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Analgesic and antipyretic effects of cypro—
heptadine
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ABSTRACT Cyprohcptadine—HCl raised thc pain
thresholds durings hot plat test and writhing test in
mice and taii flick test in rats, strengthened the hyp-
notic action by subthreshold dosage of sodium
pentobarbital and chloral hydrate. The EDy, were 4.4
(3.2—5.7) and 12.4 (8.4—18.2) mg / kg 30 min after ip
cyproheptadine in mice and rats, respectively.

The ED,, was 0.14 (0.12-0.18) mg / kg 90 min
after icy cyproheptadine in mice. Cyproheptadine po
20, 40 mg / kg and ip 10, 20 mg / kg showed signifi-
cant antipyretic cffects on yecast—induced pyrexia in
rats
KEY WORDS cyproheptadine; pain; hypnotics and
sedatives; fever
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MATERIALS

mEEn( s —wEr ), BEE, 3
B 44%, K4 8.5%, K4 8% (LBES
17); GI-8402 B3 45 Wi (X (AT IT 45 T8 B

TFEHHERT). BHF R, Wistar AR
p 2 shil o ke
METHODS AND RESULTS

HEmiEH 1 K ip ##EED 2/

B, K& 19.8 +SD19g, #SZARTANE 2 &K
ERAE, HERMNR 10-30s, REEEN
R4 R, HPLSS 48, SEA R ip R
oK 10ml A/ kg, ®BPBFRE 2.5 5,10 mg / kg,
RIG ST E 15,30, 60, 90 min WiXHER. ip
MR /E, 30 min ERWBEER, HEH
S8 B B 7R B3 I T IR, 7 R E R RF3E 90 min
L E(Tab 1). BAFERBLER 30s B L H G
R© fi UL QY B4 ] ip BEERBE 30 min /)
BB AAUAREDYH 44 (3.2-5.7)
mg/ kg,

2 ey MAEE HBATEZE, A
BREBY 2em RMNPRARERE

1.8 ecm, R MAFHMEFFFF 1.5 cm &b,
RAHMBEHSREHNY, BENEMAERTM
F 2.0-2.5 mm.

REMARBENS /B S0R, &
213 2.2 g, BENLE S EH, 708 iev £ AT
7K 02 ml/mg, BEERG 0.05 0.07, 0.1, 0.2
mg / kg #8525 5% 15, 30, 90, 150, 210 min L}
AR BN B . dov BEEENE&4H /MR, 15 min
RHAHEBRESGRRER, HERRESAR
A3, % 9 min LI L, 02 mg/ kg HFF
ik 210 min BL F(Tab 1). #HL= AL S
i iev BEHETE 90 min /MEFHBENEUE
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Tab 1. Paln threshold (5) im hot plate test after Ip and lcy cyprobeptadime (CHD). n=10, x + SD. " P>0.05,
**P< 005, “""P<0.01 vz Omin.
CHD Pain threshold (s)
(mg / kg) 0 15 o &0 90 150 210 min
Intraperitoneal injection
1] 15.81+7.5 16.7+£9.0" 16.7t7.0° 169189° 18.9+88°
2.5 16540 2491124 26.01t18.0° 286+14.3""" 26.0t 200"
50 13.8150 36.6£17.7"" 3561200 3241156" 22.5+155"
10.0 13.21x29 560£85° 5991+03° 4981145° 3981169
Intraventricular injection
o 176143 180517 204+73" 194£82% 2041103° 190t50"
0.05 17.71 24 19.8£4.0'" 223+60"" 230£42"° 2051547 188+167
o.07 18.3£30 27.3£6377 3341738 1611 10.5"° 218165 190+t25"
0.1 19.7+ 44 061£11.5°° 39.4£121°°° 4011347 222130 205120°
0.2 143143 4751 166" 462119.5" 3481200

4021170 446L189""

ED,, % 0.14 {0.12—0.18) mg / kg.

3 ¥ MEE® SRI0OKR, P&
F OE 195 + 20, RNIAN 164, I
Fip6, poSEH, scSH. XA A
K 10 ml / kg FHEFH /G 15 min (po HEEH
J5 30 min)¥) ip 0.7% W& ER (HAc) 10 ml/ kg.
HRAANR ip HAc J§ 2-3 min K& B4
BN, Sk, MR, WRGK.
ip HAc J§ 15 min REH 8 R/ RFHH AR
B, UIPRH KR 60 % L ABIRARY,
LR LA KT EDy,. ip, po, sc BPRRES
FAI B4R P 4 4K o By e AR M R %
W . ip WE PERE 0.625, 1.25, 2.5, 5.0, 10
mg / kg 7 PR REEF RN 24 %,
37%, 54%, 70%, 80%. EDy ¥ 2.1(1.1-4.1)
mg/ kg PR 5, 10, 20, 40 mg / kg po 43
MEASBREERIEY 41 %, 66 %, 81%F1 93
%.EDy 4 6.4 (3.2-13.0) mg/ kg. sc BEPERE
2.5, 5.0,10, 20 mg / kg 4 FIME /S BE &0 ¥
3 41 %, 56 %, 56%, 64% HI 74 % . EDy H
40(1.2-13.1) mg / kg.

4 XEABHLED BARBTIHFHB
MEERRBA, BENB, £EERREREN3S
cm Ab A BCBRATHR(12 V, 50 WHE Y komid.
MICFEFF i 5 LU 2 P S RO B s oy
AN, SSEHRTREN BN 3 ARy R

W, MBI 10 min, 2%EEHH W 3-5
s AT S KB 308, & 256 + 29, Fitl
515 S, 4% ip £HELK 5ml/ kg, WHE
BE 5, 10, 20, 40 mg / kg, $# /5 E RN
bR 10s, #%/E 15, 30, 60, 90 min ]
RN, ip BEHERE Smg/ kg 30 min W2
B 60 %Ll EM KRGS 16%, 10mg/ kg ik
33%,20 mg/ kg ik 50%, 40 mg/ kg ik 100
% . KB ip EHERE 30 min 8{¥ EDy %4
12.4(8.4—-18.2) mg / kg.

fHpERA®

1 METHELCLEHERAHESD
AR 1258, E 193+ 21, § 847,
BELA A 11 8, 533 po (n=10) AHERK 10
ml/ kg, BEHIBE 5, 10 mg / kg; ip (n=13),
H K 10 ml/ kg, BEEEBE 5, 10 mg / kg;
S5 30 min, FH/NEY ip RIDHEH 20
mg / kg.ic ¥ 15 min &4 W /| BB R 2 5
B0/10, 4/10{P>005),5/10(P<0.05)F
0/13, 5/13(P<0.05),10/ 13 (P <0.01).

AWANRS B po (n=10), WEHE
5, 10mg/kg:ip (n=13) BEPIBE 5, 10 mg/
kg, $5%)5 30 min, HHAARY ip EFEK
10 ml / kg id% 15 min R&H | RERE, &
R ERNEMEIRERSHR0/10, 010,
0/13, 0/13. & TFT—H /B (n=10) po
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EHEEK 10ml kg, ip REHEZH 20
mg/ kg, FiEpll, #HE 15 min AEEDE
RO IR 0/ 10.

2 =5 ] T H RS R HBRAER 98
AR 79 R, KK 204 £ 238, 2 5FH, M
BLrh TH, 2% pon=10). £FEEH K 10
ml/ kg, BERIIES, 10mg/kg; ip{n=13). &
BELK 10 ml kg, MERME 5, 10 mg/kg; #
#5/5 30 min, FH B ip kS HE 20
mg/kg, 15 min AEEBERERD HIE 0410,
4/10 (P>0.05), 7710 (P<005) K 0/13,
9/13{(P<0.01), 12/13({(P<001). &= F 121
po K 10 ml/ kg, ip K-S EEE 200
mg/ kg (n=10), FE L, %N 0/10.

BARER® KE36H, &, k& 229+
9g, FEULSS N 6 4, FHRKEHA w70 B
HH Sml/ kg B, Shig, 75 ip BIBAKS
ml/kg BEFRLE 10, 20 mg/kg; po K 5
ml/ kg, WEBILE 20, 40 mg/ ke 2 5/
AT 1 3. G553 ip 71 po EHREH K RAL
iR EA-B T RE(Fig 1).
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Flg 1. Antipyretic effect of Ip and po cyproheptadiue In
pyretic rats Induced by sc 7% yeast S mg/ kg. Saline
(O, Cyproheptadine 10 (@) , 20{ x ), 40 (l} mg- kg
n=6,x+t 8D, " P>0.05 “"P<0405 *"*P<0.01 vs 0
h; 1 P>0.05, TTP<0.05, HTP<0.01 vs saline.

AEiERE /R S0OH, £ 05 &%E,
fkE 197+1.2g RENS SN 54, 4 ip
BEHPTTE 68, 77, 88, 100 ] 130mg kg, £

30 min FiH/FEMERNER, WL, AR
RABTRAR, ERAR. 4 2 HEARE LR
HUE TR, ERBEREFET SR, W
2120 h, LU EP A E ip ¥R LD,
3 96( 87—106) mg/kg. ip M BIIE 30 min
NEEEN ED, N 4.4 (3.2-5.7) mg/ kg
RIS T IR 224,

DISCUSSION

4230 A 2 FRAER M A SE O 0
B, FSEE B NEA HEm /]S BUF K B0 4B A
5 e MR BESERGNER, FEAR
HeEioe & . EBEIERIE ip BR iev B RHA B
R, EP TR BN R BRR, AR
TR AEEREE T L 4.

S-Sk AESEIYRERNER T, =
FEnE A RMNIL SR akk SIAERERY,
TRES HEMIERE X HEFRI/E ip &
1 ED W icv 85 EDg K 329 fff, R F
e 5EBErE R EMEA.

R MER R A A R IR R, - A
HEREEATRBRERGES, EHUHT R
RXFMUSRERERTIPIRRT B, &
BBEV S RIEHA B LY PRIFIRI TR
R, MAEHRERT, Hik, BERNE
HAEA TR HRERH A T RIPRE S <.
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Neuromuscular blocking and respiratory depres-
sing actions of sodiom ammonium dimethyl—
2—(propano—1,3—dithiosulfate) monohydrate
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325003, Chinag) CHI Zhi—Qiang (Shanghai Institute of
Materia Medica, Chinese Academy of Sciences,
Shanghai 200031, China)

ABSTRACT The necuromuscular blocking and
respiratory depressing actions of the new insecticide
sodium ammonium dimethyl-2—{propano—1,3—di—
thiosulfate) monohydrate (SCI>) were investigated. In
peroneal—tibialis anterior nerve—muscle preparations
of urethane anesthetized rabbit, SCI> 6.5 mg / kg iv
completely depressed the indirectly clicited twitch ten-
sion but not the directly elicited one. This compound
also caused initial potentiation of the indirectly elicited
twitch tension. In the partially paralyzed preparations,
potentiation of contractions occurred following a briefl
period of indirectly tetanic stimulation. Nereistoxin
but not SCI» blocked the indirectly elicited twitch ten-
sion of isolated rat diaphragm. The neuremuscular
blockade induced by SCI> and nereistexin was antag-
onized by necostigmine and 4—aminopyridine. SCD
and nereistoxin had little or no ¢ffect on arterial blood
pressure and phrenic nerve discharge of rabbits. The
resulis indicated that SCD—poisoned rabbits died of
respiratory paralysis following the neuromuscular
blockade.
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KEY WORDS inseclicides; sodium ammonium
dimethyl-2—({propano—1,3—dithiosulfaic) monohy—
drate; neuromuscular blocking agents; peroneal
nerve; phrenic nerve

HE KEBER iv KEIWE—EA2-(,3-28%
B E{CTHEE (SCD) 65 me/ kg 5, HER
e 2 8 Y 12 P UL W 485 I 15 S I o 1 1 e B B TR D,
BiGHE, WRFEAD, BESIL DEXPREE
ik, SCD X 6o B i i oA B REmR . 21 Ja] I IR 4T
& SCD BAFTHERFE. SCD M EEX BB
HILWCSE I P 3 B,

IR HEM; —KETHE—F{L-2(,3—W
BRSNS E RE, A B IR REdS; IR
)

FHE(SCDML¥Z A — KRG ZFHE—F
R —2—(1,3—— 59 B& 8 M Bt A P9 H ) [sodium
ammonium dimethyl—-2—(propano-1,3—di-
thiosulfate) monohydrate], ¥ ZEH ¥ (ne—
reistoxin, NTX; Fig 1) 23 =8| B0 Fr s

CH,—S—S0;

|
(CH,),HN'CH

I

CH,—S$—S0;

1/42(Na*), - H,O

Sodium ammonlum dimethyi—2—
(propano—1, 3—dithiosullate)
monchydrate (SCD)


http://www.cqvip.com

