Table 2: Reclmmended posology for adults, adolescents and ¢

hildren from 4
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topiramate, zonisamide, clobazam
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combined with a CYP3A inhibitor

H Adult/ Children (7 - 11 years); weighing:
years of age adolescent alf-lives, it is recommended that initial dosing recommendations given above absolutely needed. clinically relevant manner the cleafance o .
FYCOMPA 0.5 mg/ml oral suspension f 7 11 years) welghing 5 half-lives, iti ded that initial dosi dations given ab bsolutely needed linically rel he cl f FYCOMPA
perampa hel Adult/ Children (4— 11 years)] weighing: (12 years and > 30 kg 20-<30kg <20kg Shf’”|d be followed. Falls Ina populat.ion pharmacokinejcic. ahalysis of patients with partial-onset seizures,
adolescent older) Withdrawal There appears to be an increased risk of falls, particularly in the elderly; the FYCOMPA did not affect to a clinically relevant manner the clearance of clonazepam,
1. NAME OF THE MEDICINAL PRODUCT (12 years and > 30kg 20- < 30kg <20kg Up to 8 mg/ Itis recpmmended that c.iiscontinuation be undgrtaken gradu.ally to minimise the underlying reaspn is unclear. levetiracetam, phgnpbarbital, phgmytqin, topiramate, zonisamide, carbamazepine,
. Recommended 4-8mg/day |4-6mg/day |2-4mg/day potential for rebound seizures. However, due to its|long half-life and subsequent ) clobazam, lamotrigine and valproi¢ acid, at the highest perampanel dose evaluated
FYCOMPA 0.5 mg/mi oral suspension older) maintenance day (8-16ml/ (8-12ml/ (4-8ml/ slow decline in plasma concentrations, perampanel can be discontinued abruptly if Aggression (12 mg/day)
(Up to 16 ml - - - ! . . . . . .. ‘
2. QUALITATIVE AND QUANTITATIVE COMPOSITION Recommendled | 2 mg/day 2 mg/day 1 mg/day 1 mg/day dose day) day) day) absolutely needed. Aggressive and hostile behaviour has been reported in patients receiying . o
Each ml of oral suspension contains 0.5 mg pergmpanel starting dose (4 ml/day) (4 ml/day) (2 ml/day) (2 ml/day) day) Method of administration perampanel therapy. In perampanel-treated patients in clinical trials, hggression, (P)(-ircaar:1bloaazr:eelinWeaissf:)aur:((ijlt()rr?(-:-et(;\rk(?(z:Isi€ ;2T:)cI:a'zzsgﬁcofe%):fjt;iaezzsén(:nzytif')cif;
p . . g pergmp 2TrTgrday mgrday tmg/day tmg/day 2 mg/day. 2 mg/day. 1-mg/day 0.5-mg/day . anger and irritability were reported maore frequently at higher doses.Mast of —tve met§bollte n?on())lhydroxyc;irbazZpl)r/\e The effectot peran:,panel o
Each bottle of 340 ml contains 170 mg perampanel _— (4 ml/day) (4 ml/day) (2 ml/day) (2 ml/day) Titration (4 ml/day) (4 ml/day) (2 ml/day) (1 ml/day) FYCOMPA is for oral use. the reported evpnts were either mild or moderate and patients recovpred either monohydroxycarl’oazepine concenfrations is not known
Excipient with known effect: Tltratlon (ho more (ho more (ho more (ho more . al (no more (no more (no more (no more Before use, shake the bottle for at least 5 seconds. spontaneously or with dose adjustment. However, thoughts of harmihg others, ) o ’
Each ml of oral suspension contains 175 mg sorpitol (E420). (increment frequently frequently frequently frequently iltr;crs)men @ frequently frequently frequently frequently Preparation: The press-in-bottle adapter (PIBA) which is supplied in the product physical assault|or threatening behaviour were observed in some pat|ents (<1% in Perampanel is dosed to clinical effect regardless of other AEDs.
For the full list of excipients, see section 6.1. steps) than weekly | than weekly | than weekly | | than weekly P than weekly| | than weekly | than weekly | than weekly carton should be inserted firmly into the neck of the bottle before use and remainin ~ Perampanel clirfical studies). Homicidal ideation has been reported irf patients. Effect of perampanel on CYP3A substrates
3. PHARMACEUTICAL FORM intervals) intervals) intervals) intervals) intervals) intervals) intervals) intervals) place for the duration of the usage of the bottle. The oral syringe should be inserted !Datlent§ and caregivers should be c.ounselled toalerta healthcare prafessional In healthy subjects, FYCOMPA (6 mig once daily for 20 days) decreased midazolam
’ . Recommendied | 4-8mg/day | 4-8mg/day | 4-6mg/da 2~ 4mg/da Recommended | 12 mg/day 12 mg/day 8 mg/day 6 mg/day into the PIBA and the dose withdrawn from the invierted bottle. The cap should be immediately if sjgnificant changes in mooc'l or patterns of behaviour gre noted. The AUC by 13%. A larger decrease in exposure of midazolam (or other sensitive CYP3A
Or};all suspe:fsw; . maintenande 8- 16ml/ 8-16ml/ Y 8-12ml/ Y 4-8ml/ Y maximum dose | (24 ml/day) (24 ml/day) (16 ml/day) (12 ml/day) replaced after each use. The cap fits properly when the PIBA is in place. g.osage'of pgrf‘impagﬂ Srl‘of]‘cld be reduced if such symptoms occur and should be substrates) at higher FYCOMPA doses cannot be excluded.
White to off-white suspension dose day) day) day) day) Adults, adolescents age > 12 years 4.3 Contraindications Econtmue IWI mediately If symptoms are severe. Effect of cytochrome P450 inducers on perampanel pharmacokinetics
4. CLINICAL PARTICULARS 2 ma/da 2 ma/da 1 ma/da 0.5 ma/da Treatment with FYCOMPA should be initiated at a dose of 2 mg/day (4 ml/day). The Hypersensitivity to the active substance or to any of the excipients listed in Abuse polentia Strong inducers of cytochrome P450, such as rifampicin and hypericum, are expected
| PUNTY TOPY) 9 Yy 9 Yy 9 Yy . 9 Yy A O O N ] Limieal o ol ool Ly + o o Caution should be exercised in patients with a history of substance alhuse and the el | e Ll FTIN  S E I
ﬂﬂ%empemmd‘tatlull) . . (4 ml/day) (4 ml/day) (2 ml/day) (‘I ml/day) CUUSTTTTIAy DU TTTUICaSTU VS TU U Ciimiicar TS puUTioTaiutuTtiauiit y 0y iircircrmmeTmes STLLIUITO. T, . . T 4 U UTUICasT pTiaiiipdiTTh COTTCTIILU qUUTTS armta Ui puLtciiiar tor rnygiricr prasiiia

EYCOMPA is indicated for: Tltratlon (no more (no more (no more (no more of 2 mg (4 ml/day) (either.weekly or every 2 weeks, as per half-life considerations. 4.4 Special warnings and precautions for use patient should ke monitored for symptoms of perampanel abuse. concentrations of reactive metabolites in their presence has not been excluded.
~ treatment of partial-onset seizures (POS) with or without secondarily generalised i?;f‘)memﬂ frequently frequently frequently frequently descrlpeq pelow) t.o.a maintenance dose of u!:). to 8 mg/day (16 ml/day). Depending Suicidal ideation Concomitant CYP 3A inducing anti-epileptic medicinal products Felbamate has been shown to decfease the concentra'gions of some medicinal

seizures in patients from 4 vears of age and blder P than weekly | than weekly | than weekly | | than weekly upon individual clinical responsk and tolerability at a dose of 8 mg/day (16 ml/day), | ==*=""=-""= "= . N . Response rates after addition of perampanel at fixed doses were less when patients ~ Products and may also reduce perampanel concentrations.

p Yy 9 ' . . . . the dose may be increased up to 12 mg/day (24 m|/day) which may be effective Suicidal ideation and behaviour have been reported in patients treated with . . . . . . . . . T . .

- i i i i ic-cloni i i intervals) intervals) intervals) intervals) ; ! - ! ' - Y S . . NP ) received concornitant CYP3A enzyme-inducing anti-epileptic medicinal products Effect of cytochrome P450 inhibitors on perampanel pharmacokinetics

adJynCthe treatment of primary general!sec t.Onlc C!Onlc (PGTC) SeIZl:WeS in in some pat|ent5 (See section 44) Patients who are tak|ng concomitant medicinal antl'eplleptlc medicinal pl’OdUCtS in several indicatiions. A meta-analySIS of b . h toi b . dt tes i . . .

patients from 7 years of age and older with idiopathic generalised epilepsy (IGE). | Recommengled | 12 mg/day 12 mg/day 8 mg/day 6 mg/day products that do not shorten the half-life of perampanel (see section 4.5) should randomised placebo-controlled trials of anti-epileptic medicinal products has also (catr. a;na:]eplne,:.p gny omn, o?icart azepine) as cqmdpar.e 0 ffspc.)lns ra es(l:lr) o In health}/ subjects, the CYP3A4 inhibitor ketoconazole (400 mg once daily for .
4.2 POSOIOgy and method of administration maximum dose | (24 deay) (24 ml/da)’) (16 ml/da)/) (12 deaY) be titrated no more frequenﬂy than at 2-week intervals. Patients who are taking shown a small increased risk of suicidal ideation and behaviour. The mechanism S?OICTLTCt\;V P(;;Zi;:ffes;(():;zn;;]jSIan;)en;sgrzl)lltrgt_ee_(;nWE::?haer; ;reepslv(\a/ﬁ Iﬁ|rr]\1gefrlc()::’]'::a :)O daoys) increased perampanel AU by 20% and prolonged perampanel half—_ll'fe

. .. . . . . . . .1 y R . .
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: . T . : Treatment with FYCOMPA should be initiated with a dose of 2 mg/day (4 ml/day). The section 4.5) should be titrated no more frequently than at 1-week intervals. increased risk for perampanel. i : : o g Lo
FYCOMPA must be titrated, according to individual patient response, in order to . . . / . . . . medicinal products and vice versa. Depending upon individual clinical response and  inhibitor is given for a longer treatment duration.
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) . . 2 mg (4 ml) (either weekly or every 2 weeks as per half-life considefations describe ; - . of suicidal ideation and behaviours and appropriate treatment should be considered. ] S ] ] T evodopa
Perampanel suspension should be taken orally once daily at bedtime. Treatment with FYCOMPA should be initiated with a dose of 2 mg/day (4 ml/day). The A . . . - ey . .
It may%e taken f/)vith or without food, but pref)clanably alwa):ys under the same below) to a maintenance dose of 4 mg/day (8 ml/day) to 8 mg/day) (16 ml/day). dose may be increased based oh clinical response and tolerability by)i/ncrements of | Patients(and caregivers of patients) should be adv}sed to seek medical advice should ztehdeizicrgr:c?’?éttacrg(non anti-epileptic] cytochrome P450 inducing o “inhibiting In healthy subjects, FYCOMPA (4 mg once daily for 19 days) had no effecton C,,, or
conditions. Switching between the tablet and sispension formulation should be Depending onn individual cI.inicaI response and tolerability at a dose of 8 mg/day 2 mg (4 mi) (either weekly or every 2 weeks as per half-life considerations described | 19" of suicidal ideation or behaviour emerge. : p ' - N AUC of levodopa.
done with caution (see section 5.2). (16 ml/day), the dose may be increased by increments of 2 mg/day (4 ml/day) to below) to a maintenance dose df 4 mg/day (8 ml/day) to 8 mg/day (16 ml/day). Severe cutaneous adverse reactions (SCARs) Patlgnts should bg closely monitored fgr toIerablllt}/ ar'wq cI|n|c'aI response when Alcohol

12 mg/day (24 ml/day). Patients who are taking concomitant medicinal products Depending upon individual clinical response and tolerability at a dose of 8 mg/day adding or remoying cytochrome P450 inducers or inhibitors, since perampanel
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and children from 4 vears of age. More details ate provided below the table. Children (from 4 to 11 years) weighing = 30 kg medicinal products that shorten the half-life of perampanel (see section 4.5) should and monitored closely for skin reactions. combination with other antiepileptic drugs have been reported. If hepatic enzymes  effects may also be seen when FYQOMPA is used in combination with other central
. Ireatment with FYCOMPA should be initiated with a dose ot 2 mg/gay (4 ml/day). be titrated no more frequently than at T-week intervals. . . . . elevation is obsérved, monitoring of liver function should be considefed. nervous system (CNS) depressants
Table 1: Recommended posology for adults, adolescents and children from ; o : : . o Symptoms of DRESS include typically, although not exclusively, fever, rash associated
The dose may be increased based on clinical response and tolerab|lity by increments  pidren (from 7 to 11 years of age) weighing 20 kg and < 30 k ExciDi Paediatri lati
4 years of age ; i ; ; X % gr) weighing <0 kg 9 with other organ system involvement, lymphadenopathy, liver function tests Excipients aediatric population
of 2mg (4 myday) (either weekly or every 2 weeks as per halflife donsiderations Treatment with FYCOMPA should be initiated with a dose of 1 mg/day (2 ml/day).Thq abnormalities and eosinophilia. It is important to note that early manifestations of Fructose intolerdnce Interaction studies have only been|performed in adults
Adult/ Children (4} 11 years); weighing: described beJow) to a maintenance dose of 4 mg/day (8 ml/day) tq 8 mg/day dose may be increased based oh clinical response and tolerability by increments of S phitia. P 4 ) . . . L : y beenjperic R
y ; weighing: : g - - y be P . ity oy - hypersensitivity, such as fever or lymphadenopathy, may be present even though FYCOMPA contains sorbitol (E420); therefore, patients with rare hereditary problems  In a population pharmacokinetic apalysis of adolescent patients age > 12 years and
adolescent (16 ml/day). Depending upon individual clinical response and tolefability at a dose 1 mg (2 ml) (either weekly or every 2 weeks as per half-life considerations described : ; : : - . )
: ; 9 ) y nd P rash is not evident. of fructose intolerance should not take this medicinal product. children age 4 to 11 years, there were no notable differences compared to the adult
(12yearsand | >30kg 20-<30kg <20kg of 8 mg/day {16 ml/day), the dose may be increased by increments of 2 mg/day below) to a maintenance dose df 4 mg/day (8 ml/day) to 6 mg/day (12 ml/day). ) . ) . i ) o . ooulation
older) - (4 ml/day) to|12 mg/day (24 ml/day). Patients who are taking concopmitant medicinal Depending upon individual clinjcal response and tolerability at a dose of 6 mg/day, Symptoms of SJS include typically although not exclusively, skin detachment Caution should pe exercised when combining FYCOMPA oral suspendion with other ~ POP .
products that do not shorten the half-life of perampanel (see sectipn 4.5) should the dose may be increased by irjcrements of 1 mg/day (2 ml/day) to 8 mg/day (epidermal necrosis/blister) < 10%, erythematous skin (confluent), rapid progression,  antiepileptic mddications containing sorbitol, since a combined intake of over 1 gram 4.6 Fertility, pregnancy and lactation
R:scc;mmcjended (24mg:;jay) (24m§1;(cjlay) :ng:;gay) zzmgi;gaY) be titrated ng more frequently than at 2-week intervals. Patients who are taking (16 ml/day). Patients who are taking concomitant medicinal products that do not painful atypical target-like lesions and/or purpuricjmacules in wide dissemination of sorbitol may affect absorption of some drugs. Women of childbearing potential and contraception in males and females
starting dose ml/da ml/da ml/da ml/da ; e ; ’ ivei . . - . .
9 y y Y y con?om|tant med|cmallproducts that shorten the half-life of perampanel (see shorten the half-life of perampanel (see section 4.5) should be titrated no more or Iarge erythema (confluent), bullous/erosive invdlvement of more than 2 mucous 4.5 Interaction|with other medicinal products and other forms of|interaction FYCOMPA is not recommended in women of childbearing potential not using
2mg/day 2mg/day 1mg/day Lmg/day section 4.3) should be fitrated no more frequently than at 1-week jntervals frequently thanat2-weekintervats—Patientswho-are-taking-concomitant-medicinat me.m ranes. ) - FYCOMPAIs ot iconsidered a strong inducer or inhibitor of cytochrorie PA500r UGT — contraception uniess clearly necesgary. F YCOMPA May decrease the effectiveness of
Titration (4 ml/day) (4 mi/day) (2 ml/day) (2 ml/day) Children (from 4 to 11 years of age) weighing 20 kg and < 30 kg products that shorten the half-life of perampanel (see section 4.5) should be titrated | If signs and symptoms suggestive of these reactions appear, perampanel should be  anzymes (see sdction 5.2). progestative-containing hormonal contraceptives. An additional non-hormonal form
(incremental | (o more (no more (no more (no more Treatment with FYCOMPA should be initiated with a dose of 1 mg/day (2 ml/day). no more frequently than at 1-week intervals. withdrawn immediately and an alternative treatment considered (as appropriate). Y | contracenti of contraception is, therefore recommended (see sections 4.4 and 4.5).
steps) frequ.ently frequgntly frequ.ently frequ.ently The dose may be increased based on clinical response and tolerabl|lity by increments  piidren (from 7 to 11 years of age) weighing < 20 kg If the patient has developed a serious reaction such as SJS or DRESS with the use of | or:mTr:‘a CONTPCED |v.es.> ) b dav) for 21 d itantly Pregnancy
tf;azn |ntekrv)als tl;azn |ntekrv) pls tk;azn |ntekrv)als tk;azn |ntekrv)als of 1 mg (2 ml/day) (either‘weekly or every 2 weeks as per half-life gonsiderations Treatment with FYCOMPA should be initiated with a dose of 1 mg/day (2 ml/day). Thg perampanel, treatment with perampanel must not be restarted in this patient at any wnithe: ZO)rInV:)(i)nrz ;Inorr:IC(calc:/r:?g!e ?3; FL:;Crg)h;ﬁ:;vigii)viﬁ)tgLelrezz:iﬁzcomltant y There are limited amounts of data [less than 300 pregnancy outcomes) from the
T T i T described bejow) to y malnten‘anc?'e.dose o-f‘»‘ ma/day (8 ml/day) tq 6 mg/day dose may be increased based o dlinical response and tolerability by increments of time. levonorgestrel gxposure (meaan ’and AUC values were each decre ;sed by use of perampanel in pregnant women. Studies iE ar?imals):jid not indicate any
Recommended i (12 ml/day). bepending upon individual clinical response and tolefability at a dose 1 mg (2 ml) (either weekly or every 2 weeks as per half-life considerations described | Neurologic effects o - - max . . ) : . )
maintenance 4-8mg/day |4-8mg/ddy |4-6mg/day |2-4mg/day of 6 mg/day (12 ml/day), the dose may be increased by increments of 1 mg/day below t it i £ ma/day (4 ml/day) to 4 ma/day (8 ml/d DNeurojogic enects ) o 40%). Ethinylestradiol AUC was not affected by FYCOMPA 12 mg whefeas C,,, was teratogenic effects in rats or rabbits, but embryotoxicity was observed in rats at
(8-16ml/day) | 816 ml/day) | (8-12ml/day) | (4-8ml/day) | 5 1/day)tols ma/day (16 ml/day). Patients who are taking concomitant medicinal elow) 0 amaintenance dose gt = mg ay (4 mi/day) to *mg/aay (8 ml/day). Dizziness, Disturbance in Gait and Coordination and Falls decreased by 18%. Therefore, the possibility of decreased efficacy of hormonal maternally toxic doses (see section 5.3). FYCOMPA is not recommended during
dose productsytha do?\ot syhorten theyh;'a\lf lfe of perampanel (sgee cectibn 4.5) should Depending upon individual clinjcal response and tolerability at a dose of 4 mg/day | FYCOMPA caused dose-related increases in events related to dizziness, disturbance progestative-coptaining contraceptives should be considered for wotnen needing pregnancy.
Recommended | 8 mg/da 8 mg/da 6 mg/da 4mg/da X i i i ‘ X (8 ml/day), the dose may be incfeased by increments of 0.5 mg/day (1 ml/day) to in gait or coordination, and falls. In the absence of enzyme-inducing AEDS, the rate i ; traUteri ; i
maximuim-dose (}6 2&/0‘5)’) (1I 6 ﬁ-}/dzy) (} 2 fl{/dZy) (8 lllgi/daj!/) be titrated ng more frequently than at 2-week intervals. Patients who are takmg 6 mg/day (12 ml/day‘ PatientsWwhao are t’qking concomitant medicinal prnd“rtq sfcoordination—related-eventsatFYCOMPA-desesbE84e12 mg/day was549%for Ezgg(,)v‘n:p‘ls’ltzon; ;/Ssaeydag:eageacflil:zrz‘a)l reliable method (Intra utering device (IUD)’ m
concomitant|medicinal products that shorten the half-life of peranppanel (see that do not shorten the half-lifelof I ; ; . . F <) diesin| ; h h ; £ | and/ori boli
: , , perampanel (see section 4.5) should be titrated FYCOMPA vs 15% for placebo. In the presence of enzyme-inducing AEDs, the rates . o - Studies in lactating rats have shown excretion of perampanel and/or its metabolites
?gulti, agolescerlltz age.zéz years i ot bedt dih section 4.5) should be titrated no more frequently than at 1-week intervals. no more frequently than at 2-wéek intervals. Patients who are taking concomitant were 47% and 13% respectively. Interactions between FYCOMPA and other anti-epileptic medicinal products in milk (for details see section 5.3). It is not known whether perampanel is excreted
! ﬁ sdar ing orath osebls. mg on(;czJ e;l y as E(J(.er';renpalne fa2 e k|me,lan ?rh Children (frorh 4 to 11 years of age) weighing < 20 kg medicinal products that shorten the half-life of perampanel (see section 4.5) should These adverse reactions occurred mostly during the titration phase and led Potential interagtions between FYCOMPA and other anti-epileptic drdgs (AEDs) were  in human milk. A risk to the newbdrns/infants cannot be excluded. A decision must
al.yt ose maz en 4(iglncrease dy.I mg at intervals of 2 weeks or longer. The Treatment with FYCOMPA should be initiated with a dose of 1 mg/day (2 ml/day). be titrated no more frequently than at 1-week intervals. to discontinuation more frequently in F\)(/COMPA—trnated atients than in assessed in clinical studies. A population PK analysis of three pooled Rhase 3 studies ~ be made whether to discontinue breast-feeding or to discontinue/abstain from
raintenance dose I 4-¢ Mg once daily. The dose may be increased based on clinical response and tolerabllity by increments  pgodigtri lati . y . » P . in adolescent arjd adult patients with partial-onset seizures evaluated the effect of FYCOMPA therapy taking into accqunt the benefit of breast--feeding for the child and
D bei dord d by 2 | : | . . . - aeaiatric population placebo-treated. Elderly patients had an increased|risk of these adverse reactions . .
Osage may be increased or decreased as necegsary by 2 mg or less at intervals of 1 mg (2 ml/day) (either weekly or every 2 weeks as per half-life considerations ; ; ; . . . FYCOMPA (up t@ 12 mg once daily) on the PK of other AEDs. In another population the benefit of therapy for the woman.
o o - The safety and efficacy of peranjpanel have not yet been established in children compared to younger adults and adolescents. An increased risk of falls, in some cases X o . ;
of 2 yveeks or.Ionger based on individual clinica| response and tolerability, but the described beJow) to a maintenance dose of 2 mg/day (4 ml/day) tq 4 mg/day below 4 years of age in the POS [indication or in children below 7 years of age in the leading to serious injuries including head injuries 4nd bone fracture, occurred in PK analysis of pooled data from twenty Phase 1 studies in healthy subjects, with Fertilit
maximum daily dose should not be over 8 mg. (8 ml/day). Depending upon individual clinical response and tolergbility at a dose i dicati . : jurte Y o FYCOMPA up to[36 mg, and one Phase 2 and six Phase 3 studies in pgediatric, g : .
y). DEP gup p 4 PGTCS indication 9
. o . ) . patients being treated with FYCOMPA (with and without concurrent seizures). - . ; - . . In the fertility study in rats, prolonged and irregular oestrous cycles were observed at
Children (from 4 to 11 years) weighing =230 kg of 4 mg/day (8 ml/day), the dose may be increased by increments of 0.5 mg/day Elderly (65 f d above) ) adolescent and adult patients with partial-onset seizures or primary generalised high-dose (30 ma/kg) in females; However, these changes did not affect the fertilit
The starting oral dose is 2 mg once daily as pergmpanel at bedtime, and the (1 ml/day) to|6 mg/day (12 mi/day). Patients who are taking concomitant medicinal derly (o5 years orage and above). . ) ) ) Somnolence- and Fatigue- Related Events tonic-clonic seizures, with FYCOMPA up to 16 mg once daily, evaluated the effect 9 979 ’ ’ 9 - y
4 Clinical studies of FYCOMPA in dpilensy did not include sufficient numbers of patients  EVEOMPA caucod-dacod Aont i o and early embryonic developmenti There were no effects on male fertility (see
daily dose may then be increased by 2 mg at intervals of 2 weeks or longer. The products thaf do not shorten the halt-life of perampanel (see sectipn 4.5) should o " HE AR ikl Ml el of concomitant REDS ot perampanel clearance. The effect of these intgractions on i '

nel on human fertility has not been established.
use machines

on the ability to drive and use machines.

nd somnolence and, therefore, may influence

. Patients are advised not to drive a vehicle,

age in other potentially hazardous activities until

and children from 4 years of age. More details a

e provided below the table.

(3 weeks for patients not taking
(AED), 1 week for patients taking

should be given to

restart treatr

FYCOMPA metabolism-inducing anti-epileptic drugs
) FYCOMPA metabolism-inducing AEDs consideration
nent from the last dose level.

End of treatment
It is recommended that discontinuation be undert
potential for rebound seizures. However, due to its

aken gradually to minimize the
long half- life and subsequent

carbamazepine
inducers of enz
into account an
from a patient’s

3-fold), and phenytoin or oxcarbazepine (2-fold), wh
mes of metabolism (see section 5.2). This effect shou
d managed when adding or withdrawing these anti-e
treatment regimen. Clonazepam, levetiracetam, pher

ich are known
d be taken
pileptic drugs
obarbital,

dizziness and somnolence.

In the controlled Phase 3 primary d
rate of discontinuation as a result g

The starting oral dose is 1 mg once daily as perdmpanel at bedtime, and the generalised tpnic-clonic seizures. account the drug interaction patential in polymedicated patients (see section 4.4). an increased risk of these adverse reactions compared to younger adults and Carbamazepinp 3 fold decrease <10% decrgase it is known whether perampanel affects their ability to perform these tasks (see
daily dose may then be increased by 1 mg at intervals of 2 weeks or longer. The The following table summarises the recommended posology for adults, adolescents Renal impairment adolescents. Clobazam No influence <10% decrgase sections 4.4 and 4.5) y
maintenance dose is 4-6 mg once daily. and children from 7 years of age. More details are provided below the table. Dose adjustment is not required in patients with mild renal impairment. Use Caution with Driving and Use of Machinery Clonazepam No influence No influende '
Dosage may be increased or decreased as necegsary by 1 mq or less at intervals Table 3: Recommended posology for adults, adolescents and children from in patients with moderate or seyere renal impairment or patients undergoing EYCOMPA may cause dizziness and somnalence and therefore may influence the rTOtraie P 0% decrdase 4.8 Undesirable effects
of 2 weeks or longer based on individual clinica| response and tolerability, but the 7 years of age haemodialysis is not recommended. ability to drive or use machines. Patients are advisdd not to drive a vehicle, operate . J - . Summary of the safety profile
maximum daily dose should not be over 6 mg. Adult Children (7 - 11 years)}weighing: Hepatic impairment complex machinery or engage in other potentially|hazardous activities requiring Levetiracetam No influence No influence In all controlled and uncontrolled frials in patients with partial-onset seizures,
Children (from 4 to 11 years of age) weighing <20 kg adolescent . : Dose increases in patients with mild and moderate hepatic impairment should mental alertness, until the effect of FYCOMPA is knpwn. Oxcarbazeping 2 fold decrease 35% increase " 1,639 patients have received perampanel of whom 1,147 have been treated for
;hﬁ szlarting oratlhdosebis.1 mg ondcidjily as i;grz;npalnelfazt bed':(ime,land theTh (12 years and > 30kg 20-<30kg <20kg 2e bis?eq on Flinica: rjsppnse amg tglg;ak:ilgy.tF;)r pa’&entls) v[\;itp mild ?lr mlgdberate Absence and myoclonic seizures Phenobarbital 20% decrease No influence 6 months and 703 for longer than |2 months.
aily dose may then be increased by 1 mg at intervals of 2 weeks or longer. The epatic impairment, dosing can/be initiated at 2 mg (4 ml). Patients should be . . . - - ; ; ; ; ;
o Nose s 9.4 dail older) Up-titrated using 2 mg (4 mi) ddses no faster than every 2 weeks based on tolerabilit Absence and myoclonic seizures are two common|generalised seizure types that Phenytoin 2 fold decrease No influence In the cont'rolle'd and uncontrolled study in patients with primary generalised
maintenance dose s mg once datly. P 9 9 y Y frequently occur in IGE patients. Other AEDs are krfown to induce or aggravate these tonic-clonic seizures, 114 patients have received perampanel of whom 68 have been
Recommended | 2 mg/day 2 mg/day 1 mg/day 1 mg/day d effecti q y P : 99 : . :
Dosage may be increased or decreased as necegsary by 1 mg or less at intervals . and efrectiveness. izure t Patients with mvoclonic seizures and absen izures should b Topiramate 20% decrease No influence treated for 6 months and 36 for lorjger than 12 months.
9 y ypby 1 mg . . . . . . seizure types. Patients yoclonic seizures and absence seizures should be
o divi . o starting dose (4 ml/day) (4 ml/day) (2 ml/day) (2 ml/day) Perampanel dosing for patients|with mild and moderate impairment should not . )
of 2 weeks or longer based on individual clinica| response and tolerability, but the > ma/d > ma/d T mard T mard exceed 8 mg monitored while on FYCOMPA. Valproic Acid No influence <10% decrgase Adverse reactions leading to discohtinuation:
maximum daily dose should not be over 4 mg. mg/day mg/day mg/day mg/day : . . - - ial- i i ;
[Ad eetiva tHharamgd Tyt (4 ml/day) (4 ml/day) (2 ml/day) (2 mi/day) Use in patients with severe hepatic impairment is not recommended. Hormonal contraceptives Zonisamide No influence No influenge Lni:anigrf:?illiditafjlfi:til fmj::;ez:f;ﬂ'\T}:Sttgfﬂli’:ze?;?ti(;';n (127421 and
ILDer;m anel at do:é; of 4 mg/day to 12 mg/day|has been shown to be effective ('ilr;‘c‘;;;(‘ental (no more (no more (no more (no more Missed Dose Atcoses of 12 mg/day " LONPA may decrease thg effectiveness of progestative- 1) Active metapolite monohydroxycarbazepine was not assessed. 13.7% (35/255) in patients randomised to receive perampar;el at tﬁe reco\mmendled
p' . . graay graay frequently frequently frequently frequently Single missed dose: As FYCOMPA h I half-life. th ; hould wait and takd  containing hormonal contraceptives; in this circunjstance additional non-hormonal . L . . ) - - .
therapy in partial-onset seizures steps) ingle missed dose: As as a long half-life, the patient should wait and take i ; . Based on the results from the population pharmacokinetic analysis of patients doses of 4 mg, 8 mg and 12 mg/day, respectively, and 1.4% (6/442) in patients
) than weekly than weekly than weekly than weekly hei d heduled forms of contraception are recommended when using FYCOMPA (see sections 4.5 . . . . . . . ) ; ' ) ' ’ .
; ; their next dose as scheduled. with partial-onsgt seizures and patients with primary generalised tonjc-clonic randomised to receive placebo. The adverse reactions most commonly (= 1% in the
The following table summarises the recommended posology for adults, adolescents int Is) int Is) int Is) int Is) . . . and 4.6) . f ] . p y
intervals intervals intervals intervals If more than 1 dose has been missed, for a continuous period of less than 5 half-lives 2 seizures the total clearance of FYCOMPA was increased when co-administered with total perampanel group and greater than placebo) leading to discontinuation were

eneralised tonic-clonic seizures clinical trial, the
f an adverse reaction was 4.9% (4/81) in patients
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randomised to receive perampanel 8 mg, and 1
receive placebo. The adverse reaction most cor
(= 2% in the perampanel group and greater tha

Post-marketing use

Severe cutaneous adverse reactions (SCARs) inc
eosinophilia and systemic symptoms (DRESS) h
perampanel treatment (see section 4.4).

Tabulated list of adverse reactions

In the table below, adverse reactions, which we

2% (1/82) in patients randomised to
monly leading to discontinuation
h placebo) was dizziness.

uding drug reaction with
ave been reported in association with

e identified based on review of the

Comparison of Sex and Race

No significant sex differences were noted in the incidence of adver
Although there were few non-Caucasian patients, no differences in
adverse reacfions compared to Caucasian patients were observed.
Postmarketing Experience

The following adverse reactions have been identified during post
of FYCOMPA.[Because these reactions are reported voluntarily fron
of uncertain $ize, it is not always possible to reliably estimate their
establish a cgusal relationship to drug exposure.

Dermatologid: Drug Reaction with Eosinophilia and Systemic Symp

se reactions.
the incidences of

pproval use
a population
frequency or

toms (DRESS) and

patients were required to have r!nore than five seizures with no seizure-free period

exceeding 25 days. In these thre
approximately 21.06 years. Bet
three concomitant AEDs with of

Two studies (studies 304 and 30
with placebo and the third stud
2,4 and 8 mg/day with placebo.

Phase to establish baseline seizlire frequency prior to randomisation, patients were

randomised and titrated to the

throo triale trastmaant wiac initia
THTr e E-tren S orCatre YA SrrHora:

e trials, patients had a mean duration of epilepsy of
een 85.3% and 89.1% of patients were taking two to
without concurrent vagal nerve stimulation.

5) compared doses of perampanel 8 and 12 mg/day
y (study 306) compared doses of perampanel
In all three trials, following a 6-week Baseline

andomised dose. During the Titration Phase in all

Ten (10) patients were followed up for at least 18
(30%) remained on perampanel monotherapy for 4
Paediatric population

The three pivotal double-blind placebo-controlled
143 adolescents between the ages of 12 and 18.Th
were similar to those seen in the adult population.

Study 332 included 22 adolescents between the ad
these adolescents were similar to those seen in the

A 19-week, randomised, double-blind, placebo-co

onths and, of these, 3 patients
t least 18 months.

phase 3 studies included
e results in these adolescents

es of 12 and 18.The results in
adult population.

ntrolled study with an open-label

In vitro studies s
of organic aniorj
transporters (OA
efflux transport
Biotransformati
Perampanel is e
glucuronidation
based on clinica
perampanel ang

how that perampanel is not a substrate or significant
transporting polypeptides (OATP) 1B1 and 1B3, orga
T) 1, 2, 3, and 4, organic cation transporters (OCT) 1, 1
ors P-glycoprotein and Breast Cancer Resistance Prote)

DN

xtensively metabolised via primary oxidation and seq
. The metabolism of perampanel is mediated primaril
| study results in healthy subjects administered radiol

supported by in vitro studies using recombinant hur

nhibitor

nic anion

), and 3, and the
in (BCRP).

uential

y by CYP3A
abelled

nan CYPs and

body weight. There were no changes directly attributable to perampanel in clinical

pathology or histopathology.

6. PHARMACEUTICAL PARTICUL
6.1 List of excipients

Sorbitol (E420) liquid (crystallising
Microcrystalline cellulose (E460)
Carmellose sodium (E466)

Poloxamer 188
Simethicone emulsion 30%, contai

ARS

ing purified water, silicone oil, polysorbate 65

full FYCOMPA clinical studies safety database, afe listed by System Organ Class and

frequency. The following convention has been |
reactions: very common (= 1/10), common (= 1
to < 1/100), not known (cannot be estimated frg

Within each frequency category, adverse reactic
decreasing seriousness.

Table 5: Tabulated list of adverse reactions

sed for the classification of adverse
100 to < 1/10), uncommon (= 1/1,000
m the available data).

ns are presented in order of

Stevens-Johr|son Syndrome (SJS) (see section 4.4).
4.9 Overdosg

There is limited clinical experience with perampanel overdose in h
report of an intentional overdose that could have resulted in a dos
the patient experienced events of altered mental status, agitation

behaviour and recovered without sequelae. There is no available s
to the effects|of perampanel. General supportive care of the patier

umans. In a

e up to 264 mg,
and aggressive
vecific antidote
tis indicated

of 2 mg/day to the target dose.

could remain on the same dose
tolerated dose. In all three trials
Phase that lasted 13 weeks, duri
perampanel.

The pooled 50% responder rate
35%. A statistically significant ef

edat 2 maldav and incraacad in
eatMGreayahRemereaseah-Ww

oaldh i incramantc
alkbyincrements

Patients experiencing intolerable adverse events

or have their dose decreased to the previously

the Titration Phase was followed by a Maintenance

ng which patients were to remain on a stable dose of|

5 were placebo 19%, 4 mg 29%, 8 mg 35% and 12 mg
fect on the reduction in 28-day seizure frequency

extension phase (Study 235) was performed to ass
cognition of FYCOMPA (target dose range of 8 to 1
therapy in 133 (FYCOMPA n = 85, placebo n =48) a
to less than 18 years old, with inadequately contro
Cognitive function was assessed by the Cognitive [
Global Cognition t-Score, which is a composite sco
testing Power of Attention, Continuity of Attention
Memory, Quality of Working Memory, and Speed o

ass the short-term effects on

2 mg once daily) as adjunctive
dolescent patients, aged 12

led partial-onset seizures.

Drug Research (CDR) System

re derived from 5 domains

, Quality of Episodic Secondary

f Memory. The mean change (SD)

numan livermi

Following admi
perampanel me
Elimination

Following admi

adults or elderly
in the urine and

rosomes.

nistration of radiolabelled perampanel, only trace am
tabolites were observed in plasma.

histration of a radiolabelled perampanel dose to eithe
subjects, approximately 30% of recovered radioactiv
70% in the faeces. In urine and faeces, recovered radi

bunts of

r 8 healthy
ty was found
oactivity was

methylcellulose, silica gel, macrog
acid

Citric acid, anhydrous (E330)
Sodium benzoate (E211)

Purified water

6.2 Incompatibilities
Not applicable.

| stearate, sorbic acid, benzoic acid and sulfuric

* Seesection 4.4

of alertness. Multiple dosing of perampanel 12 mg/day also enhan

of-alcoholon \ligil:nrn and :lnrfnncc’ and-increasedlevels of angef

ced the effects

confusion-and

been established. The available
The efficacy of perampanel in tH

data are insufficient to reach any conclusions.
e treatment of ahsence seizures has not been

treatment effects on the median reduction in seizu
n =11 patients, -100.0%), 50% respander rate (\We.

re frequency (Weeks 40-52:
bks 40-52:- 54 5% n=6/11)_and

In vitro assessmé

nt of drugq interactions

including mdnitoring of vital signs and observation of the clinical status of the (Baseline to Treatment Phase) ag compared to the placebo group was observed with | from baseline to end of double-blind treatment (19 weeks) in CDR System Global primarily compgsed of a mixture of oxidative and conjugated metabqlites.Ina 6.3 Shelf life
System Organ | Very common | Commor Uncommon | Not known patient. In vigw of its long half-life, the effects caused by perampanel could be perampanel treatment at doses|of 4 mg/day (Study 306), 8 mg/day (Studies 304,305 | Cognition t-Score was 1.1 (7.14) in the placebo grobip and (minus) ~1.0 (8.86) in the population phafmacokinetic analysis of pooled data from 19 Phase 1 studies, the 30 months
Class prolonged. Bbcause of low renal clearance special interventions suich as forced and 306). and 12 mg/day (Studiés 304 and 305). The 50% responder rates in the 4 Mg} perampanckgroup with-the difference between-tHe treatment groups-in-LS-means— e ade by of perampanel was 105 hours. When dosed in combination with the
Metabolism Decreased diuresis, dialysis or haemoperfusion are unlikely to be of value. 8 mg and 12 mg groups were respectively 23.0%, 31.5%, and 30.0% in combination | (950 CI) = (minus) -2.2 (-5.2, 0.8). There was no statjstically significant difference S’Frong. CYP3A 'hdUC.e" carbamazepine, the average t,was 25 hours. After first opening: 90 days.
and nutrition appetite 5. PHARMACOLOGICAL PROPERTIES with enzyme-inducing anti-epil EptIF me.dlcmal p.rodycts a.nd were 33.3%, 4'6.5%. between the treatment groups (p = 0.145). CDR Syktem Global Cognition t-Scores for Linearity/non-linearity 6.4 Special precautions for
disorders Increased 5.1 Pharmadodynamic broperties anq 509% vyhen p.er'ampanel wps given in co'mblnatlon with non—er\zyme—.m'ducu.\g placebo and perampanel were 41.2 (10.7) and 40.8/(13.0), respectively at the baseline. In a population PK analysis on pooled data from twenty Phase 1 studikes in healthy storage
appetite . y . prop es S | anti-epileptic medicinal products. These stud|e§ sh.ow that once-daily a.dmlnlstratlon For patients with perampanel in the open label exfension (n = 112), the mean subjects receiving perampanel between 0.2 and 36 mg either as single or multiple Before and after first
— . — Pharmacothgrapeutic group: antiepileptics, other antiepileptics, AJC code: NO3AX22  of perampanell at dpses of 4mg tg 12.mg was sgmﬁcantly more efficacious than change (SD) from baseline to end of open-label treatment (52 weeks) in CDR System  doses, one Phasg 2 and five Phase 3 studies in patients with partial-onset seizure opening: Store at or below
Psychiatric Aggression | Suicidal Mechanism df action placebo as adjunctive treatment in this population. Global Cognition t-Score was (minus) -1.0 (9.91). THis was not statistically significant  receiving perampanel between 2 and 16 mg/day and two Phase 3 studies in patients ~ 30°C.
disorders Anger ideation Perampanel i a first-in-class selective, non-competitive antagonis{ of the ionotropic Data from placebo-controlled sfudies demonstrate that improvement in seizure (p = 0.96). After up to 52 weeks of treatment with perampanel (n = 114), no effecton  with primary geperalised tonic-clonic seizures receiving perampanel petween 2and ¢ 5 Nature and contents of
Anxiety Suicide a-amino-3-hydroxy-5-methyl-4-isoxazolepopionic acid (AMPA) glutamate receptor control is observed with a once{daily perampanel dose of 4 mg and this benefit is bone growth was observed. No effects on weight, height and sexual development 14 mg/day a lin¢ar relationship was found between dose and perampganel plasma container
Confusiohal attempt on post-synaptic neurons. Glutamate is the primary excitatory neufotransmitter in enhanced as the dose is increased to 8 mg/day. No efficacy benefit was observed at were seen following up to 104 weeks of treatment|(n = 114). concentrations. Polyethylene terephthalate
state the central nérvous system and is implicated in a number of neurological disorders the:O;e of 1? mg as Comp;rEd todthe dose °f8. mgin ;he o;/erall pﬁpzlat'on% Benefit| An open-label, uncontrolled study (Study 311) wag performed to assess the Special populations (pEyT) 'U\)J/ﬁic withrachitd=
- - caused by neuronal overexcitation. Activation of AMPA receptors by glutamate at the dose of 12 mg was obseryed in some patients who tolerate the dose of 8mg | - exposure-efficacy relationship of perampanel as adjunctive therapy in 180 paediatric  popatic impai !
- ) . - . ! ~ld . - patic impairment resistant (CR) polypropylene
:.ervzus system | Dizziness Ataxia ' is thought to|be responsible for most fast excitatory synaptic transmission in the and when Fhe c'IlnlcaI response to that dose was msufﬁaer?t. A clinically meaningful patients (aged 4 to 11 years old) with inadequately controlled partial-onset seizures  1he pharmacok(netics of perampanel following a single 1 mg dose were evaluated (PP) closure; ezchygotflz
Isorders Somnolence Dysarthria brain. In in vitro studies, perampanel did not compete with AMPA fpr binding to the reductc;on lnkselfz(;lre.frequsncy re!atlve to pLac;b%wﬁs;chlevfd as early as the or primary generalised tonic-clonic seizures. Patierjts were titrated over 11 weeks in 12 patients wjth mild and moderate hepatic impairment (Child-Pugh A and B, contains 346 ml of
Balance AMPA receptpr, but perampanel binding was displaced by noncompetitive AMPA second week o °5'”‘9 when patients reac‘ eda ‘?" y ose °. 4mg. . to a target dose of 8 mg/day or the maximum tolefated dose (not to exceed respectively) compared with 12 healthy, demographically matched sUbjects. The suspension in an outer .
disorder receptor antggonists, indicating that perampanel is a noncompetitive AMPA receptor 1.7 to 5.8% of the patients on pgrampanel in the clinical studies became seizure free | 12 mg/day) for patients not taking concomitant CYP3A-inducing antiepilepticdrugs 1 ,ean apparent klearance of unbound perampanel in mildly impaired patients cardboard carton. FYCOMPA 0.5 mg/ml oral suspension
Irritabilit antagonist. In vitro, perampanel inhibited AMPA-induced (but not NMDA-induced) during the 3 month maintenande period compared with 0%-1.0% on placebo. (carbamazepine, oxcarbazepine, eslicarbazepine and phenytoin) or 12 mg/day was 188 ml/min|vs. 338 ml/min in matched controls, and in moderate]y impaired Each carton contains one Perampanel
Eye disorders Diplopia increase in mtraceIILfIar caIC|um. In vivo, perampanel significantly prolonged seizure  Open Jabel extension study or the maximum tolgrated.dose (r)ot‘to e>§ceed 16 fng/day) for patlentsltaklng a patients was 120 ml/min vs. 392 ml/min in matched controls. The t,, was longer in bottle, two 20 mL graduated
" latency in an|AMPA-induced seizure model. Ninety-seven percent of the patjents who completed the randomised trials in concomitant CYP3A-inducing antiepileptic drug. Perampanel dose achieved at the mildly impaired|(306 h vs. 125 h) and moderately impaired (295 h vs. |39 h) patients 4| dosing syringes and an
\k:IISIond The precise mhechanism by which perampanel exerts its antiepileptic effects in patients with partial-onset seiz{res were enrolled in the open label extension study f}?d of t't"latt'f’n W?:hmamtalf;ei fOFf) 15 WGEKSh(fOF a tOt?; ‘OftBEvieEk‘S ofgﬁposure) at compared to matched healthy subjects. LDPE press-in bottle adapter
urre humans remains to be fully elucidated. (n = 1186). Patients from the rarjJdomised trial were converted to perampanel over e completion of the core study. Patients who en;ere INto Extension Fhase were Ronal imnairmemnt (PIRA) The aral dacing
Ear and Vertigo Pharmacodyhamic effects 16 weeks followed by a long-term maintenance period (> 1year). The mean average | tr€atecioran additional #7WEEKs Tor a total EXpOsUTe AUIAtion of 52 WSS The pharmacok(netics of perampanel have not been formally evaluatid in patients ;yringlles are graduatevd in
i;bY:;“tr A pharmacoKinetic-pharmacodynamic (efficacy) analysis was perfgrmed based on da.|Iy dose was 1.0'05 mg. 1 Lgizatf?rzqv:::czaggiIZ-Zr::isae;ssi;lz:;?)s"/f;nojg]:jatzé;tn:?:ghtdheer ?;st::ciczzir;ngfeI:‘ree with renal impajrment. Perampanel is eliminated almost exclusively by metabolism 0.5 ml increments. 2006068
isorders the pooled dhta from the 3 efficacy trials for partial-onset seizures.|in addition, a Primary Generalised Tonic-Clonic|Seizures AT oot . I o1 4’6 6% (0= 69/148 followed by rapid excretion of metabolites; only trace amounts of perampanel 6.6 Special precautions for
G ; inal N N ; ; ; Perampanel as adjunctive therapy in patients 12 years of age and older with rate following 23 weeks of perampanel treatment yvere -40.1%, 46.6% (n = ) metabolites areobserved in plasma. In a population pharmacokinetiq analysis :
astrointestina ausea pharmacokinetic-pharmacodynamic (efficacy) analysis was performed in one efficacy d o (r ively. f I ihl : Th y disposal
disorders trial for primary generalised tonic-clonic seizures. In both analyses, perampanel idiopathic generalised epilepsy pxperiencing primary generalised tonic-clonic and 11.5% (n = 17/148), respectively, for total partial-onset seizures. The treatment of patients with partial-onset seizures having creatinine clearances rahging from N ial ) ;
SKinand 5 exposure is chrrelated with reduction in seizure frequency. seizures was established in a mylticentre, randomised, double-blind, placebo- effec:c’s on t?e median reduction in seizure freqLiency (Weeks 40-52:n =108 patients, 39 t5 160 mL/mjn and receiving perampanel up to 12 mg/day in placébo-controlled d.o speclla requirements for
L at R rugt. ih | psvchomot . controlled study (Study 332). Eligible patients on a stable dose of 1 to 3 AEDs -69.4%), 50% responder rate (Weeks 40-52: 62.0%, p = 67/108), and seizure-freerate  (jinjcal trials, pefampanel clearance was not influenced by creatinine clearance. Isposal.
:itsC: :i:ce)::esrs Eeaiil IOnh\ill\:l Sisr}:cl Omnod?;pﬁcri olmc'jance £8 mg and 12 mg impaired homotor performance in experiencing at least 3 primary leneralised tonic-clonic seizures during the 8-week | (Weeks 40-52:13.0%, n = 14/108) were sustained following 52 weeks of perampanel |, 3 sopulation pharmacokinetic analysis of patients with primary geheralised Any unused medicinal PHARMA CODE
u a::fi Si?teme:c heagit(:\;volurl:eelisein zsjcs):; rela'?ead manne?Thep:ﬁ:ctEcs))flcr)e?arr?p)?anifor(\)cor?wpclix baseline period were randomisgd to either perampanel or placebo. The population treatment. tonic-clonic seizures receiving perampanel up to 8 mg/day in a placebo-controlled product or waste material READ DIRECTION
) : i i = = i i ial- i i i i i i ini i i ini should be disposed of
Curmmtme tacke cich acldriving ahilibo were addibie ac <ineaadditiue to Hhe lanairmont affactc included 164 patients (perampanel N = 82, placebo N = 82). Patients were titrated In a subset of partial-onset seizure patients with sgcondarily generalised seizures, clinical study, pérampanel clearance was not influenced by baseline greatinine : ‘ pos ~c ot -
(ISREI'SS)* ¢ alcohol. Pebch N A 7 p testi "t d to baseli :ch' 5 ks of over four weeks to a target dosq of 8 mg per day or the highest tolerated dose and the corresponding values were -58.7%, 64.8% (n = 35/54), and T8.5% (n = 10/54), clearance. I accordance with 1ocdl
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