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[ Abstract)
modified by different molecular weight to the painful mice induced by hot plate . Methods
MEK-Cys-NH, that modified by 31 pmol/kg of MEK-Cys-NH, , mPEG,y and mPEGsg, separately , to measure the

Objective To investigate the improvement effect to analgesic activity of met -enkephalin ( PEG)

Tail intravenous injection

threshold of pain before treatment and after treatment 15,30,60,120 min on the painful mice induced by hot plate at
55 °C ;according to the difference date of pain threshold before and after treatment to compare the difference of test
drugs with different treatment time point ,analyse the analgesic activity. Results It has the trend that the analgesic
performance of mPEG sy modified MEK-Cys-NH, was stronger and longer than MEK -Cys-NH, and mPEG 4 modified
MEK-Cys-NH,. The threshold of pain was higher than MEK -Cys-NH, and the positive control drug morphine ( P <
0.01) after treatment 120 min. Conclusions MEK modified by PEG with appropriate molecular weight could

improve the strength of analgesic effect and the maintain time of drug efficacy ,and has positive significance to its

druggability.
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1. %Zik 1k & ¥ . MEK-Cys-NH, ( Tyr-Gly-Gly-Phe-
Met-Cys-NH, , MEK-Cys ) . MEK-Cys ( mPEG.-MAL )-
NH, ( i 5 & MEK-PEGa ) . MEK-Cys ( mPEGso0-
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677 ,MEK-Cys ( mPEGa00-MAL)-NH, 7£ 2708 [ A —
A0 25 44 1) 1%, MEK-Cys ( mPEGs0-MAL )-NH, 7E
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/N RIS AR FEER /K 0.2 ml/10 g, FHVEZ5 8% IR
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F1 FHHESAE ST mPEG 161 R 2 0 i E R B 3500 /) BRI BN 5208 (s, +5)
#5245 15 min #5245 30 min
4151 Ak 425 i
Jif (1 LR B E R 22 E i 5 5L B E R 22 E
A K 12 13.33 £4.13 12.23 +4.71 -1.10 £6.91 15.16 +5. 81 1.83 +4.56
i 12 15.54 +3.99 38.15£18.41° 22.61 +17.40° 52.83 £12.88° 37.30 +12. 30"
MEK-Cys 8 12.31 £4.22 18.86 +5. 54° 6.54 +4.09" 18.17 £7.57 5.86+5.17°
MEK-PEG 00 10 11.99 +3. 38 23.83 £7.35° 11.85 +6. 03" 20.45 +12. 64 8.50 £12.52
MEK-PEG 5000 8 15.75 £4.92 29.25 +16.43° 13.50 +15. 67" 32.24 +19.61" 16. 49 +20. 80°
mPEG 5009 -MAL 10 11.80 £6.28 15.64 +8.77 3.84 +5.57 13.17 £5.51 111 £4.22
mPEG s000-MAL 10 13.54 +5. 89 15.92 +4.37 2.39 +9.03 14.69 =7.70 1.15 £5.37
2525 60 min 252 120 min
2 51 =R
o 15 {1 L5 LBl 1 1 22 (E i [ L5 LBl 1 22 (8
A FER K 12 16.94 +10. 27 3.62+7.98 19.84 +13.43 6.51+10.75
i i 12 29.53 +18. 87 14.00 +17.77* 19.25 6. 35" 3.42+6.27
MEK-Cys 8 18.94 9. 82 6.63 +6.60" 13.33 +6. 66 1.01 £5.12
MEK-PE G000 10 20. 16 =5. 01 8.17 £5. 20" 21.13 +15.31 9.14 £13.06
MEK-PEG 5900 8 26.29 +15. 80 10. 54 £18.09 34.57 +17.53 18.83 +16. 49"
mPEG 5000 -MAL 10 12.75 £7.92 0.95 +4. 83 12.90 +8. 03 1.10 +6. 00
mPEG 5000 -MAL 10 15.82 +8. 46 2.28 +8.78 19.09 +17.75 5.51 +16.49

T RS, 42570 31 pmol/kg, AZEAF 0.2 ml/10 g, SR A LRTHE, P <0.05; FEE K HE,"P <0.05,°P <0.01;5 MEK-
PEGs00 20 He 45, P <0. 05
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