YEAEFR 1983 4E6 A 4 (2) : 87-92

TR B R K B L R SR (IR R R

AEA Aen (EXEZREELMNE, Bk 630046

% NDIT>160 f1>320 mg/kg #3 ig j5, T4 WH—FERXENNEXER. RETR TR
PEEERIRE 2R/ K AR A, # TR ES b 2 4 BN B B SR PO ZE < B bh R4 O R TR A

A, X RREBLEME, JREZHENRERK
—_— : YRR RERRERLEK tig FLREE,
1982 46 1 A 12 ARy 19824E 7 A 8 HeE BRI SR B ZPRRARE, #7 NDIT
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BRI I L2 A IR (R PR R 2 i T am iR ek g ke (h,
T AT RBSZ 2520 3 LG P I - ‘

XEIF  MEAUE  FlReRZEs TREER
MEIEA: RASRELLRIRE;  AEL

UL W B 250 B islE (nitrodiphenyl-
aminoisothiocyanate, NDIT, Amoscanate)
B A MR SR RETH, EXFFREnE
REFARREDY, WALESREA B ES
Rk, NDIT GE3g5m R B Z4a KRN
B RERR FEFT,  FE 00 H 3 50 R AR RO X
Z T REREIRITIEMEThEE, BB R E
ZWAEMEL, LREH L EERREEN
o~ EEZE (ANIT) WX B2 a0
RERRE ], FFIL U8 X 25 M R0 B 0 d A 4
WAL AR e B, BT
R TR, NDIT kB ZamiRERD
RS SHENIFRENREE S, BEEF.
AR XWE5 T A NDIT 3k, NEUKE 248
fEERIY By oM K K, AREZRNE
WAL A tag WM, LR AN
A B i £ 25K B2 b 2 R A R

> #
S /NEREFE 28+ (SD)8 g, & S B 25861

g. NDIT 5 ¥ (90% vI kR B<6 nm) s
ANIT(RBE L RHBFE AR, mp B7T—9C) I
FirtH 0.8% CMC Na @gon 28 -80
WEEE, BeRRR 10 ml/kg, /MR 20 ml/kg w9%
BEARE&R, KEBLZM(Serva AFDME
Pb 240 (R RLR T 8 =0 ) I R &R
AN

B oE R &E R

NDIT 3§ % Btk 2 HEIRET R
NDIT Fn ANITZA /N ig 1K, M HEELT
HRAROBEG,ig FEEA2h, 6h /X,
AN ip IREBLE 249 86 me/kg, 2 FMIER
SHERFUIRERE, T EHERSE, IR
TELE 8 IRFIIE R STPRYEE  E N B E R GRS .
SRR —IRADPIAGENERIET A, AR
AN, ERER 17-29C, ERAEL,

igf[G6h N, WMELHMXHEAEAR. MR
FIEHROBAEMBERANREINE. N
% 1 hH & B/ NDIT=160 mg/kg, KB
>3820 mg/kg, KR ANIT &% 300 mg/kg
i 33 50 2 b JE 4K T T B B N R P )
NDIT #yxFpiERERMEF SR nmkE, &
—ERMxAR, H NDIT k., /NRIEME

Table 1. Effect of NDIT on duration (min) of hypnosis of pentobarbital in mice and rats. Number
of mice or rats in parentheses, £+SD
Drug Mice . Rats
(mg/kg) Control Treated Control Treated
NDIT '
1280 62E27(13) 164 HTH(12)*** T8£21(T) 146 £ 4T(T)***
640 45+25(12)  112£23(12)%** 619D 144 £29(T)***
320 45£25(12) 97 £ 27(12)*** 024(T) 144 £22(6)**
160 62£27¢13) 135k T79(12)*** 97 £45(T) 127 £ 44(8)*
80 50£23(12) 62£21(12)* 97 £45¢7) 108:1239.(7)*
40 50£23(12)  53+21(12)*
ANIT
300

BAE2T(10) 138 34(T)y***

Compared with contro] * P>>0,05, ** P<(,05,

KKK P<0_ 01
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Table 2. Time course of pOtentiation of pentobarbitai hypnosis By NDIT in mice and rats.
Number of mice or rats in parentheses, min (X+SD)
Time after Mice Rats
NDIT (h) Control Treated Control ~ Treated
2 52400100 99£51(10)** 82+25(T 111 £34(TH*
6 52:40(10) 132 £4410)*** 82£25(T) 152 F26(T)**x*
12 5240010 105£53(10)** 82+25(7) 1534 37(6)%**
24 432200100 62=20C10)%* 90=18¢(T 181 = TA(T)yX>*x
48 43£20010) 5T£21(10)* 90+=18¢T 153 £ 63(T)**
T2 43£20010) 50E£16C100* 90+=18¢T 130 19(T)y**x
96 94£27(T 101£32(T)*

Compared with control * P>0.05, ** P<(.05,

REFREFR 2—38 h WORIAIEB R,

g B < AR 4 o B B2,

NDIT i35/ BB tb R ¥ Rl ER (F A 69 B 18) 90
& K. /MRl ig NDIT 640 mg/kg AR
[ ip 85 mg/kg IRELLZMH, HRAEK2.

/INRRFEZ NDIT Eeosigiiia, 5y B
TR. KRTAELEH18h TREETHE. &
RS, BEXEE. MESHRNMDIER, &
HIEERR. ERZBIYTF 0h FHEE WE
2 HATEEINRT ig f5 2 h B 200 IR A A
M, FEE 24 h FIEL, DL 6—12h gk,
KENTF 6 h HBUGER/ER, #8:E 72h 5l
Mo, Pl 24 h 5, #BAR NDIT ig
SFRL /NERUR S B 22 4 B A 1] B R M 2 B —

ER R, HATHER,

NDIT X HTHIERARZCLLZHAERD
g o8 ig NDIT 640 mg/kg 5 1280

*x* P<0.01

mg/kg, 6hJ5ip KELLZH 20 meg/kg, A
80 min P2 iR /NRBHIE R 8T F5421H & 8 min))
£ IERNEE. X REANEE RN 12%(2/17),
640 mg/kg NDIT HNBEZES 53 %(9/17),
P<<0.05; 1280 mg/kg NDIT 48 ABEZ463%
(10/16), P<0.01. %8BI NDIT G#ESET
EEREFIRIX DM BUNRNE R,

NDIT /B BB bk 3240 i BR i% 5 ) i) 0 i
IREHEERE NEEARFIRLS—F NDIT
ig, 6h 5 ip BLbZ4 240 mg/kg, ZRME
8. NDIT=320mg/kg i, BFHEKTEL
A/ NEIEIRE B, BEFEFE—EERK
KA., =640 mg/kg B, MEERESH [RIE R
HYEE. :

NDIT X X R&KREIRE KRN ILE
&, 4% ig NDIT 1280 mg/kg 5 ANIT 300
mg/kg FEARRM EWEIE, %5 mE7 .

Table 3. Effect of NDIT on induction time(min)and duration(min) of hypnosis of barbital in mice, ‘
Number of mice in parentheses, X =SD

NDIT Induction time Duration of hypnosis
(mg/kg) Control Treated Control Treated
1280 2T+T7(12) 21 E5(12)** 98 £49(12) L1722 54(12)***
640 2TE7(12) 21 £ 4(12)** . 98£49(12) 149254 (12)**
320 23+4(13) 21k4(12)* 100£43(13) 148 £61(12)**
160 234013 23+ 5(12)* 100£43013 125£50(12)*

Compared with control * P>(.05, ** P<(.05, *** P<0.01
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Table 2. Time course of pOtentiation of pentoBarEitai hypnosis by NDIT in mice and rats.
Number of mice or rats in parentheses, min (X£5D)
Time after Mice Rats
NDIT ¢h) Control Treated Control Treated
2 5240100 99 51(10)** 82=25(7) 111£34(DH*
6 5240010 132 44(10)%** 8225(T) 152 £ 26 (T)***
12 5240C10) 105£53(10)** 82+25(T 153 3T(6)***
24 4320010 62E20(10)** 90 18(T 181 £ T4(T)**x
18 4320010 5TE£21(10)* 90 18¢(7) 153 £63(T)**
72 1320010 50 16C100* 90£18¢T 130 £ 19(T)**x
96 94£27(TH 101 £32(TH*
Compared with control * P>{,05, ** P<{0.05, *** P<{0.01
R E G 2—8 h RRIAETE D, mg/kg, 6hf5ip JRELLZH 20 mg/ke,

I B 5 AR 1 B 4L

NDIT 38 % E bb 32 4 Rl R (F 13 6 0 jE) 3

K.

/N ig NDIT 640 mg/kg J5 A RIK

/| ip 86 mg/keg IREBELZH., ERNE2.
/ANR7EZ NDIT FeomgEsn, S5 Ba

TR, KRTABELH18h W RERETR. &
BRY, BXEE. MEBSORNMIEY, K
HORER, LARKRILGT 40h FlHEK. W&
2 MR EZNRT ig J5 2 h B H DUME BR A ] 69
WK, FpeEE 24 h {4, DL 6—12h g,
KENTF 6 h HBERIER, #2720 5
Mo, 24 h R E e, AR NDIT ig
R ZNRRUK B 22 40 A BR b B) ) R e 2 B —

ERMARER, FH R,

NDIT MHATHIRNERELZBERY

41

Table 3.

A48 ig NDIT 640 mg/kg 5% 1280

Number of mice in parentheses., T+SD

80 min 2K /NRBHIE R ST ¥ 520 L 8 minp)
L AN BENERS 12%(2/1D),
640 mg/kg NDIT A NBEZRY 53 %(9/17),
P<0.05, 1280 mg/kg NDIT 48 ABEZE %63%
(10/16), P<0.01, 389 NDIT g:#EERT
FERRA 2R B EL W BUNRBE R,

NDIT /R B2 b 2 B A R i S04 ) fo fi
ReFEIBRW  DNEEAREF RS —H NDIT
ig, 6 h 5 ip BILZ 4N 240 mg/kg, ZFRNE
8. NDIT=820mg/kg iy, BFEKTEL
P /N R IRE ], R E—EEK

KA, =640 mg/kg W, MRS R E RN
E 5.

NDITXH XREKRBRNBE  KEARILE
Ji, 4780 ig NDIT 1280 mg/kg 5k ANIT 300
mg/kg EAREKENWETR, 48 wE7.

Effect of NDIT on induction time(min)and duration(min) of hypnosis of barbital in mice, ‘

NDIT Induction time Duration of hypnosis
(mg/kg) Control Treated Control Treated
1280 27712 21 E£5(12)** 98 +=49(12) 172 £54(12)%**
640 27712 214 (12)** 98 £49(12> 149 £54(12)**
320 23413 21&4(12)* 100£43¢13 148 £61(12)**
160 234013 23k 5(12)* 100£43(13) 125%50(12)*

Compared with control

* P>0.05, ** P<{0.05, *** P<{0.01
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[A]
O

Rectal temperature (°C)
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iqu/’

bﬁ/ﬁﬁ

ANIT

T I e e AT

Time after ig drugs in rats

Fig 1. Effects of ig ANIT (300 mg/kg) and ig
NDIT (1280 mg/kg) on rat rectal temperature,
(XxSD)
NDIT A RrEiz2zm. ANIT 4 P<0.01,
it — e iy, RWMNELIE 6 h i,
AEGREHATRAESEES s d KA.

NDIT /DR ELREDELEE
B NDIT 640 mg/kg ig, 6h J5 ip )RS
Fe &4, SR AbYE, REBEE, &2 B
WA 1 orfeddh, BIREER, BIFIEMAZ
KB TR (wvaring  blender) Fyffil 4 AL
20% 533, MEIXELZRE®Y. % 4 SRHEY
NDIT /B AR A IR B EL 22 A2 My (b S A2 6 B
BN

NDIT R RKBRELRMmBHREFR
#m NDIT 4 ig 640 mg/kg, XFBALIRET 4L
B, 6hJ5ip XELEZWOmg/kg, FH1h
G, 53 BVAEA ) B R afn 300 2 i 3 R OK R bE ¥
W, B B )% R TF AR e

BRI, HEHEEBHXELZME
Table 4. Effect of NDIT on whole body pento-

barbital concentration (mg/kg) in mice, Num-
ber of samples tested in parentheses,each sample
combined by 2 sacrificed mice, X+ SD

Time of Pento- Pentobarbital
sacrifice barbital ___ comcentration
(min) (mg/kg) Control Treated
10 40 3T.4£2.404) 35.0%2.5(4)%
60 50 43.7£2. 7)) 44.9%3.4(4)*
120 40 23.7+£2.1¢4) 23.6%2.1¢4)*
Compared with control * P>>0.05

] i o
N \;‘ log Cp=1.7345-0.08565 t

A
\\.\\t:iﬁ:.'s.sz h
Control AN

log Cp=1.7055-00795 T~

4 e\,\
|

W B Jga
o QOO0

i 4
101 ; ) 5 L
0 1 3 5 7
Time (h)

Concentraticn {mg/1)
N
o

Fig 9. Plasma pentobarbital concentration of
NDIT-treated and control rats. (Each point = the
mean of 4 plasma samples)

TRIE W o S — ok B) B 2% B 99 05 7 R T BB R
HBRMEERPEREM Yy SRIE 2, FHEHA
FAEE P>0.5, RWAMANAHEIIREBLEZM0
FWERRN HT AR EREER, WA
NDIT xfKEL P B K typg H IR M,
NDIT ZHEBRBEASEE R RENE
B9 NDIT 48 /N i ig 640 mg/kg, 6h 5 ip
IXELEZ4H 35 me/kg, HEiRREIR AR
Wi B A 18], ZE /N B B0 OE R 9 ) S B S I
fL ARS8, TRGHITIFBURECH B s, FRIE R
JE% R, DIRANMEER G —hEE
sl 552, ERTENEH U B SR E
Wh iR, BRWFED ., FERIRESKEE
ZkE, NDIT ARG ETHEE, BER%
15 0 S 2 i 40 2R I 35 R B BT k
NDIT 1280 mg/kg ig XA BRAIFDRER T
B KB ig NDIT 640 mg/kg, qd x7d, %
R K BR ML 5 46 PR SRl Xt 5 R ML 4 A SR
O WAz NDIT 1280 mg/kg H3 ig
J& 6h KRMEAWBEIE Sk, 45
Jy NDIT 41 185+ (SD)12 &8s, B4
17211 @B . RPN ABEHEHZRE.

W
IRE L2 NI B 2 R 25 B L,
T, MsELELBIERRE®, ERTR &
T, NDIT 3fRi=AR Bl aniedm s, Hae
WX B2 IR, BN R R



Table 5.

o1

Effect of NDIT on brain pentobarbital concentration in mice on awakening. Number of

mice or samples tested in parentheses, each sample =2 brains, X+ SD

Duration of hypnosis

Brain pentobarbital concentration

Expt (min) _ (pg/e)

Control Treated Control Treated
1st 62=36(8) 107£40¢8)** 47.3+1.8C0 28.313.8¢4)xk*
2nd 33£16(8). 66 = 13(8)*** 50.243.7¢4) 33.135.5(4)%x*

Compared with control ** P<{(,05, *** P<{0,01

B ZERERMARRELZmBERE. tp
PIMizE, R NDIT hbiE K =54 5 HE
B9 L b 2 AN AR BRI Al RO MR 2%, 4K BF aX b 1E
A FIEE TR AR R B LR AW
. @FR/NE ig NDIT f5, P28 4
HEmHEY, RXERSHMER.

ANIT gERE X B th R4 R ], 3F
BRI T 9 BE Y, TR SERE F IR 5L
TR,  {HEREE ig ANIT 300
mg/kg —F/E BT 8 B R MRk fAiR, NDIT
RSB AT THERRIER. B RER
AlEER ANIT ZE4 R B Eb 2494 f R A IR) 0 B
H > —. i NDIT g KERPLHEIMF ANIT
AH, SHBEERILXK.

2585 SKF 526~A ks AR
WFREZE IR B LL Z R BRAT A, {ELS) M 5 BE
L HEAR MBI CELLRIRE S HAES
. NDIT gBiEfE/NRIKALUR B L&
EIRRIRE, RRZEARERSRASTKE
PR B . 454 NDIT sk Brb Zam T
BENR T SO0 SRIEA, R BREERE b X4

Acia Pharmacologica Sihica

fEBRm R, 383 NDIT S5BILZEERN
HHBER, XMERTEEM NDIT J5KN
AR RHE2RES R YA X,

B ACRBER D ERRE A REEAEL
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POTENTIATION OF PENTOBARBITAL HYPNOSIS BY NITRODIPHENYL-

AMINOISOTHIOCYANATE

TU Zhi-guang, QUAN Yu-zhu

(Department of Pharmacology, Chongging Medical College, Chongging 630046)

ABSTRACT The duration of hypnosis of

pentobarbital was significantly prolonged

when mice or rats were pretreated with
NDIT in a dose of =160 or==>320 mg/kg ig,
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respectively, and to some extent, there was
a relationship between the dose and the
potentiating action by NDIT. The poten-—
tiating action exhibited within 24 and 72 h
after ig NDIT in mice and rats, respective—
ly.

NDIT increased the % of mice which
fell asleep by a subhypnotic dose of pen-—
tobarbital and prolonged the duration of
hypnosis of barbital.

Rectal temperature in rats, rate of bio—
transformation of pentobarbital in mice
and plasma tig of pentobarbital in rats
were not affected by NDIT. The average

brain pentobarbital concentration of the
mice treated with NDIT was significantly
lower than that of the control mice when
the righting reflex just restored.

These results indicate that the sensi-
tivity of the brain to pentobarbital is in-
creased by NDIT which may potentiate the
CNS action of barbiturates.

KEY WORDS antischistosomal
nitrodiphenylaminoisothiocyanate, pento-
barbital,
barbital concentration in brain, biotrans—

agents;.
potentiating action; pento-

formation



