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Protective effect of intranasal cilostazol administration on chronic injury
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[ Abstract] Objective: To investigate the protective effect of cilostazol administrated intranasally on
chronic injury after focal cerebral ischemia in mice. Methods: Focal cerebral ischemia in mice was
induced by middle cerebral artery occlusion ( MCAO). Cilotazol was administrated intranasally or
intraperitoneally 1 h, 4 h and 7 h after the operation; then twice a day from the second day for 2 weeks.
The neurological deficit scoring and the inclined board testing were performed within 35 d after ischemia.
The survival rate, infarct volume and neuron density were assessed 35 d after ischemia. Results;
Intranasal cilostazol at 0.3 mg/kg increased the survival rate. Intranasal cilostazol (0.3 mg/kg, 1 mg/

kg) and intraperitoneal cilostazol (10 mg/kg) significantly attenuated neurological deficit, reduced
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infarct volume, and increased the survival neuron density in the border of ischemia region. Conclusion

Cilostazol administered intranasally demonstrates protective effects on chronic cerebral ischemia in mice.
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Table 1 Effects of cilostazol administrated intranasally on neurological deficit score over 35 days after

cerebral ischemia in mice (x £53)
AR S
Eiigl| A

0d 1d 3d 7d 14d 21d 28 d 35d

BFEAG 28 0.0+0.0 0.0x0.0 0.0£0.0 0.0£0.0 0.0£0.0 0.0£0.0 0.0£0.0 0.0£0.0
I X 10 0.0£0.0 2.0+0.5"" 1.720.7"" 1.520.5"" 1.2£0.6"" 1.0£0.7"" 0.9£0.7"" 0.820.6""
T 0 i p. 15 0.0£0.0 1.4+0.5 % 1.1£0.6°** 0.90.6"** 0.7£0.6°" 0.7£0.6°* 0.40.5°* 0.2£0.4* "
FiEMmM 0.1 mg/kg 11 0.0£0.0 1.740.6° " 1.5+0.5" 1.1£0.5°" 0.9+0.5°" 0.7+0.6"" 0.7+0.6"" 0.5£0.5""
Pids 0.3 mg/kg 16 0.0+0.0 1.3+0.4**™1.0£0.5"*™0.7£0.6" "*0.4+0.5""™0.3£0.5°*%0.3+0.4*** 0.3£0.4"**

FEEAME 1 mg/kg 13 0.0£0.0 1.3£0.5"*"1.2+0.6*" 0.8+0.6""" 0.6+0.7"*% 0.5+0.7*" 0.4£0.7"* 0.3+0.5""

SFARLIIEL, " P <0.01; FHuix AL, ":P <0.05,":P <0015, p. R

LGRS R R o R L XS R L RO 3% Al g
0.1 mg/kg BB ZTEAR)S 21 d flRHA BEIRE
FUTERGELKF-, V4 5 AU P 2 fr T S G 9% Al

0.3 mg/kg Ml 1 mg/kg G 25 25 ARG 7 d
BIPR &2 B BRI E KT, 5 52 3% BR A R 14 d
(£2),

K2 Wtk AL 23 KRB ) AR A 0GR

Table 2 Effects of cilostazol administrated intranasally on inclined degree (°) over 35 days after

cerebral ischemia in mice (x %s) (x £5)
FHRAEE ()
M 2N
0d 1d 3d 7d
BFARA 28 73.80 +3.14 73.88 +4.38 74.33 +4.61 74.56 +3. 80
St X AR 2H 10 72.97 £1.99 58.60 +8.38" " 64.60 +8.50" 66.20 £10.52° "
P e 1. p. 15 72.25 +2.84 64.13+10.74**  67.91 +8.44" 70.13 +7.44
FEABME 0.1 mg/kg 11 72.00 £2.34 60.48 £9.47 " 65.70 £9.24" 67.36 +7.52"
FE AL 0.3 mg/kg 16 72.56 +3.19 64.08 £13.91°*  68.44 +11.51" 70.56 £9.27
P& 1 mg/kg 13 73.00 £2.12 61.20+11.27""  65.59+11.07°*  69.74 +10.26
RHRAEE (°)
ol A
14 d 21 d 28 d 35 d
BFR4 28 74.09 +4.73 73.17 £4.98 73.52 +4.11 74.11 +4.84
QIR piEEE) 10 66.20 +5.98* " 68.67 +6.82 69.00 +6.19 70.87 +8.51
a1 fthms 1. p. 15 69.60 +8.06 69.71 +7.73 69.53 £8.82 70.04 £7.80
PEEMEE 0.1 mg/kg 11 67.91 +8.94" 70.12 +8.36 72.12 +7.87 71.55 £10.27
FEABME 0.3 mg/kg 16 70.71 £8.44 70.58 +9.13 71.36 £9.11 71.79 £8.18
PHIEAmE 1 mg/kg 13 69.10 +8.77" 70.23 £7.04 70.77 +7.77 71.28 +7.24

SEFRAE, P <0.05,7" ;P <0.01; i.p.  JEER
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