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[ Abstract] Drug resistance is a major problem in the prevention and treatment of epilepsy. Animal models of
epilepsy are powerful tools to study the mechanism of epilepsy, screening antiepileptic drugs, and explore the mechanisms
of drug actions. The 6 Hz corneal kindling seizure model is an excellent animal model of drug-resistant epilepsy, which is
recommended by the NIH as a screening tool to evaluate new drugs against drug-resistant epilepsy. However, there is
currently no systematic report of this model. Here, we review the development history, production method, symptoms,
pathogenesis, and application status of the model to provide a reference to explore the pathogenesis of drug-resistant
epilepsy and screening drugs for the treatment of drug-resistant epilepsy.
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FHTT I 0 35 7 9 AEDs™*"' . H T, . H 6 Hz
RRRL G B — it B A Y AR DU R A &, 1o
1R,

R 16 Hy UL IR HURH 254

Table 1 Potential antiepileptic drugs screened by 6 Hz corneal kindling seizure model

e P R 5 AEDs & SEHRHIE FERIFHIE
Compounds Current( mA) Combined with AEDs Structural characteristics Function characteristics
5 GalR2 = AT b
X8I0 “ R I 2 %ot GalR1 5 15 17
GalR2 analog The affinity with GalR2 is
15-fold greater over GalR1
Sl 2 S 5
PN “ JIRRF MY R
Cannabidiol, CBD Cannabinoid constituent R
cannabinoid receptors
3-F ek .
e 474_ =i ;;g AL A& 27 H-
(A-TATENE AL ) gﬁT MR,
S P g 130 5 4-G JEIRRH B
3-methyl | 32 Carbamate derivatives
4 n;?l Y p]er;:y ’] branched with 4-
(4-sulfamoylphenyl) aminobenzensulfonamide
carbamate
MEmg[1,2-a] MEE-2,6-
_ TR A ) = R AR R A
(4S,8aS)-5113" 32/44 Fluorinated pyrrolo [ 1,2-a]
pyrazine-2,6-dione meta-
trifluoromethoxy derivatives
DHA Kt 5 LTG
Z RN R 1 PHT P[] 4% . -
I ﬁﬁ/\fﬂ%m. 0 PRI RS
Docosahexaenoic 44 Long-term use of Unsaturated fatty acids
acid, DHA DHA synergizes with saturated latly acids
LTG and PHT
. VBRI % CB1
Tt D M2 2 5 LEV BN BERERRR
. , .. xﬁiﬁlﬁﬂnu
arachidonyl-2’ - 32 ACEA has synergistic A selective cannabinoid
chloroethylamide, ACEA effect with LEV . ] .
CBI1 receptor agonist
LA (CZP) | s .
TRIHPE(CZP) JBEFEFE R Z CBI,
RO LLZ(PB) = et =
= CB2 Z AR sh 7
[34] VPA HHRIHE%L s
WINS55212-2 32 A non-selective
WIN55212-2 has -
o . cannabinoid CB1 and
synergistic effect with CR2 recentor azonist
CZP, PB and VPA feceplor agoms
5 LEV BRI PEPEPEARIA A 2R
JNJ-42153605 10/44 JNJ-42153605 and SZARTEAD 2 AT
JNJ-40411813 [35] JNJ-40411813 has Selective mGlu2-positive
synergistic effect with LEV allosteric modulators
5 LEV Bl g%k,
5 VPA I LTG N LI R A A
R B C
A T 2 AR |
JNJ-46356479136 32/44 INJ-46356479 has SEARTE Y 2 A KB

synergistic effect with
LEV and no such
effect with LTG

A selective mGlu2-positive
allosteric modulator
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4.2 2L AEDs i¥f}
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L= A S ) 1 (= KRN 1 A N VAR 74
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15 1" ( gabapentin, GBP) fEKG I FHFE 6 Hz 57
IR A PRIVE D $R AT IR 6 Haz A RIT
fliE LT AEDs, - $R i 25 M0 1877125
4.3 Hfu /A
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WO ER7 T I S R A’ R s S R BTN VAL DA R
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AT A IRE , DFFTI 1 7= B
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6 Hy 5T 368 ik A PR SR R e, A A T B
AP, SRR I PN S5 5 PR R I R, FE
P SRR | R AR Tk S 1 R W) S5 A8 AR LA
X e S g B e, I ELA B T A AR BE B E
(EURE i B A rh ) K ) 5 B B 3h W At
T2, BAER— A SRR 6 Hz BLAUABEAR 47 1Y
JO7- S S5 24 500 13 9 % DAL 8 P Aot 4 IR0 4% A e 22
AR A AR A B L R N B A, O
I T4l AEDs , {H 78 2R B AR A 20 s 57 2 LA A
AU X TR E IR R AL 6 Ha A BEHIRUS /N
IR BRI & AF 1 i o R O R A ] B
i S AL/ BRI AR DT U SR SR Y 5635 6 Hiz A%
BUPRZ kb /I B A R

6 iR

TiF$ 24 J2 e PR _E 05 75 3 14 B R DR, 6 Hz £ I
SRR, Z2 0 AEDs 72 AP0, 7E47 07 ki
PR PR B A L 55 N IS T 24 1 A 2 25 A A A
L, S — P0G R B0 T 24 P A AR R, E 8 NIH g4 A
HEAE IR 16 97 O 1B (Y 6 s B RY SR, HRTXS 6
Hz BERIM TR A 15 5835 , R LT 540, 3
flibrifEs = . NI, KRR T IRA R G AL it #E J5
RGBTl S S YRR AR v, D IR ST
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