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The Experimental Study on the Analgesic Effect and Acute Toxicity of Cobratide and Three Medcines Used
Singly or Mixedly

ZHU Tian-xin', YUAN Cai—jun2 , LI Xiao—hongl (1. Zhong Tai Pharmaceutical Co. Lid, Zhumadian 463000, China; 2. The
Third People Hospital of Zhumadian, Zhumadian 463000, China)

ABSTRACT: OBJECTIVE To study the analgesic effect and acute toxieity of Cobratide( CT), Tramadol( TMD), Sodium Diclofe-
nac(SD), Nefopam Hydrochloride ( NFP) used singly or used with CT. METHODS The analgesic effect of the medcines were
screened by writhing-response in mouse ; the acute toxicity to mice of TMD, SD and NFP used singly or used with CT respectively were
also estimated. RESULTS The inhibitory effect of Cobratide on the writhing response in mice induced by acetic acid in 1 h were
strengthened when used with TMD, SD or NFP respectively; its acute toxicity against mice was increased when used together with TMD,
and descended when used together with SD or NFP respectively. CONCLUSION There were synergic efficacy in analgesia between
Cobratide and TMD or SD, NFP respectively, there were synergic efficacy between Cobratide and TMD and counteract efficacy between
Cobratide and SD or NFP in acute toxicity against mouse.
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20 mg * kg ') (CT + TMD) ; (0.05 +10 mg * kg ' ); (CT +
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NFP) ; (0.05 +10 mg * kg™'); (CT + NFP) ; (0.05 + 5 mg
* kg™ );(CT+SD); (0.05+20 mg * kg™ ); (CT +SD)
(0.05+10 mg = kg™ ), A Z AP N 0.2 mL. FAUAEL
(5 NSYJG 1 h, I SEERR, v 405 ~ 15 min BIHAEIREL,
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T1 OFHERR BB D S BB AR ORI B R SR R/ B O 4 ] AE
Tab 1 Inhibitory effect of cobratide, Tramadol, Sodium Diclofenac and Nefopam Hydrochloride used singly or mixedly on the writhing

response in mice induced by acetic acid

m 2Py /N B AL iz RS TR0 5 ) 2
/mg * kg ! (ZjJE 1 h /% M 4 [0 )= 7 7
A B Rk 28.87 £9.32
CT1 75 15.9+£5.16 44.9 y=2.5%x +0. 046
CT 2 50 22.0+5.47 23.8 r=0.950
CT 3 25 23.6 £7.80 18.3
CT 4 12.5 29.5 +10.90 0
TMD 1 40 1.58 +1.56 94.5 y=3.798x +0. 197
TMD 2 30 9.32+£3.15 67.7 r=0.961
TMD 3 20 13.88 £5.24 52.0
T™MD 4 10 23.46 £6.45 18.7
CT +TMD [ 0.05 +20 2.64 +1.87 90.9(Q=1.32)
CT +TMD 1T 0.05 +10 8.39+2.18 70.9(Q=1.76)
NFP 1 20 11.88 +5.37 58.9 y=2.419x +2. 086
NFP 2 15 15.17 £6.38 47.5 r=0.993
NFP 3 10 19.87 £9.45 31.2
NFP 4 5 25.64 £10.62 11.2
CT +NFP [ 0.05 +10 9.72 £2.31 66.3(0Q=1.30)
CT + NFP II 0.05 +5 8.25 +2.18 71.4CQ =1.94)
SD 1 80 12.9 £4.50 55.3 y=2.628x +0. 391
SD 2 40 16.87 £5.80 41.6 r=0.940
SD 3 20 22.4 £5.60 22.4
SD 4 10 29.7 £11.50 0
CT+SD [ 0.05 +20 15.57 £3.41 46.1(Q=1.23)
CT+SD Il 0.05 +10 17.74 £5.69 38.6(0=1.24)
T RS y 306 5 (K R A7 s CT P ALK R PR g = kg ™!
Note: x: Logarithm of dose; y: Probit of the Inhibitory rate; The dose unit of CT used singly was pg * kg ™'
F2 MERELY L EAREAER DRk
Tab 2 The acute toxicity to mice of cobratide and three medicines used singly or mixedly
CT TMD NFP SD
20 5 billhs b s fiillsss BETE s BRI Fallke BRI
/g e ke ™! /% /mg * kg ! /% /mg * kg ™! /% /mg * kg ™! /%
1 243.0 100 202.5 100 75.0 100 500.0 100
2 202.5 90 168.5 90 62.5 80 436.5 90
3 168.5 80 140.5 70 52.0 70 379.5 70
4 140.5 40 117.0 40 43.5 50 330.5 40
5 117.0 20 97.5 0 36.0 30 287.0 10
6 97.5 0 30.0 0 250.0 0
T RN 7 R y=9.71x = 16.08 y=11.8x-20. 1 y=8.69x —9. 43 y=13.3x-28.85
LD50 148.3 pg* kg™ 132.9 mg = kg ™' 45.7 mg  kg~! 351.2 mg  kg~'
CT + TMD(1:400) CT + NFP(1:400) CT +SD(1:400)
A5 il BEros i A I BErE
/;.Lg'kg'l /% /mg'kg'l /% /mg'kg'] /%
1 67.5 100 117.5 100 117.5 100
2 56.0 70 98.0 80 98.0 80
3 46.5 50 81.5 60 81.5 70
4 39.0 30 68.0 50 68.0 60
5 32.5 0 56.5 30 56.5 40
6 47.0 20 47.0 30
7 39.0 0 39.0 0
TR RN R y=11.23x - 13.75 y=7.12x-8.08 y=6.83x-7.39
LD50 46.7 mg * kg ™! 68.7 mg * kg ™! 65.1 mg* kg™!
Q 3.57 0.51 0.77

T AR EL, y W ET A A AL

Note: x: Logarithm of dose; y:Probit of mortality
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CT 5 TMD, NFP, SD A F #F it ) i ) &2 21 /N A4S 2 05
AT PG I, — 8 RS A B IR R AR B
PR AT 6 i I 8 R T LSRR L R R 5%, 46T o7 RV A
il O BRATS R 24— BN TR, 2 B N Bl 2 DR WP BRSO, TG
RS S TR AT /N RIES 25 12 h AETS, A5/
TEMEE AN To 5 RV
4 itie

TMD 4 4B 5 52 A sh 3, & Bl AR F s & R
285 12 PN IR e S AR R U A L, DR ) k) ] 3
IR A s SD 2 —Ffr e 55 44 S Al AR 24, 3 3o 10 1) B A AL
Pt T U A s NP Ay Sl BRI 1k 0 24, 4 LA [T
BRI PO 24 A0 £ 1 R P B 2505 T g IR i 37 1
BELWT 71, 383t 55 2 TR RELBG 52 44 46 45 T R PR R AR T i
T CT ST LR YV BURALEIA [, HERD CT 5 e R
A BEA AN R AL A2 SR B FE T, ARE6 h CT Hix
JURR IR 8 TAE ) Q 3 =1.15, R W) R4 7E 24
BRI BN AR FL L UESE T X — W, FRARE AL T
SO 2540 IR A 0 & B [ 4 P, o A O B e
CT (BT 252t RAE L 7E AT BURLS |, P e 5 CT &
FH X /0 SRR R A A 9T AR N B o

SRR 45 R BOR CT B9#5 1 & 3%, & 55 SD, NFP
A 1:400 e il 55t /s B At 2 28 23RN CT #
P, /N B PR IR R A HR A e R A 8 0 1 P BEE IR
BET /N R b R sk 28 8N 46 CT 15 NFP I SD i 24 45
PEAREAE A Q 164350 0.51 #10.77, %78 CT 5 NFP ()
A BERPUECQ <0.55), IX A HE £ N 4 NFP X} iZ 5)
AT DLATAE I BEH0 T CT A 4 4 P AT B A
THEEME; 5 SD fEREPE A TR FS HuE (0. 55 <Q<0.85).
CT 5 TMD VAR EAEH Q {524 3.57C=1.15), BWon{iH
S BEPERE A, 3K BT PR 2 A KGR A I 34 A A R A
FER A G PRSI T 3G 5R 9T 8. NFP,SD 5 CT A A
REVERSBULE L, S8 75 S AT A W IR A A 76 FH ) TMD 1) 2k
2R T REE RS BUAE A

CT 5 TMD, SD, NFP 7E 252 LA E Wi Ie), 7E s 07 10 5
SD, NFP AHELF5 4T, 75 CT S5 4LF% SD 78 P A A 5 th 2 i 4
B 2 5 NFP G Al 3 0T s BN R RN, 5T 5
BRI 24 TRCATLASE FH I ] 38 87 00, LB 9k A1 P 7 2% W 4%
AR HER7R CT AT 5 TMD A #7225 ) NFP
21— FEUR AR FH 5 AN R R A /D [ 52 07 1

Bt o an TAKLL R — P IR ARG T T A T
E.
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