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Abnormal Toxicity Test and Study on the in vitro Hemolytic Reaction of Gluconate Enoxacin Injection
WENG Luna', SONG Jing*, HONG Ying',ZHANG Ying’(1.Xiamen Institute for Food and Drug Quality Control,
Fujian Xiamen 361012, China;2.Laboratory Animal Center of Xiamen University, Fujian Xiamen 361005, Chi-
na;3.Fujian Institute for Food and Drug Quality Control, Fuzhou 350001, China)

ABSTRACT OBIJECTIVE: To conduct the abnormal toxicity test and study on the in vitro hemolytic reaction of Gluconate enoxa-
cin injection, and provide reference for its safe use. METHODS: According to “Test for Abnormal Toxicity” in, Chinese,.Pharmaco-
poeia (2015 edition, Vol. Il ), half lethal dose (LDs) of Gluconate enoxacin injection and setting_of @bnormalytoxi€ity limit were
carried out in mice. According to “Test for Haemolysis and Agglomeration” in Chinese Pharmacopoeia (2015 edition, Vol. Il ),
study for the in vitro hemolytic and agglomeration reaction was carried out in rabbits. RESULTS% The LDs of Gluconate enoxacin
injection for mice was 248.9 mg/kg; the setting limit of abnormal toxicity, test was 28.4 mg/kg, and the results derived from the
test using this limit met requirements. The haemolysis and agglomeration results derived from the test using clinical maximum con-
centration (0.2 g/100 mL) met requirements. CONCLUSIONS: In order to reduce the clinical ADR and feasibility of ensuring quali-
ty standard, the abnormal toxicity limit of Gliconat€ enoxacin injection should be set as 28.4 mg/kg.
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BT WU RE T3 AR WS A TSR S Y ZEIIR R Tab 1 Specifications, batch number of Gluconate
)z T USRI SO R I SR I R RS enoxacin injection
PREEFROLBRGC B TGO R BA e EN 58 it it e 5 ik
ST KA ZIAT 5 AR B L e R 1 DU dallg || 7 BEML Swldg
SR RS Rk S
BRI L5 PO FAREDRIESRRRS  . mw swze | 0 moe swioe
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S HUASTEIRLT 1) 5 5% MAMESHR TR B2, 22 g, WA BIEISESS sh A BRETT A4 vl s
AR AL HE S B14052702, # A% 250 mL: 125 g);  VFANIE'S N SCXK(97)2012-0002,
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F AR o AR 30 52 30y 46 SR e M 1D 2 1) LDso Y L
VA5 9% 5 e W SV kg Vs 5 o 5 B Vi SR 23 31 A 175
14.9.12.6.10.7.19.1 mg/mL {4 #5 B AR A V0 2 1 SR TR 7
W AA/NEUR iv RIS 5T Vi B 1% ) 28 WA T V0
BRSO, SR 2T ATRY 0 0.02 mL/g. ™SR 45 2Y
J& 72 h NN SO RAET GO0, Il s T HE Y, 45
RN 25 25 )5 B8 03/ BUR SISl | D PRt Y
BRAEAR, o 26 HU/NRZA 245 1 min NEIRAE TS, 470N
ARZEMEE . 55 2 KJE, FIAR/NRN O RGF 63 B 0.
i Bliss 153155080 A WE AU 0 B2 1 RO /N B LDso S
248.9 mg/kg, 95% B 15 X [1] 2Ky 227.0~272.9 mg/kg. i
AR BEAT U B SRR /N B LD M 28 5 R L3R 2.
x2 BEEREDETHRA/NR LD MELSSR
Tab 2 Determination results of LD; value of Gluco-
nate enoxacin injection for mice
A5 SR mgkg AMNE RURE R % BERA LD(%%ERKAD), my/ks

14 350.0 10 10 100 13
24 2975 10 7 70 54
34 2529 10 6 60 53 248.9(227.0~2729)
44 2149 10 3 30 45
54 182.7 10 0 0 29

2.1.2 SEEtEAEREN R E LR E
BT B T SR Y LD B X ] PR AY 1/8 7142
(28.4 mg/kg) B A A 1% T SR A S 0 1 e A PRLAE
BUNE 60 H BN B 1240, LAY S 4a B 5 H, 9
S 5 SRRl 28.4 mg/kg, 4| R iv AT i R
1.1 mg/mL 4 1L A 2 WA U0 B2 TR SRR VR, I
5 H2 iv 5% B B SR 0 /N BRAE R 23 AT IR 25 24
RN AR 0.5 mL. 4524 5 BB 28 25 A N ER s 1 1
B, 7 AR I L S A /NG 245 15 48 h I S (Bt
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AR IR 4,
x3 AERKIEVEIHRHNRESUERELSR(E
SFIE 4 28.4 mg/kg,x+5,n=5)
Tab 3 Results of abnormal toxicity test for Gluconate
enoxacin injection (injection dosage of 28.4
mg/kg,xts,n=5)

MNRIKTE g

40 ) AN o,

A5 Fiit7) 5 itk W
SN S AR BI40S2702  250mLi25g  197+05  211£03
14 HERKED ST 3130801 2mli0lg 200504 210£05
24 WERKES ST 313101 2mli0lg 199402 211£04
34 HERKEDEET 313102 2mli0lg 194103 206%04
44 HERKES ST 3130301 Smli02g 19602 208%03
54l HERKES LT 3130701 Smli02g 201104 213%06
641 HERKED LT 313002 SmLi02g 197505 210%03
74 HERKES ST 3130901 SmLi02g  202£03  215%05
84 HERGE RS 3131201 SmLi02g 199405 216%04
941 TSGR I 3131202 SmLi02g  204£04 217206
104 TWERKIBD AT 3130902 Smi02g 199403 211404
14 MBI 3130802 SmLi02g  195+04  205£05

R4 BERKECEIHRERARATNENSESH
KELERGEFFIEA 78 mg/kg,x+5,n=5)

Tab 4 Results of abnormal toxicity test"for Gluconate

enoxacin injection of clinical naximum dose
(injection dosagé of 78 mg/kg,x +s,n=5)

ot e . ?ﬁﬁﬁ DRI »
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1330801 2mLi01g 27 196402 210402 5RINERAR b b R
MHO3B100 2mli00g 36 195502 20600 SHEMERAR i, Heb R
343131002 2mLi0dg 27 197400 207401 5FIERALR a0, b | LR
43130301 Smli02g 26 198401 211102 5SHMERALR Ha>
43130701 SmLi02g 30 198400 201402 SFUERPRALR i, e Rt
641 3130702 Smli02g 22 19.6%0.0 208+0.0 SFEERER Ehu>
43130901 SmL:02g 27 197401 211100 SHERPRAR HaEd i B
$40 3131201 SmL:02g 43 196103 209%04 SHIEIPRALR HaH, b HEMIE
941 3131202 Smli02g 27 19.7£0.0 21202 SRR Eh
1041 3130902 SmL:02g 26 197401 213402 5REERAR Hasb
143130802 5mli02g 25 197401 202402 5RERBRAR Fap
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Tab 5 Design for in vitro hemolysis and agglomera-

tion test
RERS
2 1 2 3 4 5
2% IR, mL 25 25 25 25
0.9% AMHESHT, mL 22 22 25 47
7'1'4@7]( ,mL 25
AR RIS mL 03 03 03
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Tab 6 Results of in vitro hemolysis and agglomeration

test
55 A5 M1 2 3 H5 e w1 2 03
03130801 2mL:0lg - - - 03130901 SmLi02g - - -

03131101 2mL:01g - - -

1
2 GBI Smli02g - - -
3 0BHQ 2oLi0dg - - -

4

5

1
8
9 03131202 SmL:02g - - -
10
11

03130301 SmL:02¢g - - -
03130701 SmL:02¢g - - -
6 03130702 SmL:02g - - -

3 Tt
3.1 BEWURESMHKEREN 28.4 mg/kg

ARSI 16 3 2 00 5 2 WA A VD B R RO /N BRI
LDso, B8 H 50 R A IR . 156, 4 LDs n] {5 R
TR 1/8 7] 4 (28.4 mg/kg) BEAE M i 5 W 5 FEPER
A FRAE %50 5 T & A 254/ TE S8 RO, H S5
SR AR T R 0, 156 BH IR E 1) S R PR A A PR 28.4
mg/kg S %A AR . FLUR, DA PR 5 K 25 24 57 45 78
mg/kg 1T 7 H BEMRA, 45 25)5 1 min 55 51RO
B, AR 1 min ZJ5/NRIRE IE R, JCAE T34 (B
Rz AL Rl . D 4 258 a3 T g
O, IR SO B, W A MRS I
PRIRBCIRG D AT BB 5 200 B 2™ A di ik o2 R
F K D7 BR -0~ ol T2 13 R A i — el ke, 2
TN RS B S R R BN 4 4 5 T RE S AR D-
DR TR 0- N iR % S FLARSC A =9, B 5% Bk I
5 PR R AR O o A AR VD R T R T
BRI = 0 B SR i D) SE AT AT, ORI Rl ) S8
B A PR (A 1% B 28.4 mg/kg.
32 BmMFERRMKEEREANGKAARE

ARSI X 11 e 2 AR VD L T SR A T T AR
M AEE R . S5 RI, LLHLRE R 7E 3 h N R &
A I RIEESR SN, (H 5 S 4h kR (AL 5. 03131201, A1
F 5 mL:0.2 g)7E 2 h 5 H BT 40 i 2 80 66 in R B
%o FRAEFEIR S AR AE 11 HEFE 5 D-7H) 25 b
iR -0- PN i 75 2 Fc e (4.3% ), 1 FL AL YRR i D-7] 285 b
FiR-0- NG B KT 4% , HAE LR R] 3 h N4 H B
SEH o KRN A A A VD R T AR R i e AR
AT B XS HL L FNEE R AFAESE M . (H R T a2y 82
J7 T B BIFFEGERY , v AN A 2 AR T VD B R
e e LR B R TE VD B D- B R-0- N BRIE
B A YA, TR AN T A O 40 SR AR P 1 1L 24
W FE I 2 A 45 A R LA ST BRI TR TG vk A

03130902 SmL:02g - - -
03130802 SmL:02¢ - - -
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