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(—) &8 : AEBEFRERAKRETE
% REEBEAEARRESMEEES
A » 234 - HAcetyl spiramycin
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F— REFAREM—HE

X MEaiE D%y #E5%

1 FBAS Y /. Ampicillin 9611109

2 BT Y P5Kk Carbenicillin 970502-3

3 [EPEMHEE

4 [EPEMEE

5 [FEFUEfERIE  Cephradine 9704725

6 UETENERZE

7 EEMET H

8 BB AEETSE Gentamicin 970901

Amoxicillin 961102

Amoxicillin 970307

Cephradine 970609

Cephalexin 961210

g GERR T RTEEOR
05g/H IRFOMREER HEE¥EET
& (1995)070191
05g/i _REIUEERME BEEHET
A (1995)004044

250mg/fH ERUARGUBEE HEREHET

BEHRAH (1995)001550

025g/ %0 RHARGEER EEEET

EHRAH (1995)001550

500mg/iff R LISHERE BERKIET

BEEARNAT  (1995)033008
025¢/fH EHiEEAR RBEEET
AFREER  (1995)032056

025g/Fr  JbRmiseriiisE ST

53 (1996)139005
SEHA R AE(LE EBEHEHET
2mL  RRAF] (1995)001083
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HR WigiE 5% #E57 g BUER AR
9 TWEEEAMGER  Gentamicin 951201 4EEIf/HH ARTHEERESE ZHEs
& (1991)93009

10 EEMAMATEGRIESNR Lincomycin - 960506 GO EAf; iSRS EE JRETE S
2mL EERAT (1995)1167-013

11 FHFRESRE3R DDactinomycin 9706101 0.2mg/ii ygFinsEdEs Bl
FRAHE] (1995)008024

12 KIfERF Erythromycin 970125  0.125g/}y  JbImifemiiyss mAsEwTs
i (1996)139005

13 RUWBERR Josamycin 960710 200mg/fy HEEIHEER  EBEHZEMHT
(1990)J-05(2)-75%

14 ZEH@ERA Midecamycin 9602221  0.1g/fy  JLFAEYMLER ERFZEHET
B (1993)J20-8

15 IREMER Griseofulvin 960202 0.125g/fy hEMEZHEER  BHE#HS
(1995)0706-007

16 IREBER Griseofulvin 961219  0.1g/Fr JLEisEPURISE iafssfs
(1995)40-503

17 +#EH Oxytetracycline 950302  0.25g/F thER(SIHsEf;  IEAEELET
(1981)0798

18 +@EH Oxytetracycline 9707088  0.25g/Fr [E4SKiaigmsl Ry~
B (1993)2498

19 Flig B Rifampin 970704 150mg/fH IBIELBIZER EEEET
(1995)019029

20 FligFREEE Rifampin 961102  0.15g/FH REINRERSUSER HE@HsEET
(1998)131034

21 EEER Chloramphenicol 960303  0.25g/$H KiESTBIZE(, (REZEHET
THRAH (1982)001832
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1.0.07 M 7i5FEsH (Na2COs) @ : FBHY
0.74193 g FREESNIRNM00 mLi: 5t
FAZEEE/K 5% > BLL 0.45 ymiBiE

2.1 : 100 FEEAESR « FEEN 1 g FAE
RBHERII RN mLF I FZREEKYE
ﬁg o

3.1 : 200 ERELEHERY  fEEN 05 g HH
EBHERARIN9 mLvE S KRSk
B -

4.1 : 10 PTHI{EEE® : FBEXI0 g FaThifA
BRI AR NN90 mLyF: 5 FZRBR/KYARE -
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Z/NEE BB EREYH L 0 &
AR G HGE T e < R B Yt
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2. Rifampin Jz Erythromycin4y 5| {fc 2
i NEBRHEEHENRE - &
FIZERR/NE 1.0 mL - S5LAERERE
BRVATEE R B HEHH -

Cephalexin
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2,500 mg > EAWFESA » 010 ml 7F
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AR B ~ CIARERRE R R T eSS
BB R - BRI RS EE
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— ~ BAROEENE ¢ 2RISR A

’EsGentamicin 2 Lincomycin 114 Fe 44
P4 RSB Ry
Carbenicillin ~ Dactinomycin *
Cephradine &z Ampicillin® 114 » &5t
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FAPEAERER RIS R  RERE - RERERSE IR

ER gL ‘e REE REEE RERE 25N
(mL) (mg/mL) (mg)

1 EERE T Pk BRI SY 0.5 40.0 (1) 200 MRAP
2 EETEE T FEMEY ERERDE 0.5 400 (1) 200 USPXXI
3 R HETRE SRS 05 11.6(3) 5.8 USPXXI
4 WEEAREBETEIR  FIREH 0.5 1.0(1) 0.5 USPXXI
5 EERRMOTTRERESTR RS 0.5 4.0(2) 20 USPXXI
6 [FHAREHRERD RS 0.5 0.02(2) 0.01 N i
7 [ASLPEAKEREE TR e 04 250.0(1) 100.0 OECD
8 [AFEIKEEE CIAR REeE 04 250.0(1) 100.0 OECD
9 WEABEE CIHR EgE 04 250.0(1) 100.0 OECD
10 ZEEmEE TR ERR 04 250.0(1) 100.0 OECD
11 +HEE IR 0.4 250.0(1) 100.0 OECD
12 +HEE CIARERE 04 250.0(1) 100.0 OECD
13 GEfh B TR pEeR 0.5 40.0(4) 200 USPXXI
14 FEMmEF B C1RERR 0.5 10.0(5) 5.0 USPXXI
15 WBEE CIAR ERR 10 30.0(6) 30.0 USPXXI
16 IREMEE AR ERR 05 200.0(6) 100.0 USPXXI
17 IREWEE CIARREeE 05 200.0(6) 100.0 USPXXI
18 FligFBEE IR REER 10 6.0(4) 6.0 USPXXI
19 FligvEeE CIAR e 10 6.0(4) 6.0 USPXXI
20 EWEE TR RERR 0.5 70.0(1) 35.0 MRAP
21 ROMEE RES 0.5 60.0(1) 30.0 MRAP

() - BB RS AR

(2) : B RS A FE Rk

3) : I E0.07 M Na2COs3

4) : B R 1% MC ( methyl cellulose)

(5) : B E0.5% MC(methyl cellulose)

(6) : I E10% GA( gum acacia)

MRAP : HAG AR E B R B e R
USPXXI : EREZEHEE21RK

OECD : & 1E R R FAHS

ApEgE © ohiE A RIHIBIZE
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BT St
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Saline : yEE A H Rk
Na2CO3 : 0.07 M Na2COs3

BRI EEMEEN - FERIREEE
RZ/NEEA BB RE21~29 -

Z ~ ORERRE ¢ 14 AR OIREE
@ FECephradine ~ Rifampin (24 ) ~
Cephalexin * Griseofulvin (24 ) ~
Erythromycin ~ Amoxicillin (2fF) »
Oxytetracycline (24 ) ~
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Chloramphenicol * O/ NHE,
% RBIARVEE - BRI
TERE ~ EB LB RIT Rl R LB AT
REEERHRBEHYIEC - SHEL
BEEMAERIEY @ SZFRBAET:
HEN - ERRRENBRZ/NEEE
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= BTFESNE  NEERETESR I
4 FJosamycinf® * RBRI4RAVERE -
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1% MC : 1 : 100 Methyl Cellulose
0.5% MC : 1 : 200 Methyl Cellulose
10% GA : 1 : 10 Gum Acacia
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ARBLEE SR (T R R B 4 BREY)
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Fit ( Office of Pesticide and Toxic Substances)
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KFE > BIEHRI14X  URNEVEESYZ
TROR - 1Tk - R - JLNRTT - BEBERE
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2 2
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£ 30 - E 5o
= o
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o 22 - 8 22
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18 12 N
2116||r|l|l 22 | B B
0 2 46 8 101214 16 D 2 46 8 101214 16
Days Days
38
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34 0.5mL
= 5] WFI (0.5mL)
.'g"' 30
S 26
3 24 —
Q 22 -
20
18 —
2316 T T T T 71
0 2 46 810121416
Days
38 36
gﬁ 7] cephradine gg ~| 9-07MNa,Co,
o 32 S 39 (05mb)
£ 30 E 25
o 2
g2 28 D 26 —
3 26 = 5 |
N g 2
o 22 — 28] 7
20 — 20
18 18 —
24161|J|r|l 2‘15||||||r
0 2 4 6 8 10121416 Y 0 2 4 6 810121416

Days

Days

21 ~23 1 BRI Carbenicillin B Gentamicin M SR S o e FIZE M8 Kk SR B/ 1 B
t B HAE -
24 ~25 LUBPHRFEE Cephradine S BEEEH0.07 M NaoCos SRHEES /N B2 4 S AR -
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Body weight(g)

Ampicillin

36

34
32
30
28 —
26
24 —
22
20
18

Body weight(g)

16
260;;11[

40

6 8 101214 16

Days

T

T

16

Lincomycin

27

38
36
34
32
30
28
26
24
22
20

Body weight(g)

Dactinomycin

38

1
02 4

L I R
6 8 1012 14 16

Days

36
34 -
32
30

28

26 —
24
22
20
18 —

Body weight(g)

28"

1
0 2 4

T T 1

T

Saline
(0.5mL)

16 N T s R G e |
29 0 2 4 6 8 10121416

6 8 1012 14 16
Days Days
38 34
36 32
34 4 Josamycin 30 — WFI
o 32 A G 0.5mL)
£ 30 £ 28 ¢
%’ 28 - % 26 -
2 26 — S 24
> >
o 24 - g 29 |
8 22 - 2 20
20 ]
18 — 18 -
3015 T T T T T 3116 T T T T T
0 2 4 6 810121416 0 2 4 6 8 10121416

E26.~29 DIE#RE: & Ampicillin ~ Lincomycin Jz Dactinomycinfg i By 541 51 F A= P A

Days

7K BRI RN B B A R ] -

[B30.~31 LU F i S Sosamy i YR B S A0 FR AR K S R/ 1 B 2 G IR ©
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Body weight(g)

3218 j

Body weight(g) Body weight(g)

Body weight(g)

3818 T T 1
02 4 6 810121416

B32.~38 LLOAREEER Amoxicillin ~ Amoxicillin ~ Getamicin ~ Midecamycin ~ Oxtetracycline

40

B A R R AR EE T FE A E(Ann

38
36
34
32 H
30
28
26
24 —
22, -
20

Amoxicillin

40

I I B
6 8 10121416

Days

T T
2 4

38
36

T T T T 1
6 8 101214 16
Days

1
2 4

Oxytetracycline

40

T T 1 17T
2 46 810121416

Days

38
36
34
32
30
28
26 —
24 —
22
20

o

L

Days

Body weight(g)

(%)
)

o

Body weight(g)

Body weight(g)

. Rept. NLFD)
44
42
— PR IIT]

gg 4 Amoxicillin
36 —

34 —

32

30

28 —

26 —

24 —

22

20 —

18 —

6 —

T T 1 1

T T
2 4
Days

6 8 10121416

Midecamycin

T T 1 T 1
2 4
Days

6 8 101214 16

Oxytetracycline

37200;;|v|1

6 8 101214 16

Days

K Oxtetracyclinefgig S HERRFE 5 F AR B K BRI AR/ N L Bl A SR R ] -
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40 40
35 | Cephalexin 35 | 0.5% MC
B “ = (0.5mL)
5 5 &+
3 254 S
_§. 20 - B 25 —
© 8
15 20
3910 T T T T 15 177
0 246 810121416 40 02 46 810121416
Days Days
45 40
. 40 Cephradine __ 35 - 1% MC(0.5mL)
o (=/]
£ 35 - =
é, 5 30
g 30 g -
§ - 5%
® 20 ® 20
4115 T T T T T T (=T m e e s e
0 2 46 810121416 42 0246 810121416
Days Days
40 40
= 35 -{ Rifampin - 35 -| Rifampin
% 30 - £ 304
s S
2 25 — > 25 -
3 B
@ 20 @ 59 |
4315 T T T T T 4415 T T T T T T
0 2 46 810121416 02 46 810121416
Days Days
45
. 40 1 1% MC(imL)
(]
_-g 35
g 30- [#139~40 LR #E B Cephalexintgif B ERR
)
3 25 0.5 mL 0.5% MC(FFE: i) R
20 W/ NH B A R hRE -
Ty B e I i B e e [E41~42 LU AR7ERR Cephradine gt B ERR
45 0 2 46 810121416 0.5 mL 1% MC(FHEHER)EE
Days W/ NA B R AR E -

[&43~45 LI AR #ERRR fampin - Rifampintg KRR 1.0 mL 1% MC(FREHEAER) HFRK®R/ N E
B ERihiRE -
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40 45
Chloramphenicol 40
. 35 - _ WFI (0.5mL)
g g 35 =
© 30 5
g g 30
> 25 >
; g 25+
@ @
20 1 20
15 T T T T T LT s S B e B e
46 02 46 810121416 47 0 2 4 6 810121416
Days Days
45 45
5 40 - Erythromycin - 40 |  10% GA(1mL)
o = 35
S 35 £ ®
e 2 30
;’ =0 ;‘ 25
@ @
25 — 20 —
20 R e 15 41177717
48 0 2 46 810121416 49 0 2 46 810121416
Days Days
45 45
_. 40 4 Griseofulvin _ 40+ Griseofulvin
o (=]
Z 35 F 35
K= 2 L
2 30 $ 30+
g 25 £ 25
@ @
20 20 -
5015 S R G i 5115 T T T T
0 2 46 8 10121416 0 2 46 810121416
Days Days
45
s 07 10%GA(05mL)
E 35
R=d . P
g 304 E46~47 LR FEER Chloramphenicolig i
g 25+ B AV AR B R 21
@
20 H Bz 4 R iR E -
5215 N B R S [E48~49 LI AKFERR Erythromycinfg ik B 7
0246 810121416 £21.0 mL 10% GA(FTHIFIE) &R
Days Wtk NA B A B AR -

[B150~52 LI R EEREGriseofulvin ~ Griseofulvinkg i BAEERR1.0 mL 10% GAFTHIHE) EHHRWR /)N
H B 4 R A -
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BOUHE - REIDMEENE REIER - #%
BITERS [N R e B HE 4 FEERIE
UCHBREEKE® - BEFf4REZE
BEMEEENRES] - BNE SRR RRIE
EHMRGHEE - Frik ARy LEZ S
MEELENFERA - HRHARERGH
5 BRI B AR R/ - JRENTLAE
RBERAHBRMEMERE > HEE
(AR EZE  HEFHEMHENTIFE
B KERNERCEEFREREES
HERTERI5~10% - BIANE B - ik
%~ BENE - RENE - TS - 555
%~ REEERCRBURES e R
BFIRR AT AE -
AETEIFThREE C KEEFT A REUH] - &
Rt RHE A AR EREME -
FEATS g RMmEI M A RS - MERE
T AERARE S R AERE T - FRE
FEEfE RRPEHIE - A S U BB R
=z RAERREEERENS > MEE
EgFE —E A RRRAE iR %
EREEELZZERBNEEARE - ®
BefER St $HE F AR R SRR DT AE R 1E
SRR RTAL -
RERERAM1998F 5 —F 8 AH
EHEEEERY B 2ETRELE
VISLELR E PSR AT IR At - LR AT M
Z1007F 37 B > Hh KRR RBRL T
28 (28%) » H30MEER B - KEEHT
EREAG T 64 (20%) - KEEFLAEFHA
FEEBREIRST  HELRE
Cephalosporin#f ~ Penicillin¥g ~
Aminoglycoside#§ - ErythromycinZg ~
ChloramphenicolZ2E8IB|[E % - Mi{EIS LR
FEmE R R ETAERR S 0 A5
B AR B LA 10 HT 4 SRR B L 5
B4 #H[E ¢ BJAmpicillin ~ Amoxicillin -

Cephradine ~ Getamicin ~ Oxytetracycline ~
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Erythromycin ~ Chloramphenicol ~
Midecamycin ~ Lincomycin ~ Rifampin#!
Bl - BUERERIRYE £ g 5Ugs
BRAE ~ LM ER - tREYL
52 25 i B T N PR S B g S O R B3
& o BEREARE B SRR I RRET LA
EREILASEESEENE - EAREERE
R A B — R & - FTR R e B 2 E)
VIS BZEMEREIRIE - BARRBRER
ERZ et 2%  MBERFRKETE
ReyRBLE -

HREER AR AME LB RE
o BRABEAERMELERREL
Cephalosporin#f -~ PenicillinZg -~
Aminoglycoside$f - Erythromycin#g ~
Chloramphenicol 25535 £ %% » BIXI DL AR
PR R E R BIAIE % - RRTERATAREDT
AR B R ETALE - FEINEES FE
RUBR A 2 A R RES - X > K
HARE LA REHRIBOR - M4 RE
FERERET RN ES - e RE
BERIGH LTS RL T ek o BN EARETLA
RHLERRF - WEAR - Z2MRA - B
ANETEREVLEERBEMEREGREZ
KEEfTARARA -
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Safety Assessment of Antibiotics
Manufactured in Mainland China

Shu-Hwa Lian, Chieng-Hsun Chiang and Chia-Po Lin

Division of Pharmacobiolody

ABSTRACT

According to a test report of drug sampling during the at first stage in 1998 by the
Department in Health of Mainland China(PRC), results showed that 28% (28 cases) of antibiotics
assessed in 100 drug samples was inferior. To verify the drug safety and the compliance with the
policy of the ROC government, we have continuously evaluated for six years the safety of
antibiotics manufactured in Mainland China. We conducting acute toxicity tests to determine the
safety and quality of these products. Several commercial organizations purchased for us in 1998
23 cases of antibiotic samples from Mainland China. Two case, of antibiotic samples exceeded
the valid period of expiration. The remaining 21 cases were evaluated using acute toxicity tests
on mice in accordance with the guidelines of Chinese Pharmacopoeia IV, US Pharmacopoeia XX
I, Minimum Requirements for Antibiotic Product (MRAP, Japan), Mainland China
Pharmacopoeia (1990) and Organization for Economic Cooperation (OECD). The results
showed that all of the antibiotic samples from Mainland China passed aéute toxicity testing
administered by systemic injection (6 cases), oral administration (14 cases), and subcutaneous
injection (1 case). All tested mice showed normal growth patterns. The results support the

conclusion that all antibiotics sampled & tested were qualified and safe.

Key word: antibiotic, acute toxicity

-107 -



	0091
	0092
	0093
	0094
	0095
	0096
	0097
	0098
	0099
	0100
	0101
	0102
	0103
	0104
	0105
	0106
	0107

