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nyTamMuHoBas KMCnoTa (Glu, rmasHbii

BO30yXxaawLwumn meanartop) U Hy—N'=CH—CH — CH— COO"
ramma-aMmHoOMacCIIadAHasA KUCJioTa coo-
(FTAMK, rnaBHbI TOPMO3HbIA MeamnaTop) — [TVIaMHHoRaA KTE
KOHKYPEHTbI U napTHépbl. Hz—N*—CH,— CH,—~CH,~COQ0
[1pn HapyweHnn bananca Glu u TAMK B LIHC.: FAMK

@ CcuHOpPOM geduuuta BHUMaHUS 1 runepaktnsHoctn geten (COBI);

@ MOBbILLUEHHAsA HEPBO3HOCTb U TPEBOXHOCTb B3POCHbIX;

@ HapyleHua cHa, 6eccoHHMLa;

@ anunernicusa (4acTo BpoxaeHHasi natonorus, y 0.5-1% HaceneHus).

B KnnHM4ecknx uensax ncnonb3yrT arOHUCTLI
TAMK n aHTtaronuctbl Glu.

AHTaronunctbl FAMK n aroHucTbl Glu — aabl,
Bbl3blBatoLLne Cyaoporm (KOHBYNbCAHTbI;
MOAENN NaToNormMn Ha 3KCNEPUM. XKNUBOTHbIX).




nyTamMmuHoBasi KUCIOTA.

[MnweBaa aMMHOKUCIOTa — BXOAUT B cOcTaB OenkoB
nuLKn 1 6ernkoB Hallero Tena; camas pacnpocTpa-
HeHHas: notpebnsaem c egon 5-10 r B CyTKM.

CraHgapTtHasa cTpykTtypa; pagukan -CH,-CH,-COOH.

B BoAHbIX pacTBopax CyLLECTBYET B MOHN3MPOBAHHOM
BMAE, TO eCcTb B dOpMe oTpuULIaTENbHO 3apsXKEHHOTIO
ocTaTka rnmytamara.

Bo Bcex TKaHsx opraHu3ma (B T.4. B MO3re) O4EHb MHOIO
Glu. B cBsi3n ¢ 9TM gonroe BpeMsi He MOrfn NOBEPUTD,
YTO CTOSIb PacnpoCcTpaHEHHOE BELWECTBO SBMSAETCS
meanatopom LIHC.

OQHako 3T0O MMEHHO TakK, NpUYeM NULLIEBOW rnyTamar
no4Tn He npeogonesBaet ['Bb, n Anga BbINOMHEHUS
MeauaTopHbIX pyHKkumn Glu cuHTesupyeTcd
HenocpeacTBEHHO B NpecuHanTUYeCKNX OKOHYaHUAX 13
rmyTamMmuHa; BKnag BHOCUT Takke obpasoBaHue Glu u3
o.-KeTornyTapoBOW KACNOThI (MpoayKT umkna Kpebca).




[Tocne cuHTtesa Glu
3arpykaetcsa B BE3UKYIbI
(<), BblOpackLIBaeTcd B
CUHaNTUYECKYIO LLEeSb Npu
npuxoge N n Bnudet Ha
NOCTCMHANTUYECKNE

peuenTopbl ( ||| ),
3anyckas BICIT.

BeeneHune Glu B xxenynoyku
MO3ra Bbl3blBaeT BO30YX-
neHne LIHC v cygoporw.

CxopaHble adhdeKkTbl HAabnoaaTCa Npu
oTpaBrieHnn aronmctamm Glu, 4acTb U3 KOTOPbIX
SABNSAETCA TOKCMHAMUN PacTEHUN.

[Mpmep: QoMoeBas KUCIOTA; BbipabaTbiBaeTcs

glutamate

HEKOTOPbIMU OOHOKNETOYHLIMI BOOOPOCITAMN.
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PeuenTopbl rnyTamara.

B HacTosLllee BpeMa BbIAENAOT TP TMNA MOHOTPOMHbLIX 1 BOCEMb TUMOB
MeTaboTponHbIX peuentopoB K Glu. Bce oHun
3anyckatot BICI1, nosbiwas nposognmMmocTb Na+.

MetaboTtponHsie pey. (MGIuR1, mGIuR2, ...) oencreytoT e

yepe3 UAM® n pag opyrux BTOPUYHbIX NOCPEOHMKOB 10 msic. ol o
loHOTpOMHLIE pel. (TETpaMepbl) Ha3BaHbI MO aroOHUCTaM: Ao
NMDA-peuenTopsl (aroHnct N-metun-D-acnapTar) 41 meic. Iy
AMPA-peuenTtopbl (aroHUCT aMMHO-TNMOPOKCN-METUI- e
M30KCa30M-NPONMOHOBAas KUCMNOTa) 15 mbic.  * YA
SN H,O
KanHaTHble peuenTopbl (aroHUCT KaMHoBasi KUCNOTAa) 8 maic. & W

PeuenTopbl pasHbIX TUMOB pasnunyatrTcs rno ckopoctu passutua BIICT1
N CNOCOBHOCTM NponycKkaTb HE TONbKO MOHBbI Nat, HO Takke MoHbl Caz2+.

Caz2*, B CBO o4vepeb, cCnocobeH AeNCTBOBATb Kak BTOPUYHbIN
nocpeaHuK, U3SMeHSA COCTOAHME bnuanexatlen NoCTCUHanTUYeCKon
MeMbpaHbl, a TakKe MOCTCUHANTUYECKOM KITETKN B LLENIOM
(nnacTuyeckmne nepecTponknu CUHaNTUYECKOW nepegayn).



l'nyTamaTuble peuenTopsbi
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WoHOoTpOonHbIe peuenTtopbl MeTtaboTponHbie peuenTopbl
(UMEIOT MOHHbIN KaHan) (cBsizaHbl ¢ G-6enkamu)

PeuenTopbl pasHbIX TUMOB pasnunyatrTcs rno ckopoctu passutua BIICT1
N CNOCOBHOCTM NponycKkaTb HE TONbKO MOHBbI Nat, HO Takke MoHbl Caz2+.

Caz2*, B CBO o4vepeb, cCnocobeH AeNCTBOBATb Kak BTOPUYHbIN
NocpeaHuK, U3MeHAA COCTOAHME bnuanexatlen NoCTCUHanTNYeCKon
MeMbpaHbl, a TakKe MOCTCUHANTUYECKOM KITETKN B LLENIOM
(nnacTuyeckmne nepecTponknu CUHaNTUYECKOW nepegayn).
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BapuaHTbl nnacTtuy. nepe-
cTpoek Glu-cuHancos:

BblOBaHne Mg2*-npobok
NMDA-peLenTopoB,;

«BCnnbiBaHne» n bocdopu-
nup-e AMPA-peuLenTopos;

BNUsAHUEe Ha agepHyto HK
(yepes Bxog Ca?* u CREB),
BeayLlee K CUHTe3y aor.
b6enkoB-peLEenTopoB.

NMDA-peuenTopbl —
KpaTKOBPEMEH. NaMsThb;
AMPA-peuenTopbl — 6bonee
OOMrOBPEMEH. NPOLIECCHI.

3r3uHa AneHa bopucosHa,
pabomsl Ha sUHo2padHoU
yrumke, nocmosiHHasi
«yupkynayus» AMPA-peu. kak
MexaHU3M COXpaHeHUs
00/1208PEMEHHOU ramsimul.



nunencusa: B Kope 6onbLUMX NonyLwapun,
KaK npaBumo, NpUCyTCTBYET o4var
NOCTOSAAHHOIO BO3BYXOEHUS.

CUMNTOMBbI: CKa4YKkn 3MOLMIN, MbILLIIEHUS,
HapyLeHna NoBeaeHUs, Mman. n bonbLine
npunagKkun.

bonbLUuou reHepann3oBaHHbIM NpUNagok:
nageHne, noTeps Co3HaHUA, TOHNYECKada U
KrnoHu4yeckas dasbl.

Manbin reHepanuaoBaH. Npunaaok (abcaHc):
3amMupaHmne, CEHCOPHbIE HapYyLUEHUS (3BOH,
BCMbILLKK, 3anaxu, ranfounHauun),
BeretatuBHbIE HApYLLEeHUS (cepauebnerue,
NOTOOTAENEHME, pacLUMPEHNE 3paYvKoB 1 ap.).
[TapuuanbHble NPUCTYMbI: MOTOPHbIE,
CEHCOpHble, BeretaTtuBHble, add(PEeKTUBHbIE U
Op.; Kak ¢ HapyLLleHMeM Co3HaHus, Tak u bes.




[TpoBoOUMPYIOT NpUNAaoK:

CUJIbHblE AMOLNK, CUNbHbIE CEHCOPHbLIE CUrHarbI
(rPOMKUI 3BYK, BCIbILLIKX CBETA),

crnasm cocyaoB, HEOOCTATOK Kucropoaa,
BO30Oy>xaatouime Bellectsa (KogoeunH, rnytamar B
bonbLIMX KonndecTBax), obLiee n3amMeHeHue
COCTOSIHUSA (COH, MEHCTpyaLmn).

Ho eCcTb 1 cCaMONpOnN3BOSbHLIE MPUNagKu.

Tonic phase

e

—

Clonic phase

Bonblon reHepann3oBaHHbIV Npunaaok:

nageHne, noTeps Co3HaHUA, TOHNYECKada U
KrnoHu4yeckas dasbl.
Manbiv reHepanu3oBaH. npunagok (abcaHc):

3aMunpaHune, CeHCOpHble HapyLleHUs (3BOH,
BCMbILLUKKW, 3anaxu, rannoumHagmn),
BeretaTtMBHble HapyLleHns (cepauedbneHue,
noTooTAerneHne, paclumpeHne 3padykos 1 ap.).
[TapumanbHble NPUCTYNbl: MOTOPHbIE,
CEHCOpHble, BeretaTtuBHble, add(PEeKTUBHbIE U
Op.; Kak ¢ HapyLLleHMeM Co3HaHus, Tak u bes.




[1pOBOLIMPYIOT NPMNaaoK:

CUJIbHblE AMOLNK, CUNbHbIE CEHCOPHbLIE CUrHarbI
(rPOMKUI 3BYK, BCIbILLIKX CBETA),
crnasm COCy[0B, HEAOCTATOK KMUcropoaa,

BO30yXaawLme BellecTsa (KOPEWH, rnytamar B
bonbLIMX KonndecTBax), obLiee n3amMeHeHue
COCTOSIHUSA (COH, MEHCTpyaLmn).

Ho ecTb 1 camMonpoun3BosibHbIE NPUNAaaKW.

[Tpunagku onacHbl camu o cede (NoTepsi Co3HaHUA, NnageHue, neperpyska
cepaua), a Takke TeM, YTO B 9TO BPEMSI HEMPOHbI YPE3BLIYaNHO
nepeBo3byxaatTcs n MoryT nornbryTb (Ca®t n NMDA-peuenTops;
«HENPOTOKCUYECKOE AENCTBUE rIyTamaTa).

Kpome Toro, Kaxabl odepeaHOoN nNpunagok gernaeT HacTynsfieHme
criegyroulero npunagka bonee BeposiTHbIM («NaTonornyeckoe obydeHmne»).
B cBA3K C 3TM O4YeHb BaXHO HE OoMycKaTb HOBbIX NPMNAaaKOB.

B kayecTBe fiekapcTB NCMNOSb3YHOTCS BELWECTBA, YBENnunymaaroLme
aktnBHocTb FAMK-cuHancoB (genaknH, 6eH3oHan,
doMHIENCHH), U BELWECTBA, CHUXKaKOLLME aKTUBHOCTb
rmyTamaTHbIX CMHaMNCcoB (B T.4. nepammnaHen).
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UcTopusa npoTuBocyao- B ii
’ MAKWH
POXHbIX NpenaparTtoB: ki

KoHel 19 B.- Hau. 20 B.: bpomuabl
(bpom 3ameLLaeT xnop npu ol
pabote TAMK,-peuentopoB)

1912: deHobapbuTan; nosxe
nosiBUNNCL N apyrme 6apobutyparhbl-

aHTUKOHBYIIbCaHTbI; MHOIO HEAOCTaTKOB SS— .
(|'|O60‘—|Hb|e 3q)cbel(Tbl, NMPUBbIKAHUE U ,D,p), °f duHnencHH’peTapa __‘
50-e rogbl: beH3ogmnasenmnHbl (gmasenam, E I L
ArsliEEnEL)] oo S B8
60-e n 70-e rogbl: kapbamasenuH (bnokaaa e :
Na*-kaHanoB) + BanbnpoarTb; B S

80-e 1 90-e rogbl: rabaneHTUH (POCT CUHTE3a
[[AMK) + TnarabuH (nogaeneHne obp. 3axeaTa
FAMK) + namoTpumxkuH (6nokaga Na*-kaHanos). e cer

Cenyac: ncnosib3oBaHue nyTen BO3oencTBus Ha
Glu-cuctemy, a Takke briokaga Na™-kaHanoB u

Ca?*-kananos, aktmeaumsa K -kaHanos.

Y
! b~
_ oON
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AHTaroHucTtbl Glu-peuenToposB.

B HacTosulee Bpema bonee n3BeCTHbI aHTAaroHUCTbI
NMDA-peLenTopoB (MeMaHTUH, KETaMUH), XOTHA BCTpe- ‘---98————@
yaemocTb AMPA-peLenTopoB BhiLLE.

MemMaHTUH: GNOKNPYET KaHarn peuentopa B ero BEpXHeu
4yacTu; Npu TpaBMax N AEMEHLUN; CHUXKAET TPEBOXXHOCTb
n nposisnenna CLBI (3 meic. cebinok ¢ 1975 20da)
KeTtamuH (kanuncon): bnokMpyeT KaHan peuenTtopa B ero
HWXHEN YacTW. BbI3bIBaEeT KpaTKOBPEMEHHLIN, HO MYyDOoKUI :
H1CZ©\
CH,

HapKO3 (ucnorb3yeTcsi B BeTepuHapun). Ha Bbixoge U3 Hapkosa
BO3HMKAIOT rajiioymMHaLmMn (HapkoTuk-guccoumaTums +
deHumKNnanH, nboranH) (16 meic. ccoinok ¢ 1965 200a)

[Nlepamnaden: AMPA-aHTaroHmucTt
(«ParkoMnay; 260 cceinok ¢ 2008 2004, .l

MepamnaHen ’ :
',.-E’\w {1OKDbITbIe NIGHOUHOW 000NO0Y KON

S nar

60 — Ha aKcrepPUMEeHMarbHbIX XUSOMHBIX);
HEKOHKYPEHTHbIW aHTaroHUCT, NepeKkpbiBaeT
KaHan, Ho He «copeBHyeTca» ¢ Glu, 1
NOTOMY He BbiTecHseTca Glu ¢ peuenTopos.

28 1abnerok

Dadaxonmra ™
= manraen
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http://www.biochemsoctrans.org/bst/028/0297/bst0280297f07.htm?resolution=HIGH
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2nunenTndopmMHas
aKTUBHOCTb B (DOHE,

nocne 6nokaapl
NMDA-peLenTopos,

nocne 6nokaapl
NMDA n AMPA-peL.

Traub et al. J Physiol. 1993;461:525-47
(rMnNnoKaMn MOPCKOW CBUHKM)
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ABSTRACT

Purpose: This study explored the pharmacodynamic and pharmacokinetic effects of combining
perampanel (PER) with commonly co-administered AEDs.

Method: A strong stimulus intensity (three-fold higher than after-discharge threshold) was used to elicit
drug-resistant seizures in a rat amygdala kindling model. Vehicle, low-dose PER (0.75 mg/kg), or high-
dose PER (1.5 mg/kg), in combination with vehicle, levetiracetam (LEV) 50 mg/kg, lamotrigine (LAM)
20 mgfkg, carbamazepine (CBZ) 20 mg/kg, or valproic acid (VPA) 200 mg/keg, were administered

tocatiratiorrolatod —pitcpay

Kindling

EEG

Antiepileptic drugs
MepamnaHen (1,5 Mr/kr)
nnm
nepamnaHen (0,75 mr/kr) +

naMmoTpuamkmH (20 mr/kr),

Banbnpoat (200 Mmr/kr) n gp.

intraperitoneally to groups of 6-13 rats. Seizure score, electroencephalography (EEG) seizure duration,
and motor seizure duration were evaluated, with pharmacodynamic interactions determined by two-
way analysis of variance (ANOVA). Motor impairment was evaluated by rotarod test and two-way
ANOVA.

Results: High-dose PER, but not low-dose PER, LEV, LAM, CBZ, or VPA, reduced EEG seizure duration,
motor seizure duration, and seizure score compared with vehicle alone. However, when low-dose PER
was administered in combination with LEV, LAM, CBZ, or VPA, seizure severily parameters were reduced
compared with the concomitant AEDs alone. These pharmacodynamic interactions were statistically
significant in some cases, but the same AED combinations were not associated with statistically
significant neurotoxic interactions. Efficacy may have been slightly affected by changes in PER plasma
concentrations in the presence of other AEDs:PER plasma concentrations increased with LEV or LAM
co-administration, and decreased with CBZ or VPA co-administration.

Conclusion: Owerall, these data support published Phase 111 data demonstrating the efficacy of PER as
adjunctive therapy for the reatment of refractory partial-onsel seizures in patients aged >12 years.
@ 2014 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND



Perampanel effects in the WAG/Rij rat model of
epileptogenesis, absence epilepsy, and comorbid
depressive-like behavior

*Rita Citraro, *Antonio Leo, fValentina Franco, {Roberto Marchiselli, T{Emilio Perucca,
*Giovambattista De Sarro, and *Emilio Russo

Epilepsia, 58(2):231-238, 2017
doi: 10.1111/epi.13629

SUMMARY

Objective: Perampanel (PER), a selective non-competitive «-amino-3-hydroxy-5-
methyl-4-isoxazolepropionic acid (AMPA)-receptor antagonist, exhibits broad-spectrum
anticonvulsant activity in several seizure models, but its potential disease-modifying
effects have not been investigated. Because of the relevance of AMPA receptors in
epileptogenesis and psychiatric comorbidities, we studied the effects of PER in the WAG/
Rij rat model of epileptogenesis, absence epilepsy, and depressive-like comorbidity.
Methods: We investigated the effects of acute, subchronic, and chronic treatment with
PER (0.25-3 mg/kg) on absence seizures, their development, and related psychiatric/
neurologic comorbidity in WAG/RI] rats. Depression-related behavior was studied by
using the forced swimming and the sucrose preference test; anxiety-related behavior
by using the open field and elevated plus maze test; and memory by using the passive
avoidance test.

Results: PER (3 mg/kg/day orally for | 7 weeks starting from P30) significantly reduced
the development of absence seizures at 6 months of age (I month after treatment
withdrawal), but this effect was not maintained when reassessed 4 months later.
Attenuated absence seizure development was accompanied by reduced depressive-
like behavior in the forced swimming test (FST), whereas no effects were observed on
anxiety-related behavior and memory. Subchronic (I and 3 mg/kg/day orally for
I week) and acute PER (0.25-1 mg/kg, i.p.) dosing did not affect established absence
seizures and behavior.

Significance: These results suggest that AMPA receptors are involved in mechanisms

Rita Citraro is a
lecturer in pharma-
cology at the
University of
Catanzaro, Italy.

of epileptogenesis in an established model of absence epilepsy, and that these mecha-
nisms differ from those responsible for seirure generation and spread when epilepsy
has become established.

MNepamnanen — 0,25-3 Mr/Kkr; XpoHu4eckoe BBeaeHune 2-5 Mmecsiupbl
XXU3HW; CHUXKEHME 3MUNENTUYECKUX U AENPECCUBHBIX NMPOSABIEHUMN.

Despite the introduction of many new antiepileptic drugs  treatments ' Moreover, dmgs currently used to treat epi-
{AEDs) in the past three decades, one third of patients with  lepsy exert symptomatic effects, and none has been found to

1

epilepsy remains resistant to available pharmacologic be clinically effective against epileptogenesis.
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Perampanel (Fycompa)
A Review of Clinical Efficacy and Safety in Epilepsy
Jessica Greenwood, MS, PharmI) Candldate; ahd Jose Valdes, PharmD, BCPP

INTRODUCTION

Epilepsy is a serious neurological
condition that affects more than 50 million
individuals globally, 80% of whom live in
developing countries ' An estimated 1.7%
of 115, aduliz have been diagnosed with
the condition.® From prominent historical
figures, such as Julius Caesar and Viadimir
Lenin, to friends or family members, most
people probably know someone affected
by epilepsy *

Epileptic seizures (defined by two or
more unprovoked sebrures separated by
more than 24 hours, or one unprovoked
seizure with high probability of an addi-
tional seizure in the next 10 years, or as
better defined by an epileptic syndrome)
are separated into two broad categories:
partial-onset seizures (POS) and gen-
eralized seizures, which affect one or
both hemispheres of the brain, respec-
tively.! While many risk factors (eg.,
infection, genetics, prenatal injury, or
structural or metabolic abnormalities)
have been elucidated, more than half of
all cases of epilepsy are due to unknown
causes.! Regardless of the causative
factor, epileptic seizures result from a

nerziztent and incontrolled increase io

Phil, Phormi, MBA, Fresident of Cospi and
Associates in New York, New York
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Disclosure: The authors report no financial or
commerdal relaionships in regard to this article.

various receptors to reduce neuronal
excitability and control seizures, thus
reducing the risk of seizure-related
injuries and death.s Although monotherapy
is ideal for treating epileplic seizures, only
about 49% of patient=s achieve seizure free-
dom while using their first appropriately
selected AED. Subsequently, 62% to 66%
of patients might only be able to achieve
seizure freedom with a second or third
appropriately selected AED, respectively,
leaving up to one-third of patients with
inadequate control of their seboures# In
addition, patients may have a higher risk of
toodicity if AED= with similar mechanisms
of action are used concomitanily.” In the
last two decades, the number of agents
commercially available in the armamen-
tarium agrainst epilepsy has risen fourfold,
few with a novel mechanizm of action.
The Food and Drug Administration
approved perampanel (Fycompa, Eisai,
Inc.) in October 2012 as an adjunctive
agent for the treatment of POS with or
without secondary generalization in
patients with epilepsy at least 12 years of
age. In June 2015, the agency approved a
second indication for primary peneralized
(1(3T

aniccloai seirires in natients

antagonism can lead to reduced overstimau-
lation and anticonvulzant effects, as well as
inhibiting seizure generation and spread.
In addition, AMPA receptor antagonists
may prevent neuronal death.

PHARMACOKINETICS
Absorption

Administration of perampanel resulis
in rapid and complete absorption with
negligible first-pass metabolism. The
median time to reach peak concentra-
tion varies between 0.5 to 2.5 hours fast-
ing (delayved by two to three hours when
taken with food). Peak plasma concentra-
tion iz reached in approximately one hour
(decreased by 40% when taken with
food). It is worth noting that the extent
of absorption is not affected by food &%

Distribution

Fycompa is approximately 95% to 96%
protein-bound in the concentration range
of 20 ng/mL to 2,000 ng/mL#

Metabollsm

Mediated by cytochrome P450 (CYF)
3A4/5, CYPLA2, and CYPZBG, peram-
pan#! is metabolized extensively through
oxidation followed by glucuronidation
based on in vitre results* Radiolabeled
perampanel administration resulted in
approximately 30% and 70% of oxidative
and conjugated metabolites being found

il fecies resnectively 10

going uncontrolled, drug-resistant, or
refractory POS. These trials are summa-
rized in Table 1. In all studies, the pri-
mary efficacy endpoint was the percent
change in seizure frequency per 28 days,
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Aim: To assess the clinical trial and real-world data for adjunctive perampanel in
adolescents and develop consensus recommendations to guide the use of peram-
Correspondence panel in this population in dinical practice. Methods: In May 2015, 15 epilepsy
Amitabh Dash, Eisai Pharmaceuticals India experts attended a Consensus Development Meeting to assess the clinical trial

Pvi. Ltd., Marwah Centre, 1st Floor, BWING,  data for perampanel, specific to the adolescent age group (12-17 years) and
Krishanlal Marwah Marg, Andheri East,
Mumbai 400072, India. Tel: +591 22 91675
26147; Fax: 491 22 2857 9720,

E-mail: a-dash@eisai.co.in

develop consensus treatment recommendations. Results and Discussion: Analysis
of the adolescent subgroup data of three pivotal placebo-controlled, double-blind,
phase 3 trials investigating perampanel in patients with ongoing focal epileptic
seizures despite receiving one to three antiepileptic drugs found that perampanel

Funding Information 4-12 mg was superior to placebo. The tolerability profile of perampanel was gen-
The expert meeting in Taipei, Taiwan was erally acceptable. Adolescent patients receiving long-term treatment with peram-
funded by Eisai Co., Lid. panel in an open-label extension study maintained improvements in seizure

control compared with baseline, with a favorable risk-benefit profile. A phase 2
study showed that perampanel had no clinically important effects on cognitive
function, growth, and development. Condusion: Perampanel is a welcome addi-

Received: 16 February 2016, Revised: 26
April 2016, Accepted: 2 May 2016

Brain and Behavior, 2016; 6(3), 200505, tion to the armamentarium of existing antiepileptic drugs as it represents a new

doi: 10.1002/brb3.505 approach in the management of epilepsy, with a novel mechanism of action, and
the potential to have a considerable impact on the treatment of adolescents with
epilepsy.

Introduction three classes of ionotropic receptors, each with distinct

physiological roles that mediate glutamate’s fast excitatory
Glutamate is the mediator of most fast excitatory neuro- neurotransmission at the synapses: x-amino-3-hydroxy-
transmission in the central nervous system. There are 5-methyl-4-isoxazolepropionic acid (AMPA), N-methyl-

& 2016 The Authors. Brain and Behavior published by Wiley Periodicals, Inc. Brain and Behavior, doi: 10.1002/brb3.505 (1 of 9)
This 5 an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium,
provided the original work is properly cited.
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