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Sug/kg
ADI

ADI

JECFA

24
17
1kg
10 30mg
21 :10
N- -2-
/@ ADI
N-
25mg/kg [/ °
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15 48 24 1 8
1 1 24 2
16 10 29
9 13 24 1 18 7 18
1).2)
6 8 4 6 12 9
6
4
0.04~0.12ml/kg 3
EMEA 25uglkg / © JECFA
a
-2- EMEA 0.25mgikg [/ ©
MRL
ADI



EMEA MRL

" FDA (GRAS Generally Recognized as Safe)
MRL
8
Medline
8
519 536

4,
ADI ADI

N- -2

0.005 mg/kg /

5.
@
@

(3) EMEA:COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,THIAMPHENICOL SUMMARY REPORT(1)-(3)

(4) WHO: Food Additives Series 43, THIAMPHENICOL.

(5) EMEA:COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS, 1-METHYL-2-PYRROLIDONE, SUMMARY
REPORT(1)-(2)

(6) JECFA:TRS 868-JECFA46/15

(7) EMEA:COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS, PROPYLENE GLYCOLE, SUMMARY REPORT
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EMEA (1997 “@ 1908 ©) JECFA (FAS38(1996 ) FAS43(1999

70S 50S

in vitro DNA
in vivo

5mg/kg /
ADI 100 0.05mg/kg /
ADI  0.005mg/kg /
ADI 0.005 mg/kg /



EMEA (1997 Y@ 1908
©).(1),8)
@)
(Thiamphenicol)
@
l|\lH
CHs; SO, @ ?H CH
OH
®) CioHisCLNOsS
4) 356.24
©)
6) 1643 166.3
)
2-1.
@)
( ) 30 mgkg
463
Tw 215 93
( 6 200 mg/kg

90%
( ) 30mgkg

@) JECFA

CO CHC;

()

(FAS38(1996 ) FAS43(1999 )®

(Chloramphenicol)

NHCOCHCL,

/
O,N— —CH—CH
N

OH  CH, OH
70S 50S
(finfish)
T
Ty 463 55.2
4



62% 47%

4 3.4% 10-12% 75 36%
( 7 ) 100 mgkg
24 82%
29% 53% 38%
94%
EMEA 30mg/kg “c
48 97%
65% 75 30%
4 34% 12%
72
( 10 ) 100mg/kg
24
31% 25% 93%
( 4 ) 100mgkg
7 86%
53% 86%
@
70 mg/kg 8
8 30%
8 24.2%
@
( 4 ) 125 mgkg
7 73%
1%
8%
@,6)
( 5 ) (30
mo/kg ) Trmax  0.5( )-2 Crrx

11.98-1654 ug/mL Ty, 1.53-1.80



( 9 ) (30 mg/kg
) 05 14 05
12.72 pg/mL 8.77,11.80, 51.33 ug/g 05
1 1 (9.33u0/g)
4 4 1/4
( ) 5 30 mg/kg /
Trnax 8 Crex 128 pg/mL  JECFA 1.28 mg/litre
0.22-0.80 pg/mL 4
®
( Fi 5 ) (30 mg/kg
Trx  1-2 Crex  11.97-21.27 pg/mL Ty, 2.88-4.76
( 9 ) (30 mg/kg ) 1,2,6
1-2
18.40 pg/mL 23.75, 16.63, 56.88, 19.79 ug/g
3
6 1/3-1/4
@
EMEA ¢ @
458 ug/mL AUCoosn  0.97 pg//mL 24 90%
5 1%
48 “c 5 50 mg/kg (
1 2 ) 48-72 95%
2 (Tw2 )
0@
9 4 10 3)
10 mg/kg Trnax Crax  10.2-21.6 pg/mL
Tip 2
Tip 229 405
500 mg 24 51.3%
6 ( ) 48

30%




©)

(SPF
60mg/kg

0.02ug/g

0.04 0.29ug/g
0.02 0.06pg/g

0.02 0.06pg9/g

(0.14ug/g) (0.07ng/g)

®

mg/kg 2 1 1

1
0.02ug/g or mi

151 1.09

0.02ug/g or mi
1.83

LW /) 30kg/mg
3 1,35,7,10
30mg
0.02 0.12ug/g

0.02 0.03uglg

0.03 0.04pg/g

0.03 0.05ug/g
SPF LW /) 30mg
0.02ug/g —
0.07ug/g
(4.57u9/9)
(0.05u9/0) (0.02u9/0)
0.02 0.04pg/g
2 31 3/ 1 30:
3 13714 21
2
156.2
0.30 0.17 0.09 0.04p0/g
2 14
31 3 / 1 30: 60mg/kg
1371421
2
20.08
0 66 0.59 0.27 0.21 0.14 0.04p0/g
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7 3 1
14 21
2-2.
L) @.4.6)
ICR 2000 mg/kg
Sprague-Dawley 2000 mg/kg
LDs dd 7000 mg/kg Wistar
5000 mg/kg dd Wistar
LDs, dd
379 mg/kg 368 mg/kg Wistar 339 mg/kg
LDy dd 4300 mg/kg 4190 mg/kg Wistar
4000mg/kg (mix) 2000 mg/kg
@
@.@.06).6)
Wistar ( 5 /) 50 mg/kg / 4 200 mg 2
400 mg 10 400 mg
15 20 10
2
200 mg 3
400 mg 5
200 mg 3 400 mg
400 mg 6
200 mg
RBC
400 mg
200 mg
b
400mg
2
b 200 mg 50 mg

5000 mg/kg



NOAEL

Wistar ( 10 /) (0 50 100 200 mg/kg /) 6
100 mg 200 mg
6
8
50 mg 100 mg
¢ 200 mg
6
Ht
100 mg
200 mg 8
100 mg
200
mg
NOAEL
SD ( 0 /) (0 30 45 65 100 mg/kg /) 13
100 mg
15 8
65 mg
65 mg 45 mg
65mg
65 mg
8
65 mg




100 mg

mg
30 mg

NOAEL

F344 ( 12 /)
21 39 mg/kg /) 13

1 1
250 mg
250mg
250 mg
500 mg

500 mg

125 mg/L 9 mg/kg /

NOEL 9mg/kg /
Wistar ( 30 /)
1 5
120 mg
mg
6 7 343 102.9mgkg

30mg/kg

/

/ 65 mg

hepatocytic reduced basophilia

65mg
/

(0 125 250 500 mg/L

MCV RBC

125 mg

250 mg

(O 40 120mgkg %

4 8 16 24

120 mg

120 mg

10

0 9 17 36 mg/kg

AIG

45
/ 0 12
BUN AP
2
120



@.@

( 4 /) (O 40 80mg/kg /)
12
80 mg
80 mg 4 4
40mg 2 80 mg
40 mg 80 mg
(muco-membranous enteritis)
80 mg
pancreatitis) (severe depletion of haematopietic marrow)
( 4 /) (30 60 120 mg/kg /)
120 mg 3 4
60 mg
60 mg
NOAEL 30 mg/kg /
( 7 1) (0 15 30 60 mg/kg /)
2
60 mg 1
30 mg 60 mg
2
60 mg 4-18%
RBC Ht 30mg 60 mg
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30mg
30mg 60mg

30mg
60 mg

NOAEL  15mg/kg /

©)
2 @6
F344/DuCrj ( 50 /) 0 125 250 mg/L
14mg/kg /) 2
250mg/L
250mg/L
250mg/L

12/50 250mg/L  19/50)

F344
NOAEL  5mg/kg /
O]
2
@
Wistar ( 30 / ) 0 120 180 240mg/kg /
5 5
50
( ) @
SD (210 /) (0 30 60 120mg/kg /)
15

Fi F,

12

5 11mg/kg
JECFA
4 8
21

60 mg

/

60 mg
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60mg F

Fi 30 Fi
F
QIO
Wistar 9-14 (0 25 50 100 200 mg/kg /)
(12-18/ ) 20
25 50mg (10-12 /) Fi
100mg
50mg
50mg
F
NOAEL  25mg/kg /
Wistar B /) 1-21 (0 40 80 160 mg/kg /) 1-7 714 14-21

0 80 9%60mgky  /

©

ICR-JCL 7-12 (0 25 400 1000 2000 mg/kg /)
(1520 /) 18
25 400mg 10 / F
1000mg
1000mg 400mg
F

NOAEL 25mgkg  /

@.6)
(10 /) (0O 5 30 60 80 mg/kg /)
8 16
80mg
( 16 /) (0 1.25 25 50mg/kg /)
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29
2.5mg
1.25mg 7-9
(5) @.®)
invitro invivo
invitro
Bacillus subtilis H17(rec"), M45(rec), 1 10000 pg/mL
Escherichia coli W3110(pol.A"), P3478(pol. A) | TPor TP-G !
Ames Salmonella Typhimurium TA1535, 1 500 pg/mL(xS9)
TA1537,TA1538, TA98,TA100, E.coli WP2 | TPor TP-G
UvrA
(Saccharomyces cerevisiae) 2.8-140.3mM(£S9)
DNA 500 1000ug/kg
HPRT V79 50-5000ug/mL(+S9)
700-3250pg/mL(£S9)
invivo
2500 5000mg/kg
TP PG

in vitro

in vivo
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6) @
(MIC)
Bacteroides fragilis(42 ) Bacteroides melaninogenicus(59 )
Bacteroides and Selenomona spp.(21 ) Fusobacterium nucleatum(8@ ) Fusobacterium spp.(12 )
Peptococcus and Gaffkya(17 ) Peptostreptococcus spp.(15 ) Anaerobic and microaerophilic streptococci(6
)  Gram-negative cocci(7 ) Eubacteriumspp.(7 ) Arachniapropionica(2 ) Propionibacterium spp.(4
) Actinomyces spp.(16 ) Lactobacillus spp. (10 ) Clostridium perfringens(8 ) Clostridium spp.(27

) MIC
(ng/mL)
MICs, MICy
B. fragilis 42 8.0 16.0 20 160
B. melaninogenicus 59 1.0 20 01 40
Bacteroides and Selenomona species 21 20 16.0 05 >64.0
F. nucleatum 8 05 05 05
Fusobacterium species 12 1.0 1.0 05 20
Peptococcus and Gaffkya 17 20 4.0 10 40
Peptostreptococcus species 15 20 20 05 40
Anaerobic and microaerophilic streptococci 6 20 16.0 20 160
Gram-negative cocci 7 10 20 05 20
Eubacterium species 7 4.0 8.0 20 80
A. propionica 2 10 20 10 20
Propionibacterium species 4 05 8.0 05 80
Actinomyces species 16 10 20 05 160
Lactobacillus species 10 20 4.0 05 320
C. perfringens 8 4.0 4.0 4.0
Clostridium species 27 4.0 16.0 10 640
MICs F nucleatum Propionibacterium spp.  0.5pg/mL
(MIC)®
489 MIC
(ug/mL)
MICs, MICy
Bacteroides species. 1 2 16 1-128
Bordetella species 9 32 32 16-32
Campylobacter species 17 8 16 4-16
Clostridium species 37 2 4 0.25-16
Corynebacterium species 10 2 16 2-16
E.coli 61 128 >128 16->128
Haemophilus pleuropneumoniae 7 05 1 05-1
Micrococcus species 6 05 05 0.5-8
Mycoplasma species 9 1 2 0.125-4
Pasteurella species 71 1 2 0.25-128
Salmonella species 34 32 32 8->128
Staphylococcus species Y 8 32 4->128
Streptococcus species 123 2 4 0.5->128

15




MIC

> CFU/spot MIC
pg/mL
Thiamphenicol
MICsp
E.coli 30 64 32->128
Enterococcus species 30 8 8-16
Bacteroides species 30 8 4-8
Fusobacterium species 20 1 0.25-2
Bifidobacterium species 30 4 1-4
Eubacterium species 20 4 4-8
Clostridium species 30 16 8-64
Peptococcus species /Peptostreptococcus species 30 2 18
Prevotella species 20 4 14
Lactobacillus species 30 8 4-16
Propionibacterium species 30 1 1-2
MICs, Fusobacterium spp. Propionibacterium spp.
1pg/mL
@
50 40ug/kg 35
7 14 28 3
()
@.(.0©)

16




ADI

2 NOAEL 5 mg/kg /
1.25mg/kg /
ADI ADI
10 10 100 ADI  0.05mg/kg
/
invitro  MiICso JECFA
ADI Fusobacterium nucleatum Propionibacterium spp.  MICso
0.5ug/mL 220g 40% 60kg
JECFA
ADI(mgkg /) 00005 (mg/mL) x 220 () 00046 mgkg |/
0.4x 1 x 60 (kg)
18 )
VICH ADI MiCcalc  0.003118 mg/mL
0.7(1-0.3) 220 60kg

0.003118(mg/mL) x 220 (g)

ADI (mg/kg /) 0.016 mg/kg /

(1-0.3)x 60 (kg)
JECFA ADI
JECFA
ADI ADI
ADI 0.005mg/kg /
ADI
0.005mg/kg /
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(1) EMEA:COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,THIAMPHENICOL SUMMARY REPORT(1)
(2) EMEA:COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,THIAMPHENICOL SUMMARY REPORT(2)
(3) EMEA:COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS, THIAMPHENICOL SUMMARY REPORT(3)
(4) WHO: Food Additives Series 38, THIAMPHENICOL  JECFA877
(5) WHO: Food Additives Series 43, THIAMPHENICOL  JECFA959

®)

Q)

6) 10 2003
© (2004)
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ADI

A/G

ALT

AP

AST

AUC

BUN

CAMP AMP
CHL

CHO

CPK
GOT

GPT

Hb (
HPLC

Ht

LDy

LOAEL

LOEL

MCH

MCHC

MCV

MBC

MIC

MLA

NOAEL

NOEL

RBC

PEG

TBIL
Tcho
TDI
TG
TLC

(-AST)
(-ALT)
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