DOI:10. 16016/ j. 1000-5404. 1986. 01. 005

S B ER R ERS

WA EER* Ehibr#

DA el

BB pR1986 -8 HE 1M 25

LB

MEE O RER

C£5 TR 40T

7 E

ANCIRUID R A 2 & i, EDgoy0.18+0,01meg/ ke,

L LR s #it, 1y

Ry, MG IEECER (1011) | HIRE IR IR R BUR AR RN R v ARG, Bk

VRN T A MR A T R B e R L”%ﬁljgz(somg/ka/

BRI R RS T
£, -

PR &Rk al i e PR P IR

11 % 3 B DL

DEEIRRMPE MRS R, WTRM b &, N B 9 28 B B
AT AR g S, HE SR RR R R E}JSTE:’JE% LT B AT N TSI BEEF

SiE PR TEEE; AT AETE; plER; MR AN R

7 90 2 s 4 ST TR O] 9 I AT AR
Mg, ZELR U R 3 A 3 A W A A
BERC-®, SR o S RE
PO HEW IR 9E RO, iR AR

0,5mg/kg/ H X 1~3K ¥ F 7 Af WAL B U]
EXH R BB RC . A AR 1R X
B B A T TR M DR T OO N Sl Rk -2
W A A R, R TR
YERIBiG, ol PR I 8 (L4840

HiEEER

Hip  TEEREERLY  (Nitroquine acetatce,
TREFEEE HSL(@E? TAVEFS S, M AR
TR I R 45 B SRS IR ROED A A R T
Bt . CIWEVENI% P RARI R i {uo
TEER L uﬁﬁ;{ﬁﬂ’i“*u& AT, FHERSEFT ORI
W2, R RN ER T b4 (,tf&&f!’l‘-r-mu
A R,

= LA HEF e F RN AT,
FHH T A AT A B

WAREIT~22g (AT, CGRBIMD . B

EERMRATRRER SR M B G2 R bl
107CSE AL i ar AR s WG E ST R B3, CRBNRY R
9209 n gl 0. smlii FIETE koK TRIG 48 Al

Ll DR 4 SO ® %o

Y

(LIRS0 , AR MIGE D BEE AR,

IR TR 5 ~ 6 ANFIEE, G100, g
FNre BRRSIINETT A RA, FEMNE
FAER G TIWME, B~k ERITG, BERM
FEFHHICRIMRNLAS, ke B oy 3, 100480
5P 3 I T AR ﬁéﬁ&lﬁﬁzﬂuv\"}ﬂ?ﬁ%o T
LN RAERE R, JEiF R B EE B

(EDso) » Eﬁ’l“fﬁﬁ”@i.’iﬂ’ Lr} INER, #RE
;Hf;zg% BRIk, %H 3K, Bt ~

AFIRE, AAshy, WEIRK&HAZH
-'-”'Vf FEToEL, AP H YA & (ILDgo) K fUJ7
183, Jos EOREMERANE, FNMSRE, 25
TELE, FVE, AN EEWA EDg oL Dg o, MR
T Tad, sy T4,

MBS SR T IR W I (BB RA, B
W (1 AR IS 5 R A o A 39 I v, B
PN 3 1%, Rk 1IN E T,

= A F ARG ELER

TR NS RELIORAE S35, k# 9 ~1bkg,
BEHERIE, SRS (Biadik. AaA
Taih#omsr 2, DRBTES , BRER {%m)b,
ML (BERHEEERE, BEEDER
BB LEE, R ER, Hﬂw}’zrﬂ;fﬁmﬁ’}:’é)
DEERENER, 25t e A, SIRES
M (372 6 mg/ke) , TEME (3 F% 6 mg/kg)




26

A1 LA & B R £ LT KR

2 ¥y EDso LDs, iy 165k

: : (mg/kg) (mg/kg) (LD;5o/EDs )
8 g 0.18+0.01 344.10421.49 1911
] L4 0,57540,06 567,601 37,97 983
5O B 3.76+1.73 958,53+ 26,69 255
AR 18,71+1.73 1049,7£70.19 56
ZIRIELy * 101,13 +10,45 188,7452,23 1.8
1B LD 94.7747.39 393,01 26,29 1.1

* LR IR B ORI S R R ST 1078 )7, EDs 0 70,594 20, 028me/kg, {147 ji7 ¥ 7y 822.7

CREmERE (6 mg/kg) FIREM (6mg/keg) ,
—ZHRIRAIEMN R, REMAEREH K, HES
K, BETIRHBF2ANEE RIRRIIER, W
3 %R A RRRE, SEHEK MO B 36, BUE L
B, B, LSRR R AR,
PSR4 A IR S MR IIE R, Kk
MR TG, PR GRS 6 medl f— R iy FEEE
NiaWiEEHARTI6 M FF 21305 44 &b, M0y
ZhipORE T, DR R ER . ¥, dofmREM

&2

SR EINYERETER, S5 B T 6 medny sy
WmsTIE S S H 2507 €0.133£0,0782%) B W
W5 0.92310.4468%) , AL F LRIEER
W(REk2) , UARARHBWEERY R,

WRES SR, T LRERL S
MEIRTE, EAEER R BRI, I R Al
He WELR UHEHELITI, B E I AE]
HTE. MR L I I ER L, XN ELR
BT S,

BRERLFTAE S CEERRARXAY St G Eh

WAL IR (8%)

" Fiil i PR
:,H. /’.'J (mg/kg/ B X 3 )\) 4 U‘{/J,}Ii({ . y ) B

# i ES
& TR 6 6 0,13340,078 0.923-+0,416 * *
T i 6 5 0.08740,071 0,090+0,065
e T 6 3 0,108+0,084 0,136+0,091
Yoy 6 5 0,117 40,071 0,12940,071
TR = / 4 0,251%0,151 0,096+0,073
* 5 L P AARR I TR RS Al * R 5 2Elp<0.01

£3 BB EAMN EREANRAERT A AL

ZH W . Pill B LIRS L B2 5 FATIE | e e
i I 6 5 1 2 2
it 6 5 3 2
i i 3 3 3
& AR 3 5 1 "
B G 5 5
Af IS 4 1




PLEZS BECRIASE A E S RS v Al EHR
R, BLOMRYDZE, BB AR BLER T,

EZVTRATHROA T HRES LA %
FWAG &

PLEERR7C 5 B AR F 2% MEs0me /kg/ A x 3
Tl m R RS RTENEITT AR B E T
MESBIE AN BRI BN RS, NEGETIR

27

MEFRE KT (soml/ke) 54 ML HgEUEN-
&%OMMNHBX4R“&&%1%%LEmEO
Mﬁfﬁﬁu i MBI~ AR DL, FEAR. MEREFIE
BIN%, HFEMLE R, e mK+ Na*,
THEARS SIS HMAREN., ENSREEA
TR, fRITFEARENTE s KR EILZW
ERKRRRE, FEMGRm I, WE LB, 8. =

RERBERILE

H, (k& 6 ~13kg, ML,

SRR,

IR R A @& R RAER22
9 FURSE T B

B, B, BBRE W, FREBHAZA,
ok B I T R AR S AT T R (R R o

0 me/ke/F x 3, 9 ERTRR B S AN L P I0 Re s AL BEIS Stk AT WL T 17
NG ¢ meg/ke/ F x4, HACS 4 FETS WHAHE 5 (B4) . ERESL 0 RENAT 7 N R
Fd Zu il R R A BT LA LA
1 . I =) - ”[Z ni: ﬂ‘% 5 3 T

/ 7l k 1 - zh — T = -
(me/ke/Hx T BER % RERl % RAM %
WL 50X 3 9 9 100 7 77.8 6 66.7
%%fﬁ%’: 5402 f 9 8 88.9 2 22.3 0 0
+§&%§ME&ET 0“%2 3 4 1 100 0 0 0 0
HamfE, Hie ATFE—K#E 3 ~ 6 KWL,
ERHRATRNAREAT -, =ay A6 SasdEEREIURRS LR
PRI E R, MK+, Na+ R ZHEMBRE &R o mEE R s 3
R R, L PR i 40 1 2505 B o Fi% W R B
?Hﬁﬁﬂf'é], LE%Z@%%KE;%(,Pr.>o,bo,,5) <m 5T . ) L .
F5) , HURMER R B S H-ERAE T e TR R 4 iR ; . o !
HMEEHMﬂo iy
47 F5 B
TCEVET TR Y T P SIS S 1 - ) .
EBRAT
IR (2%)
R S, ” * L AFRS K 4
% % G
ﬁj‘j‘ﬁ%% 3 0.190i0.141 1.663i1.151 ﬁﬁﬁﬁ&‘ﬁifﬁﬁﬁi% ffﬁ FE ﬁ jj‘éﬂtt{fx’ Ergijﬂ%
J— o . B EHRNBECENRER (R . HIH
S g 0 CEOR0TL LOTERLET e sz AR LRI I %, 1
%g%ﬁ 020840 154 1.issin.ops  RUHRE, HAMMBEATERAR, ks
4T SRR Y BB L TR R, 1 IR
P —— @%ﬁﬂ%%@@% 57 RAWE I P BRALTE 1 471
IRE% AT PR, X2 PV R TER I, T
SRS I L IR B B R A R R 1 ﬁ4ﬂ fﬂmwm%i%y TP AR B L

L, —HRLHEER k6) ., HBEM
MHER AR P ER AT E LR B BT EARIMME
il

BREESHE LR (B1) , EMEBRILLDE
A, FHERRS A5G I L E R -
o



28

%7

- B D/ B S - S D A S ST B 2V

M b AR IER

MR MR = sl : -
e Ewm YR mgas waws ®ak

&R 5 1 0 0 ] 2 1 i

ERI Tl . .

i s 0 2 2 1 1 1 0

W o®

e BT TP R/ BRI T 1
FRPE KL T4, IR B i
WL2T 7 1 T S A R o S TR RN
BOEMEFR IR 3 4%, A SC AR H M
LR TS T AR R, B R T R
30 EC P L R R R EL BT R 9 A%, TR
T T AR R M I B AR T,
5 T JEEAC S M S BE ST, BT 013 G e e
SRR . T ST b £ A ST A AT
W B AL, 7 4 S K T I Z e L 2
TS, o — 2 R 0T
Je— A H B A T AT A B9 20

T O R 7 R 3 — S ) R T
ARV LR, S W LR TR/
PIAE, LT LA LA o B E 1 B A R AR
W IR 53 AR 18 11 F W %) 88 F B8 b 35
S, FRFRR K DY 0 A I R 22 B
R, R TRET . 1l T I IS 55 7
SR W 100 R . A R
e BeAl, HSIDNARY G R, R AT
sl A, R Rk R, Bk
BeRi s 1R P RS IR R, T 3 — RS
T R, P, R PR B IR IR
% T R F AL, A AL X B FE AR
4 B A IR I AT SR R

=L PN R LT R — R R A
ik, WDNAMAMEHEE & L. Castles

C1971) O 6 2 iy (1 FR 7 AUUL 74V e 24
M} B 45 T 7 3 2 e i PR 8 e 07, 5
Wi TR, FETRYER., RITEEZ
W AR R, IO R S R TE AR T
o5 DT B DT TS AT 25 4 1% i
W, RN 2R R BRSPS, A
TP 2, PR O R
SNBSS DL 10 3R 1R, 98 RETE
. g A T IS (N UL T R PR 2
P 4 ) 97 2 AT W, T IR (R 2450
R R B B S TS R B TR AR . LB
ERAR AT G B h T R P A B
3TN s A0 e A AR 4 20
M e . MBI TRARI 5 UM, T4 R
AUNG RS R AR 5L £, ARBF E
5, FIR AT T b R S Ak R S TR A
W, roUss T DG AR TR I e AR T B
WAL A, AT R T B R M 5 1A 5
s, T R RRRR SR A R . AT
R EARER .

PU . PR A T e A0 B AT, T AT
M 7 A T T S AR AT L T B L D
AR A N T DY A A
P, TR B A Y mEP AR
PR BTG VEAR L, XOR AR IRBUE R
BT R R R, RIS ALTE
I =l T R 720 I 29 475 e — /17 S5 B P
R R AT TR TRRTHE, AT
gt



29
32 F X W

. Thompson PE, et al, Antimalarial Aclivity of 2, 4-Diamino-6-(3,4-Dichloroben-
zyl) Nitroso Amino Quinazoline (Clg,o Base) and Clg;9 Acetate, Am J Trop Med Hyg
1970; 19(1):12~26

2. WITCHE T, RHMERF AR L A AN E AT, R ER TR 19865 T(1):78~81

3. PRIETE, RAVER & gﬁfﬂ r’ﬂﬂ?*i@?-h%ﬁﬂﬂ(ﬁ)ﬂ MIAF S 1982; 3(4):273~276

A, EXUN%, BIREREET R R R T R PUR ORI, 2Rk 19815 16(5):331~311

5. L4, H0ERDBRIEEE DT T A ER], RIEEA AR 19805 60(8):483~181

6. XFEIRT, ALJFASEERT A HfEEK‘.F’@?“Wﬁitﬁl'ﬁf’ﬁfﬁ Mg R ’“"1980; 60(7):126~427

7. TR KV02341, BRI 6TORNER IR MR, S TEME RN [ 2 L PR 1977,
(1)245~48

8. MLFEELRS234, NHEBCla o BiRR IS FRME gy 240 4, ik 37 Ay R
R CIEIREAIA L I/ Y 1974; (2):33~45

9. WM. NHUESMEEFEEAN M MR ARG, MR O I 19815 6(0)

211~215

10, Castles TR, et al, The Effects of Folic Acid or TFolinic Acid on Toxicity of
Pyrimethamine in Dogs, Toxicol Appl Pharmacol 1971; 20(4)3447~459
11, Irwin W Shermang Biochemistry of Plasmodium (Malarial Parasites), Microbio-

logical Review 1979; 43(4)3453~495

Study on Toxicity of Nitroquine-Dapson Compound & Its

Treatment with Folic Acid or Folinic Acid in Mice and Dogs
Hu Youmei, et al

(Department of Pharmacology, Third Military Medical College)

The toxic effects of nitroquine-dapson compound(NQD) per os in mice and
dogs were studied, The therapeutic index of NQD in mice(1911) is the highest
among the six antimalarial preparations studied, The toxic effects(50mg/kg/
day for 3 successive days per os) in dogs were similar to those of nitroquine,
They manifested themselves as the injury on the adrenal cortex and on the in-
testinal epithelium, When folic acid (4 mg/kg/day for 4 successive days) or
folinic acid(o.s mg/kg/day for 4 successive days) was administered intramuscu-
larly to the toxicated animals, both the death rate and the incidence of diar-
rhea were greatly reduced. Pathological study confirmed that the injury on the
intestinal epithelium was much milder and the goblet cell was much more nu-
merous in the treated than in the untreated. The results suggest that folic acid
or folinic acid can protect the less differentiated cells in the intestinal crypts,
so that the clinical manifestations of NQD toxicity are reduced after treat-
ment,

Key words; Antimalarial drug; Nitroquine(NQ); Nitroquine-dapsone(NQD);
Folic acid; Folinic acid



BT L I B 1 42 1Y R (E L %18%)

JEBh ik X ek IR Fr
1LERBh IR s 2 B IA (R A — 2238 3.7

HAWNENBEERRERANEBTR (E L $%257)

B ZE. FRE e, NG -
LW SRR R, RN UL
SE4F, PR 4N L




