 20 mg, according to conditions in the Guideline on the investigation of
Bioequivalence; CPMP/EWP/QWP/1401/98 Rev. 1, section 4.1.6.
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Based on the submitted bioequivalence studies, Metylfenidat Amdipharm is considered bioequivalent
with Equasym.

Pharmacodynamics/Clinical efficacy/Clinical safety

No new studies on pharmacodynamics, clinical efficacy or clinical safety have been submitted.
Provided that bioequivalence with the originator product is demonstrated, additional data is not
necessary.

Risk Management Plan

The MAH has submitted a revised risk management plan (version 0.2, DLP 31 July 2020, signed
10 February 2021), in accordance with the requirements of Directive 2001/83/EC as amended,
describing the pharmacovigilance activities and interventions designed to identify, characterise,
prevent or minimise risks relating to Metylfenidat Amdipharm.

In this revised version, neonatal toxicity was removed as a risk (as was requested), given that this risk
should only be included for products with an indication for adult patients.

Safety specification

Summary of safety concerns

Important identified risks . .
¢ Serious cardiovascular events

Psychosis/Mania

Verbal or motoric tics
Depression

Aggression

Drug abuse/Drug dependence
Withdrawal syndrome
Reduced weight gain
Decreased rate of growth
Seizures

L]

. * = & o+ @

.

L]

* Cerebrovascular Disorders

Important potential risks
P P * Suicidality

* Sexual Maturation delayed

Missing information
+ long-term effects

The safety specification follows that of the reference product and is considered acceptable.

Pharmacovigilance Plan
Routine pharmacovigilance is suggested, and no additional pharmacovigilance activities are proposed
by the applicant, which is endorsed.
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Risk minimisation measures

safety concern

Risk minimisation measures

Pharmacovigilance activities

Important identified risks

Serious cardiovascular
events

Routine risk minimisation measures:

¢ SmPCsections 43,44 48
¢ PllLsections 2, 4

Section 4.3 of the SmPC states that the use of
methylphenidate is contraindicated in patients
with pre-existing cardiovascular disorders
including severe hypertension, heart failure,
arterial occlusive disease, angina pectoris,
hemodynamically significant congenital heart
dizease, cardiomyopathies, myocardial
infarction, potentially life-threatening
arrhythmias and channelopathies (disorders
caused by the dysfunction of ion channels).

SmPC Section 4.4 advises that the Patients who
are being considered for treatment with
stimulant medications should have a careful

Routine pharmacovigilance
activities beyond adverse
reactions reporting and signal
detection:

Mone proposed

Additional pharmacovigilance
activities:
Mot Proposed
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history [imcluding assessment for  family histony
of suddem cardisc or uneaplsined desth orF
maliznant aeThythmia] and physical =cam o
assess for the oresemce of cardisc diseass, and
should receiye  further soecialist  casdisc
avalustion if inital firdings summast such history
or disense. Fatients who dewelop symptoms such
as palpitations, exertional chest  pain,
Lni-_'-:pluirrcl:l syncops, dyspmoea or  other
symptoms suEEestive of cardisc dissase during
methyiphenidate trestmant should underso A
promipt specislist cardiac evaluation.

Caution is imdiated in tresting patients whose
underiying  medical  comditions  might  be
compromized by inoreases in blood pressune or
hezart rate.

Cardicwascular  status  should be  carefully
monitored. Eloed pressure and pulse should be
recorded on & o=ntile chart at =ach adjustiment
of dose, and the=n &t k=ast every § months.

Swdden death has been reported inassociston
with the use of stimulsnts of the certral naraous
system ak usual dozes in children, some of whom
had cardiac structwral sorormalities or other
seriows heart probolems. Stimuknt products are
mot recomimended in patients with krown
cardiac strusctural abncemalities,
cardicmnycosthy, serous  heart  rhythm
abnormalities, or other sericus cardisc problems
that may place them at incrassed vulr=rability to
the sympsthomimetic =Mects of & stimulant
miedicine.

Misuz= of stimulapts of the cepiral neraous
system may be assodsted with sudden death
and other sEfiious cardicwasoular aovarse syenks.

Section 4.2 of the SmPC miepticns cardipwmsoukr
disorders such as amwhythmis, tadwycardia,
pailoitaions at commion freguency, chest pain at
unCcomman frequency, anging pectoris at rare
frequency, cardinc amest and  myocardd
irfarction &t wery rare freguency snd
Dupraventricular  tachycardia,  bradycardia,
ventriculsr evtrasystoles, extrasystoles at not
krown Frequency.

Legnl Statws: Fresoription only Medicine

Additionsl risk minimizgtion messures:
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Fhysicin educational tools:
*  Physician’s guide to prescribing
*  Chedilist 1 Methyiphenidste chedilist

beforne :|r|:s|:ri:|in5

*  [hecklist 2: Methylphenidate chedilist
for monitoring of ongoing therapy

# [Chart for onEzoing montoring during
mathylohenidate treatment

Pepchiosis R anis

Eoutine risk minimisstion messures:

#  SmPCoactions4.4,4.9, 458
%  PILsections 2, 4

Section 4.4 of the SmPC states that the patients
on lons-term therapy [i.e. ower 12 maonths| must
kaee careful ongoing michitoring for worssning
of pre-existing psychiatric disorders. Psychiatric
dizorders to monitor for motor or vocal tics,
agpressive or hostile  beheviour, agitaton,
anety, depression, psychasis, mania, dekusions,
irritability, lack of soontaneity, withdressl 2nd
EACEsEWE perseveration

Dewslopment or worsening of  psychiatric
dizorders should be monitored ot ewery
adjustment of doss, then 2t least every €
miomnths, and st every visit; discontinuation of
treatment miey be sporopnate.

Chromic abuse of methylphenidete can kead to
marked folzrance ang asychological
gependence with varying desress of abnormal
b=havicur. Frank psychiotic spisodes cam ooour,
especially in response to parentaral anuse.

Treatment-=mergent  psychotic symptoms
(visualtactile/awnditory  hallucinations  and
gelusions| or mamis in patients without price
kistory of psychotic illness or manis cen be
caused by methylphenidsts 2t wsual doses. i
manmic  of psychotic  symptoms oo,
considerstion should be given to @ possible
cousal rode  for  methylphenigste, and
dgiscontinustion  of  trestmemt may  be
approgriste.

Section 4.3 of the SmPC advizas to sbstain from
alcobol during methylphenidate treatment. As
alcokhol may exscerbates the adverse CHE effects

Routine pharmacovigilance
sctivities  beyord | adverse
reactions reporting and signal
detection:

None proposed

Additionsl pharmecovigilanos
activities:
Yot Froposed
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of pmychoactive medicinal products, incleding
miethylphenidete.

Sectiom 4.8 of the SmPC states insommiz and
mEErvousness &t weEry ocomman  fmequency,
anorexis, affect kability, agsression, agitation,
ariety, depression,  irmtability, aonormal
be=haviour ard bruxism at common frequency,
Psychotic disorders, auditory, visussl and tactile
haludnations, snger, suicidal ideation, mood
altered, mood swings, restiesmness, tearfulmess,
tics aor worsening of pre-=dstng tic of
Tourette's symdrome, hypervigilance and si=ep
gizorder at uncommon frequency, mEniE,
disorientation, libido disorder, Suicdal sttempt
(incuding completed  suiode], trensient
dgepressed mood, aonormal thinking, spathy,
repetitve  beheviour, over-focussing,  and
delusions, thousht disturbamces, confusional
state, dependence, and osorrhoen ot not known
Frequency.

Legal Status: Presoription onty Medicine
Additionsd risk minimisstion messwres:
F'I1'|Isi|:'n.n educatonal tools:

*  Physician’s suide ta prescribing

*  [Checklist 10 Methyiphenidete oheclist
before prescrioing

*  [hecilist 2 Methyiphenidete checklist
for munitnr‘irﬁufunﬁ-:-l'n;therup’f

Werbal or motoric tics

Ecautine risk minimisation megsures:

#  SmPC osction 4.4
#  PILsections 2

Section 4.4 states that the patients on long-t=rm
therzpy (i.e. ower 12 months| must kave careful
ongoing  monitoring for worsening of pre-
existing  psychistric  disorders.  Psychistric
disorders bo monitar forare descrined below and
imClude [out are mot Emited to] motor or vocal
tics, aggressive or hostile beheviowr, agitstion,
anmety, depression, psychasis, mania, dekusions,
irritability, lsck of spontaneity, withdres=l and
EACESIIE parsEvEration.

Methylob=nidate is associnted with the onset or
sumcerbation of motor snd  werbal o

'#I:Irﬂiﬂ.!: Of Toureite's syrdromie has also been

Routine pharmacovigilance
mrtivities beegand adverse
resctions reporting and signal
detection:

Mone proposed

Additionsl pharmacovigilamos
mctivities:
Hone proposed
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reported. Family history should be assessed and
clinical evsluation of the patiznts for tic or
Tourette's syndrome should precede use of
methylphenidete. Patients should be regulary
monitared for the emenmence or worsening of
tics during treatment with methylohenidate.
Manitoring should be ot every adjustment of
cose and then at least every § months or svery
wisit.

Legal Skatws: Fresoription only Medicine
Addrtianed risk minimisstion messwres:

F'I1'|I:i|:'nn educational tools:
* Fl'rr'si-:iun"s 5ui|:|e'h:l Fr\-_':cril:linE
*  Checklist 10 Methyiphenidete chedilist

before :lrzscri:inE

¢ Checklist 2: Methyipheridete chedilst
for mﬂnitﬂr‘il‘EﬂfﬂnEﬂfﬂ;tl‘El‘ﬂP‘r’

Depression

Ecutine risk minimisstion messures:

# ESmPCsaction 4.3, 4.4, 4.8
# PILsections Z, 4

SmPC Section 43 reports methylpheridate is
contraindicated in disgnasis ar history of' severe
G pression.

SmPC Saction 4.4 states that the patients on
long-term thermpy (i.e. over 12 months] must
kawe careful ongoing  moritoring o
development of de ROVD Or worsening of pre-
euistingg  psychiatric  disorders.  Pmychiatric
disorders to monitor include depression.

Frior  to initisting ~ treatment  with
methyiphenidate, patients with comorid
depressive symptoms should be adequately
screened to determine it they are st sk for
bipodar disorder: such screening should includ= a
detailed psychiatric history, including a family
history of suidde, oDipolwr dizorder, =nd
g pression.

Close ongoing mMORtoring is essential in these
pati=nts. Fatients showld be monitored for

symploms ab every adjustment of doss, then at
least every & months and at every wisit.

Routine pharmacovigilance
sftivities  beyomd — adverse
resctions reporting and signal
detection:

Hone proposed

Additional pharmecovigilamos
mcEivities:
Wone proposed
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Careful  supervision s  required  during
withedrawal from abusive uss SRce  Seyere
O [ression may sCour.

SmPC Section 4.3 mentions depression =t

COMmion TrEQuE Y.
Legal Skafes: Fresoription only kiedicine

Additionsl risk minimisation measwres:
F'hlllsii:'m.n educaticnal toods:
. Fl'rlrs'r:iurr's 5ui|:|-=1:-:l FFEFCI'iI:IiI'E
v Checklist 11 Methylphenidete checdklist
bafore prescrioing

¢ [Checklist 2 Methylphenidete chedilist
Tor m-:!niturirEn:rrn:lnE-:vl'nE therapy

Aggression

Routine risk minimisation measures:

# EmPCsection 4.4, 4.8
# PILsectons Z, 4

SmPC s=ction 4.4 states that the emergence or
worsening of ageression or hostility an be
caused by treatment with stimulsnts. Patienks
treated with methyiphenidate chould be clossly
mionitared for the ememEeanos or worsening of
aEEressive DeEhawior or Rostility atb treatmient
initiation, at every dose adjustment and then at
lemst ewery & months and every visit.

Fhiysicians should eveluate the need for
adjusiment of the trestment resimen in patiznks
experizncing behevior changes b=aring in mind
that uowards or downwards titretion may be
appropriste. Trestment intenmuption @n be
considensd.

SmPC Section 4.2 reports appression with
COFiFiOn fre QuE Ry,

Legal Status: Fresorotion onky Medicine
Additionsl risk minimisation measwres:
F'hlllsii:'m.n educaticnal toods:

. Fl'rlrs'r:iurr's 5ui|:|-=1:-:l FFEFCI'iI:IiI'E

v Checklist 11 Methylphenidete checdklist
bafore prescrioing

¥ Checklist 2 Methyiphensdate chedilist
Tar m-:nitnrirg-:rr-:lnﬁu'n; therapy

Routime pharmacovigilancs
mifivities  beyond — adverss
resctions reporting and signail
defection:

Homne proposed

HAdditional pharmacovigilanoe
mehivifies:
None |:|n:-:|a:-.'=|:|:|
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Oirug sbuseDrug
dependence

Foutine risk minimisation messures:

# EmPCeoschion 4.2, 44, 4.8
# PIL sections 2, 3

SmPC section 4.2 states that the patients should
b= mionitored for the rsk of diversian, misuse

ard sbuse -:-Tmzth-llth:ri'-:lm.

SmPC oection 4.4 ctates that metiyiohenidsts
should b= wsed with caubion in petiznks with
kmown drug or alcotal dependency becsuss of &
F-ut:n'l:'a.lrnr sbuse, miswse oF dirersion.

Chromic abuse of methyipheridete can lead to
misried tolEranoe sna osycholagical
gependencs with varying desre=s of sonormal
b=havicr. Frank psychotic episodes mn ocour,
especislly in response to parentaral souse.

Coution is callsd for in emotionally unstable
pati=nts, such as those with 8 history of drug or
alcohol depErde Roe, DEcause sudh patients may
ircreass the Gose on their own initistive.

For some hizh-risk subsisncs sbuose patisnis,
miethylphenidate or other Simulants may not be
suitsble and nor-stim kst trestment should be
considerad.

SmPC sechon 4.8 mentions cases of abus: and
depandencs hawe besn described, miore often
with immediate-releass formukiations.

Legal Stafus: Presoription only Medicine
Additiomsl risk minimisstion messures:
F'I1'|lsi|:'n|.n educational tools:

* Fl'rlr.-:i‘:iun": 5ui|:|-= to |:|r-_-:-:ril:|in5

¥ Chedklist 1 Methylphenidete dhedlist
bafore prescrioing

»  Checklist 2@ Methyiphenidete chedklist
for "n-:lnitnrirE-:rI' -:lnE-:-|'n5 therapy

Routine pharmecavigilance
mriivities beyomed advErne
resctions reporting snd  signal
detection:

None proposed

Additionsl pharmecovigilance
achivifies:
Korne |:n:-:|-:-.-:E|:|

Withdresal syndrome

Foutine risk minimisstion messures:

® SmPC section 4.4

Sactiom 4.4 of the SmPC states thet the patients
on lons-term therapy [ie. ower 17 months) must
hawe careful ongoing monitoring  sccording.
Foychimtric dizorders o monitor for withdressl

Routine pharmacovigilance
witivities  beyond — adverse
resctions reporting esnd signal
detaction:

Hone prooosed

fAdditional pharmecovigilanos
mCivities:
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& careful supsrdsion during drug withdrawal,
nce this may unmask depression as well as
chromic ower-activity. Some patiznts migy nequire
long-term fiollow wo and during withdraws| frioem
abusive use SinDE REwene DEprEssicn Mily ooour.

Careful supemvision i requined
withdrawal from abusve use Snce
CEpression may ooour.

during
severe

Legal Skafus: Fresoription onty Medicine
Addrbional risk minimisation measures:
Physician educational tools:

* Fl'rlr.':i‘:iun": 5ui|:|-=1:-:l Frep-:rihirﬁ

¥ Chedilist 11 Methyiphenidate chedilist
before :|r=:|:ri:|ir5

v Chedilist 2: Methyiphenidate chedilist
for m-:lniturirE-:rrn:InE-:fngthcrup'r'

Hone Fr\l:-:ll:-.il:d

Reduced weight gain

Routine risk minimsation measures:

® SmPCoactiond.d, 4.2
# PIL sections £

SmPC Section 4.4 stetes that the growth should
b= monitored  during  methyiohenidate
treatment Height, weight and appetite should
b= recorded ot least  &momthly  with
msintenance of o frowth chart Modertely

reduced weight =ain and Erowth retardston
hawve besn reported with the long-term use of
miethylphenidate in children.

Fatients who are not grossing or mzining height
or weight as eapscted may need to have their
treatmient intemmupted.

SmPC section 4.2 mention modsrately reduced
weight with methylphenidet2 2t commaon
frequency.

Legal Skafus: Fresoription onty Medicine

Additionsl risk minimisstion MEasures:
F'h'llsi:'n.n ecucational toods:
¥ Phiysician's guice to prascribing

v Checklist 17 Methyiphenidste chedilist
before prescriving

Routime pharmacoyvigilancs
wmctivities  beyomd  adwverse
reactions reporting snd signal
detection:

None proposed

Hdditionsl pharmacovigilanoe
mriivities:
Hone proposed
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» [hecklist 2: Methylpheridete chedlist
for '11-:lniI:|:|rinE-:r|'-:InE-:-|'|15 therapy

¢ (Chart for onsoims moRtorng durine
methyiphenidate treatment

Decreased rate of
growth

Ecutine risk minimisstion messures:

# SmPCsection 4.3, 44, 4.8
# PIL sections £

SmPC Section 4.3 and 4.4 sates that the growth
should b= comtinuously monitored  during
methylphenidate treatment: Height, weight and

appetite should be reconded ot least E-manthiy
with msintenance of 8 growth chart. koderately
reduced weight =sin and prowth retandstion
have besn reported with the long-tenm use of
miethylphenidete in children.

Fatients whio are not growing or gaiming height
or weizht as eapscted may peed to have ther
treatmient intermupted.

SmPC section 4 2 mentions srowth retandetion
during prolonged of methylphenidats use in
children st & commicn freguancy.

Legal Status: Fresoription only Medicine
Additional risk minimisation messures:
F'I1'||:i|:'n.n educational tooks:
*  Phiysician’s guide to prescribing
»  Checklist 1: Methylphenidate chedilist
perore :|r=5|:ri:|in5
¥ [hecklist 2: Methylpheridete chedlist
for '11-:lniI:|:|rinE-:r|'-:InE-:-|'|15 therapy
*  Chart for ongping monitoring during
methyiphenidate treatment

Routine pharmacovigilance
mrtivitins be=goind aEvErse
reactions reporting and signad
detection:

Hone proposed

Additionsl pharmacovigilanos
mctivities:
Wone proposed

Seizures

Ecutine risk minimisstion messures:

# SmPCsection 4.4, 48
# PIL s=ctions I, 4

SmPC  sechion 44 stwbes caution  for
Methylohenidate use in patients with epilepsy.
Methylphenidate may Wwer the oomvulsye
threshodd in pati=nt with prior history of
sEizures, in patients with prior BEG abnormadities
in atsence of s=ipures, and rarely im0 patients
without & history of conwulsions snd no EEG

Routime pharmscovigilance
activities b=yond adverss
reactions reporting and signad
defection:

Hone proposed

Additionsl pharmacovigilanos
mctivities:
Wone proposed
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abnormalities. If seizune freguency inoreases or

maw  Onset sejTures ocowr, methylohbenidate
showld b= discontinued

SmPC section 4.8 mentons convulsions at & wery
rare frequency and grard mal corneulsions ak not
krown frequency.

Legal Statws: Fresoription only Medicine
Addrtionsl risk minimisgtion messures:
F'I1'|I5i|:'n|.n educational tools:

] Fl'rlr.':i\:iun"s 5ui|:|e1:-:l Fre;-:rihirg

¥ Checklist 10 Methylphenidete chedklist
bafpra :|r:5|:ri:|ir5

Carzbrovascular
disorder

Ecwtine risk minimisation megsures:

# SmPCsschion 4.3, 44,49, 4.8
# PILsecbons 2, 4

SmPC  sechon 43 and 44  stabes,
miekhyipheridete is ocontraindicated in patients
with pre-sxistine  cerebrovasoular  disorders
cerebral  ar=urysm, wasoular  abnormalities
imclsding wasculitis or strode.

Fatients with sdditional risk factors [such a5 &
history of cardicvasouslar disesse, concomitant
miedications that slevete blood pressure ) should
bee assessed gk ewery visit for neurological sisns
amd symiptoms after indtiating treatment with
miekhylpheridete.

SmiPC saction 4% states, Ceution is advised in

patents beinz trestsd with methyiohanidate
withi =y other active susistances thet can also
elevate Dlood pressure.

SmPC Sectiom 4.2 mentions Cersdrovasculss
gisorders®  [including vasoulitis, cerebead
ksemarrhage, cerebral  arberitis,  cerebeal
ooclusion ard Ccerebrovasculsr accdents) with
miethylpheridate st urkrown freguUERTy.

Legal Statws: Fresoription only Medicine

Addrtionsl risk minimisgtion messures:
F'I1'|I5i|:'n|.n educational tools:

] Fl'rlr.':i\:iun"s 5ui|:|e1:-:l Fre;-:rihirg

Routine pharmacovigilance
actmities by adveErss
resctions reporting and signal
detection:

Hone proposed

Additional pharmacovigilamos
mtivities:
Wone proposed
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¥ Cheddist 1: Methyiphenidete checklist
before :IrESEri:IinE

¢ Checklist 22 Methyipheridete checklist
for '11-:IniI:|:|rinE-:rr-:InE-:-|'|15 therapy

Important potential risis

Suicicslity

Ecutins risk minimisation megsures:

# ESmPCsaction 4.3, 4.4, 4.8
# PIL sechions 2, 4

SmiPC section 4.3 styt=s that Methyiohenidate is
contraindicat=d & Dpatients with diagrosis o
history of sewere  depression,  Anoreia
rErvasafanoreic disordars, suiods| tendencies,
psychotic symptoms, severe mood disonders,
misnia, schizophrenia, psychopathic’sorderine
personality disonder.

SmPC section 4.4 states that the patisnts with
emergent suicidal ideation or =haviow during
treatment for ADHD should b= svelusted
immediately by their physician. Considerstion
should be piven to the exsosrbstion of an
underlying  psychiatric condition ard to &
possible  cawsal role  of  methylphenidate
treatment Trestmenmt of an underdyings
psychiztric condition may DE necessary, and
consideration shouwld be given to & possible
giscontirustion of methyiphenidete.

SmiPC sechon 4.2 menbons Psychotc disorders
amd suicdal idestion a2t the wnoomman
frequency and Suiddal attempt [including
comiplsted suicide] st wery rare frequency.

Legal Skafus: Fresoription onby Medicine
Addirtioral risk minimisgtion messares:
F'I1'|I5i|:'n|.n educational toods:

] Fl'rlr.':i:iun"s 5ui|:|e1:-:l Fr-'_':-:ril:linE

¥ Cheddist 1: Methyiphenidete checklist
bafpra :|r:5|:ri:|in5

¥ Chedilist 20 Methyiphenidete checklist
for '11-:IniI:|:|rinE-:rr-:InE-:-|'|15 therapy

Routime pharmacovigilance
mcfivities  beyomd — adverse
resctions reporting and signail
detection:

Hone proposed

Additional pharmacovigilamos
mtivities:
Hone proposed

Sexual Maturstion
delayed

Ecutins risk minimisation megsures:

# SmPCsactiond.4

Routime
mcpuifies

pharmacovigilance
b=yand adveErse

18/21




SmPC  secton 44  stabes that the
Methylobenidate treatment 5 mot indicated in
all patients with ADHD and the decision to use
the medicinal product must be based om A wery
thorough assessmenmt of the severity  =and
chronidty of the child's symptoms in relation to
the child's age. Methylphenidate treastment is
usually discontinesd during or after puberty.

Fatisnts on keng-term therapy fie. ower 12

miomths] must have careful ongoing monitoring
for grovarth of the children

Legal 5kakes: Fresonobon only Med cine

Additional risk minimisgtion meaasures:
Mat Proposed

reactions reporting and signail
detection:
Hone proposed

Additionsl pharmacovigilance
moipities:
None proposed

Mizsing information

Long-term effects

Ecatine risk minimisation messures:

# SmPC saction 4.4
# PIL s=cbhaons 3

SmiPC 42 stabes that the
methylphenidste does not nesd to be taken fior
ever. I you or your child takes Methylphenidate
for mare than m yesr, your doctor will stop
treatmient for 8 short time, & = @uring & schao
keoliday. This will show i the medicine is sb

resged,

B fmyibal)]

Legal Stakes: Frescriotion only Medicine

Additional risk minimisgtion meaasures:
Mot Proposed

Routine pharmacovigilanos
mctivities be=yond adverss
resctions reporting and signal
detection:

None proposed

Additionsl pharmacovigilamos
mchivitins:
Wone proposed

Summary of the RMP

The MAH has satisfactorily responded to the questions raised and updated the RMP accordingly.

The submitted Risk Management Plan, version 0.2, DLP 31 July 2020, signed 10 February 2021

is considered acceptable.

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent

updates of the RMP.

An updated RMP should be submitted:
- At the request of the RMS;
- Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or
as the result of an important (pharmacovigilance or risk minimisation) milestone being

reached.
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If the dates for submission of a PSUR and the update of a RMP coincide, they can be submitted at the
same time, but via different procedures.

V. USER CONSULTATION

The package leaflet has been evaluated via a user consultation study in accordance with the
requirements of Articles 59(3) and 61(1) of Directive 2001/83/EC. The language used for the purpose
of user testing the PIL was English.

The results show that the package leaflet meets the criteria for readability as set out in the Guideline
on the readability of the label and package leaflet of medicinal products for human use.

VI. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT AND
RECOMMENDATION

The quality of the generic product, Metylfenidat Amdipharm, is found adequate. There are no
objections to approval of Metylfenidat Amdipharm from a non-clinical and clinical point of view.
Bioequivalence between the test and reference product has been adequately demonstrated. The product
information is acceptable.

The benefit/risk ratio is considered positive and Metylfenidat Amdipharm, 10 mg, 20 mg, 30 mg,
modified-release capsule, hard, is recommended for approval.

List of recommendations not falling under Article 21a/22a/22 of Directive 2001/83/EC in case of
a positive benefit risk assessment

N/A

List of conditions pursuant to Article 21a/22a or 22 of Directive 2001/83/EC

Additional risk minimisation measures:
Physician educational tools:

* Physician’s guide to prescribing
e Checklist 1: Methylphenidate checklist before prescribing

e Checklist 2: Methylphenidate checklist for monitoring of ongoing
therapy

VIil. APPROVAL

The decentralised procedure for Metylfenidat Amdipharm,10 mg, 20 mg, 30 mg, modified-release
capsule, hard, was positively finalised on 2021-09-22.
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SWEDISH MEDICAL PRODUCTS AGENCY

(/) LAKEMEDELSVERKET

Public Assessment Report — Update

Procedure number* Scope Product Date of end | Approval/ | Summary/ Justification for refuse
Information | of non
affected procedure approval
(Yes/No)

SE/H/2106/01-04/1B/02 | A Type IB variation application No 2023-02-27 | Approval Variation type IB no C.1.11.z:

under change code C.1.11.a) to
update the Risk Management Plan
(RMP) for removal of additional risk
minimization measures (ARMM's)
based on PRAC's recommendation in
the PSUSA procedure,
PSUSA/00002024/202110.
According to PRAC
recommendation, following
educational materials for healthcare
professionals (aRMMSs) have been
removed from the RMP:

- Physician’s guide to prescribing

- Checklist 1: methylphenidate
checklist before prescribing

- Checklist 2: methylphenidate
checklist for monitoring of ongoing
therapy

- Chart for ongoing monitoring
during methylphenidate treatment

To update the RMP and removal of additional risk minimization
measures in line with the PSUSA procedure,
PSUSA/00002024/202110).

The following condition to the Marketing Authorisation has been
lifted as a result of this variation application:

The condition on educational material is lifted from the Marketing
authorisation.

Additional risk minimisation measures - Educational material
Physician educational tool:

Methylphenidate physician's guide to prescribing consisting of:

« Introductory letter

» Checklist 1: Methylphenidate checklist before prescribing

* Checklist 2: Methylphenidate checklist for monitoring of ongoing
therapy

» Chart for ongoing monitoring during methylphenidate treatment

*Only procedure qualifier, chronological number and grouping qualifier (when applicable)

Postadress/Postal address: P.O. Box 26, SE-751 03 Uppsala, SWEDEN

Besoksadress/Visiting address: Dag Hammarskjolds vag 42, Uppsala

Telefon/Phone: +46 (0)18 17 46 00 Fax: +46 (0)18 54 85 66
Internet: www.lakemedelsverket.se E-mail: registrator@lakemedelsverket.se

Swedish MPA template version: 2021-09-10

Public AR
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