MunoBaHoBa O.A.

& T ST MOCKBA
ynuya bappuxagnas; 2



Monomepanuas —> Monomepanu:

npenapamom 2-20 paoa

v
Koncynomayusn

Monomepanusn

npenapamom 3-20 paoa
P S

O

Komounauusn 2 AII1

> Komounauus 2-yx

Heupoxupypza —
NOKA3aHUA K onepayuu

Karceki, Morrell, and Carpenter, 2001

npenapamoeg 2-20 psaoa

—> Komounauusa 3-x A1

Komounauus 3-x

npenapamoeg 2-20 psaoa




LLInpokunn Y3Knn

CreKkTn CNekKTD
Phenobarbital (1s:2) Phenytoin
Sodium valproate Carbamazepine
Benzodiazepines Ethosuximide
Lamotrigine(1997), Gabapentin
Topiramate (1999 Oxcarbazepine

L evetiracetam(2002).



. CHWXeHne pucka noboYHbIX sIBJIEHUHA

- He BO3HMKaeT oTpuLaTe/ibHoe B3anmogencrane mexay Al
- Y7106CTBO B NNpUMEHeHUN

- MeHblLLUe CTOUMOCTb JIeHEHUS

- KoHTpO/Ib KOHLUEeHTpaunu ASl1 B KpoBU

- Pe3sucreHTHOCTb K 6a30BOMY rnpernapary

- B cny4ae otcyrcreuns agpgexkra - U3SMEHUTL AO3UPOBKU WIN
npou3Bectu 3ameHy Al



- [IopoK pa3BuUTHUS1 rOJIOBHOO MO3ra

. [porpeccupoBaHne HelpogereHepaTMBHOro
3aboneBaHus

. HenpaBu/bHbI¥ ANarHo3

- HenpaBu/ibHOe Ha3Ha4YeHue rnpernapara

- HeagexkBaTHas 403MpPOBKa

- HeBbirosiHeHne nayMeHToM peKkoMeHgaLmm



BeseHune gHeBHWKa NMpUCTyroB
SneKTposHLeganorpagpunyeckoe obcneqosaHme
ObLymne n buoxmMmyeckue aHasin3bl MOYHU U KPOBU

YnbTpasBykoBoe 0b6cnenoBaHne opraHoB 6pIOLLIHON
0/10CTH

KoHTposib KOHUeHTpaLun A9l B KpoBu



bonee Bbicokass 6e30rnacHoOCTb

ripernapatbl NepBov JIMHUN Teparnumn
06/1a4a10T HU3KUM ypOBHEM 6€30rMacHOCTH,
HanpuMmep: BaJ/ibrpoaTbl yXyALleHne
KOrHUTUBHbBIX QPyHKUMMK, npubaBka Beca,
TPEeMop, BbinageHue BoJ10C. BO3MOXXHbI
TsDKeJIble MOBPEXAEHNS NEYEHN U
rMofKeNTYJOYHOU XKENE3DbI.

S. Shovron: Handbook of Epilepsy
Treatment, 2000.



dapmaKkope3nCcTeHTHas arnuaercus
HeagpekTrBHOCTL rnonurepanum

BbisiB/ieHne HeXxenatesibHbIX Mobo04YHbIX
a¢pgexToB



CnekTp aktuBHocTy (NpunagoK/cuHApoM)
SpdeKkTnBHOCTD

lpogu/ib nepeHocMMocCTH
JlekapcTBEHHbIE B3aUMOAEUCTBUS
lpocToTa ynoTpebreHus

LleHa



TormmpamaT
3apernctpupoBaH B 1999 rogy



NHCTPYKUMNS MO MEANLIMHCKOMY MPUMEHEHMIO
npenapara Tonamakc. @apMaKkosiorm4eckumn
komutrer M3 PO (2002)

e[lapyuanvnvle uiu 2eHepaIu306annble MOHUKO-
KJIOHUYecKue npucmynsl y oemei (6 kauecmee
MOHOmepanuu uau 6 kKomounavuu c opyzumu AJ3II,

'ﬂO”OJZHumEJlea}l mepanusa npu jieienuu npucmynoe,
CGA3AHHbBIX C C”HOPOMOM Jlennokca — Facmo,

*Bnepevie ouaznocmupo8annan INUNENCUA Y 83POCIbIX U
Ooemeil cmapuie 2 jiem.



v’MuHumanbHasi aghchekmueHasi do3a
monupamMama npu MoHomepanuu 5 ma/k2/cym
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HayanbHas gosa 0,5 - 1 Mr/kr/cyT.

OnTtuMa/ibHasi TeparneBTuydecKkas fJos3a — 5
Mr/Kr/CyT.

MakcumMasibHas go3a - 10 mr/kr/cyT



Yucno 6onbHbIX, %

TPM 100 CBZ 600 mr VPA 1250mMr

MrIr (N=126) (N=78)
(N=210)

Napecre3um 25 4 3
YMeHbllIeHue 11 5 4
anrneTmTa

NoTeps Beca 10 8 1 |
Cnaboctb 20 29 18
FfonoBHas 6onb 25 29 18
TOLUHOTa 7 20 14
0N10BOKpY)XeHue 13 16 10
BoJ1b B XXUBOTE C 10 4
Cobinb 6 10 5
||§|4ae|5'yc ll|p¥lan|:|-||:|e p. 10 p.
TpeMop 3 2 17
COH/INBOCTDb 12 14 15
Annoneuus 4 p. 14
NpubaBka B Bece 2 p 12

Privitera MD et al. Acta Neurol Scand 107:165, 2003



Co _cmoponbl _HepeHOUL _cucmembl - 4acmo (0COO0eHHO 80 8pems
noooopa 003vl) amakcus, CHuM3ICeHue KOHueHmpauuu
BHUMAHUSA, 20/1080KPYHCEHUE, UYBCIBO YCMANOCHU,
napecmes3uu, COHJUBOCHb, HAPYUIEHUE MbIULTCHUA,
NCUXOMOMOPHAA 3AMOPMOHCEHHOCMb, IMOUUOHATIbHAA

JAAOUIbHOCHb.

Co CHOpOHbI numeeapumeﬂbuoﬁ CUCHIEMbL 6 OMOETbHBIX

aliyuasnx - noesluieHue nokazameneu ¢yHKl(u0HaJleblx
NEeYCHOUHbBIX np06, cenamum, NneuéHouYHas He00CMamo4YHOCHb.

lIpo4ue: noebIWEeHHbIU PUCK Heghposiumuasa,
YMeHblWeHUe Macchbl meJa.



JleBetupaLieram (Kennpa)
3aperncrpmpoBaH B 2002 rogy



Jleeemupauemam — mexaHu3m delicmeus*

CuHanmu4decCcKue ny3vlpoKu,

[; "' A | l ‘“” ‘,m[hf il MWNMM W\A’\M

L ’*l I”c LA HUA

Lynch BA et al., Proc Natl Acad Sci U S A. 2004 Jun 29;101(26):9861-6.
Epub 2004 Jun 21.
“The synaptic vesicle protein SV2A is the binding site for the
antiepileptic drug levetiracetam.”



buodocmynHocmb ~100

JIMHeHas1 3aBUCUMOCTb MEXAY CYTOYHOM 10301 U
r/1a3MeHHOMN KOHLIEHTpaLneN

BpeMsi JOCTM)KEHUSI MMKOBOU KOHLEeHTpaLun — 1-1,3 yaca.
lepnoa nosnysbiBEAEHUS- 6-8 YacoB

CBsi3biBaHNE ¢ b6esikaMy M/1a3Mbl — MUHUMasibHoe, <10%
He memabosnu3supyemcsi 8 ne4yeHu

BbiBOA] B HEN3MEHHOM BUAE YEPE3 MOYKH

Tumpauusi do3bl - 6bicmpasi; cmapmoesasi 0o3a —
aghgpekmueHasi do3a. [Jo3upoeka - 08ak0Obl 8 OeHb

JlekapcmeeHHbIe 83aumodelicmeusi - omcymcmeyrom



ZlornonHurTesibHasa Teparnvs rnpu
napuuna/ibHbIX ripunagkax
(Firy/Criry/Brcri)

lNegnatpusi B ABctpasimn ¢ 2003 r, B
CLLIA n EBponie — c 2005 r, B Poccumn —
rpoLecc perucTpaymm

1o pe3ysibTataM KITIMHUYECKNX
nccneqoBaHUN perucTpupyroTcs
rnokasaHus rnpy IOM3 n Ul



“ Placeb
bEV 1000
mg/d

Adapted from French et al., Epilepsia 2003 ;
in press



Kennpa:
JIEKaPCTBEHHbIE (DOPMbI

Tabnerku no 250 mr

Tabnerku no 500 mr
(Okentoie)

Tabnerku no 750 mr

Tabnerku no 1000 Mr
G0,

CycnieH3nss 10%



Y aeren HavasibHasi TeparneBTu4ecKas [o3a
10 Mr/Kr/[eHsb.

Bo3Moy)xHO noBbilieHne 4o 30 Mr/Kr/4€eHb.

OnucaHbl criydam npumeHeHns 4o 100
Mr/Kr/neHb ripy HEKypabesibHbIX
SMUIENCUsiX.



He yxyalwaer KOorHuTuBHble QpyHKUNUN

(= S ) I
I

&)

Percentage change from baseline
(QOLIE-31) '
o

)

-1

]

-1

5

n=81 n=80 n=85

Placeb [ 1000 mg W 3000 mg
(o) CEV CEV

Adapted from Cramer et al., Epilepsia 2000;41(7):868-874



[Mobo4HbIE AEUCTBUS NIeBETUPaLIETaMa

Incidence of AEs (%)*
© UP -1 -© N ND Lan W@ X h

COHJINBOCTDb dCTeHM ronoBOKpy>eH
A ne

I neeetupauertam 1000 - 4000 mg/day | nnaue6o
(n=672) (n=351)

Adapted from Shorvon and van Rijckevorsel, J Neurol Neurosurg Psychiatry 2002;72:426-428
Erratum: Shorvon and van Rijckevorsel, J Neurol Neurosurq Psychiatry 2002:73:102




Peaykuma npuctynos

(%)

SdpekTBHOCTbL Kennpbl B TEpanim
pas3/IMYHbIX TUMOB MPUCTYIIOB

-
(=]

09 85
8 - 7o
0 - 63
8 - 7o
g -
q - 34
g r
Q 4
9 -
0
MuoknoHnyeckue TOHUKO-KIMOHUYECKue AbGcaHCchbI
(n=21) (n=43) (n=22)

Krauss et al. Seizure 2003



lMayueHnmsbl, docmuawue pemuccuu 8 12-HeodesibHbIU

rnepuoo OUEeHKU.

2 x
g yy .
g (o)
i 7o
c g g ¥y *0<0.005
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O/ it
S o]
S - 3
g %
nnaue6o Kennpa
(n=60) (n=60)



% nauueHToB

Pemuccus
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T T data T

LEV! TPM LTG? o) (o GBP?
(n=198) 2 (n=199) (n=267) (n=247)

(n=86
i nnaue6o 1 A3




20 nauymneHTOB B Bo3pacte 12-25 net ¢ pedppakTepHoH
CUMITOMaTHUYECKOU (POKasIbHOU SNU/IENCUEN KaK
A06aBo4HbIN AT,

Josbl: 1000-4000 mr/cyT (22-57 mr/kr/cyT) B 2 win 3
rnpuema.

34) 5KTMBHOCTb rnosiHasi TeparneBTu4ecKasi peMnccus
0/

Y oeg}ceﬁne yacTtoTbl — 53%, He3Ha4YuTe/IbHbIN 3¢PPEKT
(1)

I705)0'-IHbIe a¢ppdekTnbl: 3 (BO36YAUMOCTb, HapYLLEHUE

CHa



JleBeTupaLieTaM: BbiBO/AbI

« JleBeTupaLeraM 3¢p(peKTUBEH rpu Bcex Bugax
napuuasnbHou snmnericum (CI11 ¢ BTopyudHOU
reHepanunzaumen, rnpy pokasibHbIX MOTOPHBIX
npucTtynax, rnpyu MMOK/IOHUYECKNX MPUCTynax).

« JJoCcTwKeHne peMnUccuu y nauneHToB
¢hapmaKope3nCTEHTHOU SINJIENCUEMN.

= HW3KM ypoBEHb OTMEHbBI U3-3a HEBbIPAKEHHBIX
rnoboyYHbix adpexTos.



JleBeTupaLeTaM - BbiBOAbI

HoBbii MEXaHNU3M [1eUCTBUS
LLinpokui TepaneBTUHECKNI Anarna3oH
YnobeH B yriotpebneHumn
- (GapMakokuHeTrka 6:m3Kasl K uaeasibHou
- bbicTpas TuTpauus
- Her u3BEeCTHbIX B3auMOAENCTBUNA
- [IByKpaTHbi# rpmném



[lepcneKkTuBbl MPUMEHEHUS

AMUIENCUA:
- leHepanu3oBaHHbIe NPUCTYNbI
- MoHoTepanus
- MepunaTpus
HESMUIIENTUYECKUE MOKA3AHUA:
- lonoBHasa 6ornb
- BunonspHble paccTtpoucTBa

- Cunpgpom TypeTTa*

* Awaad Y. et al. Use of levetiracetam to treat tics in children and adolescents
with Tourette syndrome. // Movement disorders. 2005 Jun; 20 (6): 714-718.



