P BERER A4 (A AR )
ACTA UNIVERSITATIS MEDICINALIS NANJING (Natural Science)

55 34 4555 10
2014 4F 10 H

nNOS-PSD-95 22 BEF F B L T T E Mg &

- 1441 -

koW K = E@E,E K

(R BERRAA 2G4 BE TTI5 Fat 211166)

(# ZE] B&Y:RITHE M nNOS-PSD-95 MBI HUIN LU T 3 3 U ARAYZRZY | SFA B SR 2 BRSO T 259 . ik of
nNOS-PSD-95 fEHRE. T K HAAUA S L ms T 34 iy bR DA BE e i 27, FH o 2008 B ORI S P40 B b & 9 B AE

SR A B b G Y RA R P 2 B AR 7 F , nNOS-PSD-95 fEHRIBC AR B I T 353 B bR (14 22 24 ) ol

SR BIPEPCE 1O B VE TR TEA R 258 . 518 :nNOS-PSD-95 f#FIIDE FIAN I T M T 1 AR A0 ZR2Y LE 8RS 5 25 W% il 2895

PPN B AR EURAE

[X#EiF] nNOS-PSD-95 FEFRIR s LIS T, M B LUK ; 2224 s P BRI

[FESES] RI145 [XXEktREG] A [(XERS]

doi;10.7655/NYDXBNS20141039

1007-4368(2014)10-1441-05

Design and synthesis of twin drug with nNOS-PSD-95 interrupts and gabapentin,
pregebalin
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[Abstract] Objective:To design and compound of twin drug with nNOS-PSD-95 interrupts and gabapentin, pregebalin, and to find
new drugs for the treatment of neuropathic pain. Methods: The nNOS-PSD-95 interrupts and gabapentin, pregebalin were connected to
form amide. The analgesic effects of target compounds were evaluated by neuropathic pain model. Results: All target compounds
showed different degree analgesic effects in neuropathic pain, the analgesic effect of twin drug of nNOS-PSD-95 interrupts and
gabapentin, pregabalin twin drug in neuropathic pain was stronger than that of single target drugs. Conclusion:Twin drug with nNOS-
PSD-95 interrupts and gabapentin, pregebalin may get a better analgesic effect than that of single target drugs in neuropathic pain.
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The structure of target compounds and synthetic route
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Table 1 The structure of the target compound and its 'H NMR,MS data
'H NMR S
500 MHz, DMSO-d6, 3(ppm) ESI, m/z

2-a  1.39-1.50(m, 10H); 2.26(s, 2H,); 345(d, 2H, J =55 Hz); 7.71(s, 1H); 7.72(d, 1H, J = 8.3 Hz); 8.07(d, /
1H, J =83 Hz); 8.68(t, 1H, J =5.5 Hz)

2-b  0.83(d, 3H, J =8.6 Hz); 0.86(d, 3H, J = 8.6 Hz);1.10-1.25(m, 2H); 1.65-1.73(m, 1H); 2.12-2.19(m, 2H); /
2.26-230(m, 1H); 3.19-3.24(m, 1H); 3.35-341(m, 1H); 7.68(d, 1H,J =23 Hz); 7.72(dd, 1H, ] =8.6 Hz ,

J=23Hz); 8.04(d, 1H, ] =8.6 Hz); 8.88(t, 1H, J =5.5 Hz); 12.08(s, 1H); 12.58(s, 1H)

2-¢c  130-137(m, 2H); 1.51-1.59(m, 4H); 2.22(t, 2H, J =73 Hz); 331(dd, 2H, J =129 Hz, J =68 Hz); 7.67(d, 1H, /
J=23Hz); 7.71(dd, 1H, J=87 Hz, ] =23 Hz); 8.05(d,1H, J =87 Hz); 892(t, 1H, J =55 Hz); 1235(s, 1H)

6-a  1.39-1.50(m, 10H); 2.26(s, 2H); 3.45(d, 2H, J = 5.5 Hz);4.30(d, 2H, J = 5.5 Hz); 590(t, 1H, J = 5.5 Hz); 481
6.14(d, 1H, J= 1.5 Hz); 6.75(s, 1H); 728(d, 1H, ] =20 Hz); 7.59(d, 1H, J =25 Hz); 7.62(d, 1H, J =2.5 Hz); (M+H")
8.10(s, 1H); 12.63(s, 1H)

6-b  1.38-1.50(m, 10H); 2.26(s, 2H); 345(d, 2H, J = 5.5 Hz); 430(d, 2H, J = 6.0 Hz); 590(t, 1H, J = 6.0 Hz); 326
6.14(d, 1H, J =2.0 Hz); 6.76(d, 1H, J =2.0 Hz); 7.24(d, 1H, J =2.0 Hz); 7.49(d, 1H, ] =2.0 Hz); 7.58(d, (M+H")
1H, J =20 Hz); 8.10(s, 1H); 12.63(s, 1H)

6-c  1.39-1.50(m, 10H); 2.26(s, 2H,); 345(d, 2H, J =55 Hz); 428(d, 2H, J = 3.5 Hz); 591(t, 1H, J =35 Hz); 491
6.15(d, 1H, J =2.5 Hz); 6.75(d, 2H, ] =8.5 Hz); 7.22(d, 1H, J =25 Hz); 7.76(d, 2H, J = 8.5 Hz); 8.09(s, (M+H*)
1H); 9.9(s, 1H)

6-d 1.33-148(m, 10H); 2.26(s, 2H,); 3.36(d, 2H, J = 5.5 Hz);4.24(d, 2H, J = 6.5 Hz); 592(1, 1H, J = 65 Hz); 413
6.16(d, 1H,J =75 Hz); 6.74(d, 1H, J =7.5 Hz); 6.83(d, 1H, J=7.5 Hz); 7.04(d, 1H, J =75 Hz); 7.13(d, (M+H*)
1H,] =75 Hz); 7.56(d, 1H, J=7.5 Hz); 8.05(d, 1H, J =75 Hz); 9.53(s, 1H)

6-e 0.84(d, 3H, J =68 Hz); 086(d, 3H, J = 6.8 Hz);1.11-1.19(m, 2H); 1.62-1.72(m, 1H); 2.02-2.09(m, 2H); 469
225-229(m, 1H); 3.06-3.11(m, 1H); 326-331(m, 1H); 429(s, 2H); 5.88 (s, 1H); 6.12(d, 1H, J = 86 Hz); (M+H*)
726(d, 1H, J=20Hz); 753(d, 1H, J=6.0Hz); 7.60(d, 1H, J=20Hz); 831(s, 1H); 12.98(s, 1H)

6-f 0.84(d, 3H, J =65 Hz); 0.87(d, 3H, J =65 Hz); 1.11-120(m, 2H); 1.64-1.70(m, 1H); 2.05-2.14(m, 2H); 514
2.25-229(m, 1H); 3.06-3.12(m, 1H); 3.26-3.31(m, 1H); 427(d, 1H, J = 3.6 Hz); 5.88(d, 1H, J =2.1 Hz); (M+H*)

6.13(dd, 1H, J = 88 Hz, J = 2.1 Hz); 7.24(d, 1H, J = 2.2 Hz); 748(d, 1H, J =23 Hz); 7.55(d, 1H, J = 88
Hz); 829(t, 1H, J =59 Hz); 9.83(s, 1H); 11.97(s, 1H); 12.97(s, 1H)

6-g  0.84(d, 3H, J = 65 Hz); 086(d, 3H, J = 6.5 Hz); 1.11-120(m, 2H); 1.64-1.70(m, 1H); 205-2.14(m, 2H); 479
225-229(m, 1H); 3.06-3.12(m, 1H); 326-331(m, 1H); 432(d, 2H, J = 60 Hz); 5.90(1, 1H, J =60 Hz);  (M+H")
6.14(d, 1H, ] = 2.0 Hz); 6.76(d, 1H, J =20 Hz); 7.25(d, 1H, J = 2.0 Hz); 7.49(d, 1H, J = 2.0 Hz); 7.57(d,
1H, J =20 Hz); 8.10(s, 1H); 12.63(s, 1H)

6-h  1.39-346(m, 14H); 435(d, 2H, J =55 Hz); 5.90(t, 1H, ] =55 Hz); 6.14(d, 1H, J = 1.5 Hz); 6.76(s, 1H); 441
728(d, 1H, ] =2.0 Hz); 7.59(d, 1H, J = 2.5 Hz); 7.62(d, 1H, J =2.5 Hz); 8.10(s, 1H); 10.30(s, 1H) (M+H")
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