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ASF/EEIL, EMEA LR—(1997 ££99, 1998 4E%), JECFA LR— MFAS38(1996 €0, FAS43(1999
O R UEBMREREGORERFTEHEEZ2EIC, ST ELHEMMRERE L30T
Béo

FFL7z=a—)LIEEEN., EAMICO/OS LTz =a— L EFLL TEY., BOREARNILER
DEMNERITH S, IRIE—FOEFERROCTHANTHY . IO 70S YRV —LD 50S YT =y
MZ#EETHI L&Y RTFREREEREMREL . FAREERFRET S,

BB OULNTIL, in virr OHHE, BFRUErESOHMIZEML - DNA B85, 228E
B, REARESER BV in vie O IABIMEIEROLThEBETHY, F7 7220~
JNTBIESEERSALEDEEAON D, T BIFAIRSGENEELOND, ,

REMSROESEEOR/MEITSYNERV-2ERRNAMSRED Smeke BE/BTH-. =
2R84 ADI XS ZERELEL T, R2FM 100 TRLUT- 0.05Sme/ke AE/REREL -, —A. HEYEER
EEHNLMEHENT- ADI  0.005mg/ke fAE/BERRELT -,

LLERY, FPU7xma— L OB SRR = DL TIE, ADI &L T 0.005 mgke HE/BEREL
Too 158, FRIMMEEEZ AL OLWTIEAEEE T DRENRSY . CHIOWTIHRETTH S,



FF o7z a—)LOBGRERRIE = OLT

EMEA LR—(1997 ££92_ 1998 464, JECFA L-7R— F(FAS38(1996 £5)™, FAS43(1999 45)°
EUEAEERORER R TSR R BT T 0 REMR = EE L,

1. EH|OBEONS®
W#IHB
F7 27 = = 3—}(Thiamphenicol)
QAR
<H&E> 05 L7 £ =a—){Chloramphenicol)

ITIH—CO-CHClg /NHCOCHC[z
CH3;—S0,— —(IT»H—CH —CH,0OH ON— @ _ (I:H _ C\H

OH OH  CH, OH

Gy F F o CpHCLNOS
@ws F &’ O:35624
GERICHEITAER  AEEREOHRT, [THEWNIE . BREHTNIEL,
() =1 : 164.3~1663°C
(ERBRRUERRS
F7 U7z a—)UEAEEN, EENIZ/ NS ATz Za—ALBULTEY., BULHEARY FLE
FOARNEHRITHADRE—HOFELERIOVTHENTHY FED 708 JRY—LDS0S HT1=y
MI#ERT DI LIzkY . RTF FEGRESREZEEL. FARESREEET 5.
FTUIToa—LETRIEY ZBMFERRIE, ENTIEE, K SOSETREEMEOM, &
WTHERASA TG, BITBOTHE, K. 4. FRURHE (finfish) (T8 L THEAMID LA TS
M, KEIZHIFDHREBTALL,

2. BHRBROBE
2-1.0RHR « 5340 « 134 - bt
(S5 MzBIT2HERSER] @©
T MR, BTFEITHNT, 30 mgkgy FEDF 7 U7 a0 LEFHRPIRE LIZEED T (&
463 3 ChHhoTz Ffz. 7/ /VES—)LTHEEN-TZ Y MIBWT, VRS L7 z=0—/I0O
TieH215 BH5 93 BT =D L, FPLI7T=a—LTIE T 463 535 552 HIZEREL
T=o
Ty MEREAFH. 6IL) 12200 mgkg HREDTFTF 7 z=2—/LEHEREOHRS L, #5414 6BM8E
TORPMSIE, BRERO 0% EARE AL LTRSS -,
S MR, 8T 30 mgkg FEOF 77 23— ERBOHHIHHRANIRSL., 85848
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BEETORBMND . ThTh 62%, 7% EIRSh., [FEAENKREILETH oz BTG (%
5k 4 BRFE CIZ 34%ASRELA. 10-12%08&E L LTRE Shi-, Zhh o375 BFEEINIC 36%
AR EN, EDFEALIIREETH>T=. BEPITTE. BREFETLiEh kU SRESE
B, ELIHEEALREShEN 1=,

I—TILCHE:LT=5 v MCRIFBA, 5 7 ID)IZ 100 mgkg FEDF 7 o 7 = =a—/ILE+"eI5RI%
5L 24 BEFCTORETERPOREDZER -, BERSEEDH 2% 18+ & Reph L ENRE M=,
BB 5 DO EHLETH 20% T RPN S OEUNEIFR 53% TH o Tz EMDF 38%NT Lo O B
BEETH =M BHPIZRS EHU9%D T IV O VBHRERTH - T-.

COfth. EMEA B LAR— MIBWTIERD & SITHEShTIND, 5 I 30mgks (FED “C 1558
F7 7 2= a—)LEERREORS L, REUVEFER L =48 RELAICRRES 0 97%, S h,
TD55 S%HRPTHE Shiz, EIZIE 75 BREIETIZ 30% L et Shf-, ChEDIFEALE
(SRIEALETH o 1= BRI (TR EE 4 B FE CIZ 3 4%D R T bR, 12%A864 & LTI S,
Fi, SR~ OSTKANRRSNTEY., RERLIZLAELTOHEBTHRNEO h, BEtER
ETHo-OEFREERTH 1=, 115 72 BERICIIFRUA DS TOEBRTE TR & B o1

[ELEY MBS EERSRER]

ARy MULES—ILEI LS U THEFLI=EILVE Y MGRITEA. H 10 DI 100mgkg REDF T >
7 2O ETIRIANEER S L. 255 24 FEIOE A & RP OB ETRA -, BRE20H
31%H B LR S ENRS A, BB & OEMEIER 25% Th T, REMOH %R Lo
BRAETHo 1=,
RURWES—NLET LA THELIZENLEY MR, # 4 M 100mgke FEOFF Y
Zx=a— L EFRRS L. 5% 7 BRE TOBRThERPORBDET -, LIRSEDH 6%
HRE R ERPA S ENRE . BB S DENERITH 53% TH o=, REHMOH 86%A 7 L0 O &R
&R TH T,

[f Rz 2 BEHRSHER] @
A XU 70 mghkg BRDF 7 7 x Za— )L EF+HEFHEERE L, 54 8 BRFE TORPORH
AR SN, 8 BRI SED 30%A RPN ORELHE L TH S hi=. BRNRETIE
. S EFEIEMNIZ 24.2%DEREHARICHEE S iz,

(w1 ZHERRSHER] ©
R MW ER=NEILE THEELU VARG, B4 L) 125 mgke FEDF 72T
—a—/LEERPIRE L. R5% 7 RREETORT ERPORSHDER -, BIREEDH 13%HEE+
hERPMOEMREN. 03 BIEHM D DENEDL 1%EETH = REMDIELEAEHEELE
T, 100 UBIEEEDRISIH % TH 1=,

(T4 B EERSEER] @0
FIE(S5 2 FL—REXRT—T Do—03E s BIZHTHF7 27 = =a—)LOBEEFHANEGO
mg/kg FENRFITHEIVT, T (X 05 SERAORRIN)-2 FEITHY . OO MEREED Co
11.98-16.54 pug/mL. Ty (3 1.53-1.80 BRI CdH 7=,



FI2(5 2 FL—RERT— Lv—035HE 9 B)ICF 7 2 7 = = a— )L HEFHEAG0 mg/ke &
BERRSL. 05, 1, 4 BEEROESTLMAEESh -, IE, . i FROBEERS 0.5 BiEkIcE
SiEZERL., BSEnEA 12.72 ng/mL. EREERTIEIZ 877, 11.80,51.33 ng/g TH-oT -, [RETIL05.

1 B DEHRFENETH 15 | BREERO3Bug ) ETah o, SEtss METREREDOLE
TIEERIY 4 EOFBREZT LA, WIhORERTSH 4 BRIEICITOHERED 14 LUTFISRALT
Ly,

TR (GEFR)=BTZF7 T =a—1L0 5 BRERSE (0 mgkg (KE/H) Z5CHLVT, Dt
T [THIEHR S5 S BEBEITHY . FOROD Crn (£ 128 pgml JECFA FX TClE 1.28 mg/lire & 50#) T
&t FEHRIR DT Mg R 0.22-0.80 pg/ml T, BHEBRE 4 BRI, BHBRRG & o
1=

(it 2 BENRERER] ©

F oI RILR R A LA, F BT 5 BITHITEF7 27 2= a—/)LOBEEFERG0 mykg FHE)
BEIZHBNT, Tl 12 EHETHY  TOROIEFRRED Cou (& 11.97-21.27 pg/mL, Tip (& 2.884.76
BSfEICH 1=, ‘

FIURILA LR A BB ZF T 2 7 = = O—/LEEEFHPING0 mgke RENREL. 1,2, 6 BEEO
B oM ARSI, MUF. IR fii. B, S, 55 12 HRROREIFERERT. TOR5
(Bl 1840 pg/mb., EMESRILIEIZ 23.75,16.63, 56.88, 19.79 pg/e THot-, ElEBE MESPESRE
OHETH, MEERIEEFREETHY. METIELOE <. BRTEHE SoEREERLEA.
LWFhORRTH 6 RERICISEIRED 13-4 BECEL LTLV =,

[=7 FYIcHIT B HERSHER] ©

EMEA OFEJB(CHNTITOA S—IHBHAMOLNTHESh TS, “C EFF7o 7z
I—)LOHEEREND 05 mg/kg REHESZEH LT MIRH T (5 1-2 B £ DBFD Cr [FHE 6.59 pg/ml.,
M 4.58 pg/ml.. AUCoa4 (& 0.97 pg/mL T o7z, 24 BEILIAIZRSZE0OH 90%hRELiFE L THEH
RSN, 5 BRICBTSHEELELSOHRORERL 1%RGEHE ST,

JO45— @8 F) #ELV:“CEREFT L7 =a—L0 s BEEO (S0mgkg FAE) BEIS5E
1 B 2 B TER)ITHELTIE, 48-72 BEIEIIZH 95%ART LA THER Shi-, R URE T
TOHEEL2BEZR LT DEEHLZ L),

[E FRS LT ¢ FIzBI+ 512558 OO
E MRS T4T BERF LT+ 704, FFEEBEEF44, BiE10, E3)THTEFFL 7=
J—/LOREARA (10 megke FE) REICHUT, T [TREEE T, TOKFOD Coux (3102216 ng/mL.
Tiz 138 2 BRI TH Tz ChioDONT A4S~ FFREOEETZO hEMh oz, —A, 7034
T x=O— L TIHERRS 71 7 EFBEREICEIT2 T XEhEh 229, 405 BEITHof=, &
f=. 500mg OF 7 27 T =0—)UF0EITIE 24 BB E TIZ 5S1.3%ARbA SigH Sht-,
Eb @EE6R) (SHTIF7LI7a—LOROFETHREICHET, 48 BEkciSa
E80 30%A RS ShTLVA,
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[T5ickiT575MEmE] © _
2MAMO TR (SPF &, LW i, 1 5FHICF P I x=0—)% 0mgke hE (EREEEF)
BV 60mg/ke BE (2528 (23 AFES L THARESTZ L. B8185%# 1,3,5,7,10 BICHA. BEH.
FHig, BRECNEORERSBIERIh . BEEBROERICONTHE. UTORITRESATEY., »

ThoBSHIEWTHREKRTH S ABLE I TORH TREBRERETH > =

@ HREFHEBRN3I)
BEREHROBE
o o#H 1 3 5
e ND ND ND
=i ND ND ND
EZAR | NG 0.02,0.03* | ND ND
= at | R ND ND ND
i ND ND ND
mig ND ND - ND
ST 0.05 ND ND
S E R | 0.07 ND ND
e ND ND ND
BAA ND ND ND
N 0.02,0.06% | ND ND
2EEE | IR ND ND ND
B | 0.04 0.03,0.05* | ND
itiks:y ND ND ND
SEBERIEREY 020 ND ND
SESEMIEREAREY | 0.05 ND ND

- Bifyld po/ml Ffzldpgle - ND: BHEBHREE - ()3 40 1 HIHMRHBRAR

FICHBZRLS T2 H Ay, SPFEE. LWiE. 16 BBEH THIEL-REBRBOERIITRED
FTRESNTLS DEREHRBRORR L I 5% 5 AEMRI2TOFRHTREBRRS Lo 1=
@ BEFEBNI)

REES%OaH
28 1 3 5
FRE ND ND ND
RERA ND ND ND
BA | NE 0.03,004* | ND ND
=R | R ND ND ND
i 0.03,003* | ND ND
M3z ND ND ND
FESTERMI AR 0.04,006* | ND ND
FESTERMY FEFEAREY | 0.02,003* | ND ND
AR 0.02 ND ND
it ND ND ND
Nea 0.05 ND ND

7



2fSEE | FFHE ND ND ND
B . | 007 0.02,004* | ND
s 0.02 ND ND
AT 4.57 ND ND
ST EBRE | 0.14 0.03 ND

- BifIld pe/ml F=lTpe/e - ND:BRHEEBREE -« (x)IF 1 AHERHBRERH

[*lzbi+ 2R EEER]©
23 (RIVARAAR, b, 27 R 31 58:3 BEAF, B 1 BB ICF 7 71=0—)L (30 mg/ke REEH
EEE. 0mgkg (FE:2 f§8) % 3 HEEMTRRIREL. 88591, 3. 7. 14, 21 B) ICRERES£OTRRE
an R U RO REHRASEE S,
BREABOBERIITRORTTRINTIND, ChoDER. $SRERSHTERKIRS%R 788, 2 £51%
5#Tl& 14 BEIZETOHMD F o7z —a— i IRRER S oT .

THEBHEBRNNSI)
R SROBE
E = 1 3 7 14
i) 0.09 ND ND
ilin] 0.04 ND ND
FR | /B 0.17 ND ND
Re=ar | FER 0.30 ND ND
B 1.09 ND ND
g 0.17 ND ND
FESTERIAEY 1562 | 958 ND
SHECIERSE | 151 0.03 ND
il 034 0.02%* ND ND
iiin) 0.06 ND ND ND
N 0.30 0.02% ND ND
2fEEF | TR 046 0.06%* ND ND
X 1.72 0.17* 0.07%* ND
Mig 029 ND ND ND
SETEMI R 2299 | 197 307,025* | ND
SR EERGEY | 1468 | 4.96 1.20%* ND

- Bl pg/ml Ffldpe/g - ND: RHRFKE - (k) 3 Hl5 1 FANRHERRRGS
« (k) 3 Bich 2 FIARIBRARR

FILEEBRCRIED VL GRILARA 4, i, 31 B6:3 SE/RF., X881 BB) 2770z =a0— L GO ERR
=&, (Omgke AE:2 58 % 3 AFIEGHEEMNEREL, S8510(1, 3, 7, 14, 21 B ISRBIRSHOTARES.
ESEUMERDOF 7 Ir=0— L OBRESRENEHESI -,

RESBROERITRORICSTRSN NS, FF7x=a— L OEEREL, MLz, WThoif
RICHEVTHIREL . BiRiRE# 7 BBICEHESSIC 3 ik | PIOSEMEEEGRA A SMEBOF 7L IT
ZO—LERET ADH T Tz, 14 HE T, BREELICT R TOREIZH O TREBREFRETH-T=.

8



(QFLBHER(N3)

223445

OSEHERER @), ),(6)

ICR :< 7 AIZxd 5 2000 mg/kg AEE TOMBINRIRS ZH ULV TIHEEEE BIETBIEEED Shiih-o
T=.Sprague-Dawley v MI319"3 2000 mgke REE TOHARRSIZE Tl & £ FETBindsid

it

Ff. BOBSIZ& S LDy iX dd BRIV TIHHEREE £ 7000 mgke FELLE, Wistar 5 b T30
HE& £ 5000 mgkg BELLETH o 1= BRI E TILA BT IR Wistar 25 v +OMERE & £ 5000 mg/kg
FELETH-Tz. FTU 70—V T N3 — MEBIEEFHRAIRS LI-& 3D LDy (X dd T
RZOMET 379 mg/kg HKE, BT 368 myke (A8, Wistar 25w Clalfs ¥ 339 mgkg FETH 7=,
BETBE L& 20 LDy & dd eI ADMT 4300 mgkg FE, HT 4190 mgke FE, Wistr BS5 v b
Tl S £ 4000mgkg FELLETH T, 1 X(mix)l=xF 3 2000 meke FEETOROFBEIZHL

THRLEEMIEED GEhoT=,

QESMHMHER
[5v FEALV-EatEitiEeg] @960

Wistar oy MIEEES 5 B3 ZRALVT 50 meke AE/BIRE5EE 4 4 AR 200 mg #5843 2 7~ AR
400 mg P 53T 10 BRIOBHHROREIZ LD EREHEHHERNEHREIN TUVD, 400 mg iR E5EHIT S0
HER T TR MmO - H 28 15~20 ATIELL-=8. 10 BRiCiitizEEESh -, e, —5

- Ckk) 3 {5IeR 2 RIASERHIFRSRAHS

RSN B

& 1 3 7 14

il 027 |ND ND NA

Refh 004 |ND ND NA

wH | /MNE 014 |ND ND NA
=i | P 059 |003** |ND ND
B 183 |002%* |[ND ND

e 02 ND ND NA
SRR 2008 |0.13 ND ND

SRS ERRAEEY | 066 | 0.1 003** | ND

%) 079 | 005 |[ND ND

HERA 045 006 |ND ND

TNIZ 048 [002** |ND ND

2{E=5F | AR 154 [o014* |ND ND
B 406 020 |ND ND

M 086 [003* |ND ND
SERTRBIIAGES 461.1 | 2251 ND ND
sSHEEERRAEES | 282 [ 015 002%* | ND

- BifiE pe/ml FholFpg/s - ND RBBREH - NA: AR

13 2 EEOEEHREARESH . REICLHEERRENRES N

9




—REVEEEIEREREE T, 200 mg TS HO 3 BEM SRt CHFEINFEHoh . HREAICITAE
{EAERD ST, 400 mg BRSBTS BEFEIDELLTH, TR, HELER2U, ChoOfERiZ
AR < (L L=, )

ABEAETIE, 200 mg IESFETIL 3 8BS, 400 mg BEHCILITSRHAER, SHTECAERMASH
BUT=, 400 mg RS HOEERHCIE. 6 BURICILERICEEL .

BR. MASFARE. MBELREEE. FREEIC OV TIRERESh TUVEL,

[RRBREETIE, 200 mg BEHOMTHEE, FTUROENEEORDIEDLN., HIRESEOHR
DIFFECH o=, FMAERIC DO TITERESH TUVELY,

iz - RIBEEENORE T, 2 TORSHTERICAULTERIOEREFIEMTH(T5 RBC DR
LA FREERTFMICERD O, T 400 mg IREHTIXAIREMERARIZFES HEL CL SRR U TTEEED
HBEEE A BB B L TLOBHARED ST, 200 mg BLEIRSHCHREIZH T DHARREO BRI DEL
h° BB, BB FFROBD. FIBREOER. BROERLETHRRONEDON .,
CHSITIMAT 400mg HEHTEIBEROREE LROEH. HEEORM, USA . FIE. IRROER.
PO ZEREH RO, IEEBFRATIE, FRinBkAV IR, EfFHEOERERU A, Hh3E2 B/E. =
NhoOFRIE—EHONCEETALEENEHONLDO0 ., BRERIIFLAL EETBRMEEEL .

FHEBIEEAFBLTLSIEMD, FHEIZEALE Moz, FFBRIZHITS NOAEL (TR LH >
=R

Wistar wh (HE 10 TEHERL-EED (0, 50, 100, 200 mg/ke HhE/H) HREILS 6 »ARIDER
HEHSERICSLTEOON -SSR RIT LT ORY Thof-.

— A ESERAEREIEE Tl 100 mg FTORSHTIIHIREIIZHoh M o7-58, 200 mg 5
TESREENSBYRR© THAEKE RIS RENELL. 6 EEMSIEIERIFECLIETH
2116 8 BRI CHERLITEYIO I =,

FEZETIE, 50 mg FESEHIARBLHELTHLAEML . 100 mg REFFTEHEROEFITIEMN
BOMHERLZEBH N -HREHEITAD TS, 200 mg IHSHTCILIRGRBEN DHF IO A
Ao, EEHITIEHFEOF LA EOHLh =,

R, MiRA{LRREE., RIEEICS DL TIERESh TUVEL Y, MiZERREIZ DWW T, 6 ¥ B0
S8 THIZ Ht O&FRESh - EHIREBRBEO S hishof-,

EFEE TIE, 100 mg REFCTHEREUCRROMESESA R LR TEEZRLED, HHES
TIEEEZBO OGN o, 200 mg IR5HTIE 8 B A TERLTHY . FERUVIHE. BlF. IHeEE
EOREROMTESIEEERL .. SOIZHERITENER THEBEERLI,

Hiig- AR ROIRE T, 100 mg L EDORESFCIERO SiEReD ZER & A REE = &Héiﬂlnﬁa)
. TEAOERIFEHROELD ., REOEHERUEFROERL. B8 REOEMBI DL, 200
mg LLERERTIRSHICHRICHUL TR OESIDELN . HORME. S-oMm. "“-Ej”ﬁl..#si%i'feﬁ:‘ka)
FhEEHoh-,

PERIEENTRLTLAIEMNS, FHEISIT AL VM oz, FERERIZH TS NOAEL [TkdDHNiTH-

P EEATIE. RIS BT ORIF OE AL 200 mg FRERELLE & SEBRENTWAR, FEROER T S0 mg REBET LR
ORI TNA,
° Rt ERI X TV R

10



T=o

SD b (RS 30 E/ESZFAL V=300, 30. 45, 65, 100 mg/ke FE/BMRSIZLS 13 BMOE2HE
EHFERICBL RO LN -SRI TOEY THoT-. 100 mg HEH TR SHIRP OB LUE
LEENFIE SN -, FEFEN-Th 15 ISR T%# 8 B BEHHENSRESIL. A LD
BRI RESN .,

— RS EREREERER TIE. 65 mg LEDREFOIEHTERIL. HE. Bk, HEEE-OHMREN
Ehoilz, ChioOfEkiEEERA R RS-,

FEZAETIE, 65 mg Y ERSEHTHREQEMIMEIE LJITEONED o, BEERIF 45 mg LLERES
HCEEETRL ChoZEERmbIcEEL .

IRFHIBRETIL. £TOREHTHNE. BMREAERVANRRO R . MEEER/ D A—
A—DIETIZASEEH CBEARED LN, 65 mg DLERSEOBETE, FRMBRE U A MBS EER
BB THIEEERL .

IEAELPHRETIE. 65 mg LLERSHCHRU B R8T 5/ S A—4— | TZZENBDLI AT,
8 BiEICiETERICEEL,

HBEES T, 65 mg UEREHCTEERBOEEORIMNEBHONN, EEHHREICIT, HRER
LYTEHELY =

BETIX 100 mg HSEOMMTHIEE LR, BT, IR, RRICEENBHoNT-, Thbid,
EEHAREIR SR RERL Y TEEL -, RV BHEERLEAS 65 meg SLERSHOHECEENL .. EEHAREE
LOFMESED LN

RSP RIRE T, MAEEEO BATREE CHE VO THERN Y SRR 22EABH LN, 45
mg FESHTCITHEOFBSEEOREMEET hepatocytic reduced basophilia) . MED BRI =35 112 850
AOTTHEDHTHY. 30 mg REHTIIRBIREIBOHONGTM 0T, 65mg LLERSFCIIHEHORBLE
RHROED AT,

AFRERIH175 NOAEL (X 30mg/ke (A E/HERFBH THT=,

F344 S NERES: 12 LB % FRL=8RZK(0. 125, 250, 500 mg/L; BE:0. 9. 17. 36 mghkg {RE/H. M:0, 12,
21,39 mgkg FE/AIESIZED 13 BREIOESHSHHEERICEVL TEOLNW-BHRRIZL TORAY T
otz REREIECRIEEH oo,

FEZE 1 ERIC 1 EOEETAESND. £TORSHCHREHEENAERMENFDHER
. 250 mg LLERERTIEIBEETH 1=, ERE. SUKEORBITRESH TUVELY,

IREARRTE Tld, 250mg IS B EIZE LT MCV OEIE. RBC RUIVIMEEIO RS, (b3
ETIL, 250 mg BEHRULOMTRE-ABE, Lo L, aLAFO—ILOEIE, A/G ., BUN, AP @
SEALTHAREHEN RO SN, 125 mg HEHEHEOTH, LWOMDNTA—2—TEEHE
HoNM, WTFhABRUNEICEER N CERERATH >

B3R E 8T, 500 mg I5H CHiRS BROIEES O, FIROBTES DRI EOLNT =,

FIRTE. 2 TORSHTEROIEEN RO -,

RIS RIRAE TIL, 500 mg BSBHTEMOERIH. HRICHIT B LREROZEILE. HFHR
. HE, BREEOBETERONRED O, 250 mg IHEHTIEChL EFEO T LIRS,

125 mg/L(9 mgkg HE/B)TlE, BEOCREREHE-F7o72=0— /L OEMS B RS
11



BIFRHOLNTLVELY, Tz, MERERUILEE LM D A—4—DE(LE, EEHEENEEALE
&5 NOEL I3 9 me/ke A8/ &SI =,

Wistar 5w b O(MEEESR 30 T/ Z FAL V=B E15(0. 40, 120 mg/kg HEN= L5 6 » ARID EattEit
HECBUL\TRBOON-EHFRRIZUTOEY THoT=. BH. FERVIEMEII4BETILE2E, 0
#I%E | BIESH. Al s TERE4 | 8 | 16 U 24 BICREFEIRLU-HRETEFESE, YUTO
BEZEML-. 48, FEERPORELN. BREGTER) . RERUEHR AT . RUTERSFICD
L\TERSN =,

BEHEIE 120 mg REFTRILHABH LN, HTITEEENEN AEHEMS DRBBIOESREELITH
PDLf=,

MEZE, MiEE{EPRBE CREIROLIEhof-, RIRE TR 120 mg BEFHCRPITT LTS E
~NESOEUHBHENT -, ~
IR CIEREERHONEh of =, SRR EL, MBHL 120 mg REMFTHEEShI=A. 120
mg SR TCIIEETRFOMEELD 3 BLEHZEH LN -,

[ XZAL-EStEEERE] 99

E—4 LR (S 4 THFERU-ESTLh7R/LEEO(0. 40, 80 mgke AE/B)IFSIZ&L5 7 RO
BEAENFERICBULTROON BT RIIUTOEY ThHof-. 8. FELBI TS 2 TIXRs
EAE T £ 12 BRI EEERA SRS ., RS EHERARES -,

— RIS T, BEE B TIRSERICTHNRD LN, 80 mg HEHTIHERIIHFRE
L1z, =, 80 mg RS HCIIBELCHEAEAERESN., CThioD5h 4 58T 4 BEF R TEIRL

FEZEL T, 40 mg IR 580 2 EHCRETEME, 30 mg IRSHCIHEENZEH S, IEEHRIE 80 mg
REHCREERL .

IEFFHRE TIE, LD/ TA—E—THEEAN B oh = BEEREE I A o7,

FRSETIE. 25RO BRI CR-ABOEIAZED -,

BIETIE. 40 mg BSHCERERERBICULA . 80 mg RS CIIIEE CHMMEEE, UFAEOKS
R 2% (muco-membranous  enteritis) R U IIRD BB EHONT=, ChbIXEHERIEIZIZEDLS
Nhipllaof-, REEBFHNRETIE. 80 mg HEHTERE:, 1BMEL 1R 2 (chronic sclerosing
pancreatitis), Bazt, B8 <H(T S EEOEMOD R (severe depletion of haematopietic marrow)., IR > 7 \Bk
DRI BHONT =, ChoTERERERICIEEDSNE{EoT .

E—J VK (BEEEE 4 BBEHERL-ESF AT RILEEOGO0, 60, 120 mygke (K8/B)IR5{Z&5 4 8
DEAMESHERRICEULTEROON - ARG TOEY Th 1=

—RERIERERERES, BRI CREILEH S h 0T,

AREZALTIE, 120 mg F5FHOIEHT 3 BBIC, HT4BBICHEQBENREOH LI, ENREITDL
TERBEIEOHN G =,

BRI, IR ENRE. RRETRSMEURSRTHICERSh-N, SICBRERRIEE
Hiohizhot-,

“Be6 BFE, 7 BAETIIM3. 1029mgke RE/A
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[EERESETIE, 60 mg UL LRGSO B THRBOMNRUIER ESOEN, HTEES NN ED
b;haf:o

IREBREEROIRE TIL. 60 mg LI LI S TR AR ST, COAMZIT4F BB E DR E
[SEERL-Z2FEIIZHohEhof-,

FHERIZH 17D NOAEL (& 30 mg/kg A E/BToHo1=,

E—4 Wk (S 7 BEYERUL=ESFUATRILERN. 15, 30, 60 mgke FE/BEIRSICLS 65
AOBESHEMRBRICH L TROON-BHRILTOBEY Thof-, 4. HHELITHEEE 3 X
BEHEKTE 2 H»BHOEHEERASTESL. REICLDEERRA RSN, 5., *IEEHE
DHEFIHFETL. 60 mg IS EHOMHR 1 fIF—IHREBOET, EEE0ET., BH, IERUEIKICEL
LBTSCIREEI L) REEFES =,

HEICEREL-REIREL T, 30 mg 5L ETIRER, 60 mg IS5 HCIARER, HTEENROLN. T
&5 HLFOTEHHEML . CHoORRITIRSHMNO®ESE 2 »AMIZEHN., BEROKRET
[ZEHSNGEMoT=,

HEFEILTIE, 60 mg BEHOETEEGHBIICHAT 418%IET) AEBHENT=,

IEZRRE CIK, RBC, Ht DEAEAY 30 mg KL LR EHOBER U 60 mg I 5HOHTEDLM -, Ch
SIZEHEEM&ICIE B Shiadtiot-=. BHRATICRZEIBHO T o=,

BREALRPHFARE TlE, aL R Ta—)L R U IEEOEED 30 mg LERSEHO L 60 mg R5HO
HCEH LN, Ffo. IBEH 30mg L EREFHDOHERT 60me S5 BHOHCIHETREETRLT-. 60 mg
BEBEOHTI4T) /5 OEENEHLh -,

BEEETIL, 30 mg Y ERSHTHROENESOEMAEH SN,

R UREEREIEEIRETIE. 60 mg REEFCHIRDERE., SEEEEEDET. FRICHITH/IEE
hiMEEFEL BFRINTE. BRICHE TIRBERUUEAEOREEER. SEISEBE BN, B,
CHEDFRRDFEAL (TIERRFCRO LN, T-EEHFEICIZH oot

AERERI=#511D NOAEL [ 15 mg/kg (AE/HTHoT=.

QYRR
[S5 v FERLVE 2 ERERMAMSER] @O

F344/DuCrj 5+ bOHERESR: 50 PU/EH 2 RLV=B0KO, 125, 250mg/L ; B : 5. 1lmgke (AZE/B. W : 7.
14mg/kg HBE/BIREIZL B 2 FRIDESAMBERICEVN T, UTOMRNEH oM LBESh TS,
2. BRI EHBTEEZH LN TULVELY,

250mg/L S HOMETHEEBNEORLLEH Sh. HTIIREEENFEIZEEERL =, ER
EEVEKEBICEGIRO OGNz, RBEFEEICREOZEIADNT, DLARSETHOOEN
ERNED bRz, ‘

IFFFARE. MEEERRE. RIREIC OV TS Sh TLVELY,

RBEE T, 250mg/L FEHOHTTERESNEM L -IcFEEIIHRESh TUEL, i - 75
EESTFRE T, IEMPEORSICEET 5 EX DWAREEREHLNT, FFr7z=a—)L
DIFHRE LEX DN A BRECIBRICHEZEIIED ohiihof,

JEBEHEREICDOULTIE, 250mg/l. E5HOMO TEFREOFREEOEMATESD S f=HHHEE
12/50, 250mg/L # 19/50), BN ASREDFREEICHROEILRDONGEN ofz, Tz, THREREDS
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AR EOREG <. MTEREESBEHENICED LIz Ehs, JECFA IZBULVTIHER
HEEDERETL TING, FOMIZEBH SNPAREORERET F34 S5 v FOBRFEEEOFHEN
THoT=

AEEX =17 B NOAEL [ sme/ke RE/ATH T,

(4) RAESHE R R U AT EER
2 A FTESERERIE S h TLVELY,
[S5w FERLV-HEOIHESER] @
Wistar S 30 EL/EDIZ 0, 120, 180, 240mg/kg AE/HDF T 71=0—/L% 4.8 HBLME 12 B
BAMER ML RIDEHIRRR TR~ Z 0 2 § LA SRR HEL . 5 Pl IR TERL T -,
ETORSHTHLEERORMINEDO SN, FEEIMETLAY, 50 AANIZEEL .
s, FRIRERICREILLL, FRtEnhEh ot

[5v FERAVVEBERR S SRRS RG] ©
SD Sk (it 21 P/ ZERL 38510 0, 30, 60, 120mgkg FE/H) BEIZLAFEBR BN TEHS5N
-SRI TOEY Ch-oT=. HERMB RS, iR 15 BALaHH 21 BETORT- -, TOHE.
F, REERL, 30hcL . B \ROHFES ., TaihiEshl=,
60mg LLEIFEECL, RIS, BERFTEDEM, F ROHERFEDEBEAZEDHLIT-
M, FREEDHSNTHh T,
BFLHRDO F ROFFHHAASEFENICROS A%, H1fi 30 BREEEEEL-. F o0t
TRV CREEIZRO5LT . KL HROEBTICOVWTERBIIEH S b T,

[5v MEBLV-RESRERER] ©°

Wistar TS M OIEYR 9-14 BIZEAFHEO0. 25. 50. 100, 200 mg/ke (AE/BRSLI-HERIZHLVTEED
- RIZ LT OEY Ch-o - BEM(12-19/EH TR 20 BISETURIL CRIRSEREToHIF
. EBEES 25 BT SOme $358(10-12 IWEHI DLW TIXBRAS S E . F RORTEDO LT .

BEMWIO—HIREOEEE T, 100mg RLERSHTRABES BYE—SIOBHMORHAIEBHLN.
50mg Bl EFR S BECHFEIEMNG R USRI SR AL RN,

MRIRERERTIL. S0mg KL EIREEFCIRIREESAEIOL . £TRRER O AR EEARO LN, EFF
ik N oTEY gR A1 Ny

F, RO RO FE CITHERMBER SOEE XA oiah o1,

AEHERIZ$5(F5 NOAEL I 25mg/kg #6E/H CéH 1=,

Wistar ZHESv (15 PT/EHOIFYR 1-21 H(O. 40, 80. 160 mgke AE/B), 1FE 1-7 B, 7-14 BE(E 1421
B (0. 80. 960mg/kg AE/B) [TEaFHECIRELI-GHETIE. WTFhOBRE Z k> TERIEROREINSE
REOFEL. B2 RSP0 REMMOTFETIEEMAZRH SN -A, EEHREEERD L h M-,

[TYRERL V-SR] ©
ICR-ICL Zlf= o RMiHE 7-12 BIZE&HEREO(0, 25, 400, 1000, 2000 me/ke AE/AMESLUI-HERCH
WTED o BRIV T OEY TH-T-, BENK15-20 I/EDIZIER 18 BISHELIFL TR
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Z{Tol=IZh, HBEE 25 BT 400mg #5810 [U/ED (2O TITBRAR S E . F,RORFFOHEL
Tot=.

BEM0O— KRB CHERE R S ORI AN of=hS, 1000mg Bl LR SHTHEEEINNHEL
BEHohtz, ‘

FRIRERER I, 1000mg KA LIS EFCIREREAMEML . 400mg KL LIRS CEFREOFHREICE
EAEH LN, SRS Eh -T2,

F, ROE#ROFE (IR S OEH IA NG 5T,

AEHERIZF5(+5 NOAEL (& 25mg/kg (AE/HTH-1=.

[HHXZRU AR ©©

Za—U—FURIRI A MEO YA 10 I/EHE LV ZERFHRO, 5. 30, 60, 80 mgke AE/B)RE
2k BT EHEIN TS, HERYEOBREIL., 1TR 8 A5 16 HORT=.
L2 TOBRSHTRERTNTE & FRIEOENNZES Sh., 80ng RERTIIBEENETRIRSH
f=o BHEERIEDHLNGH T,

U (RPERRTE: I 16 I/EHZERBLV-58FHR00, 1.25, 2.5, 5.0 mg/ke AE/B)SH LD HEFFAAER
BRICHBUOTEHON -SRI U TOBEY TH-T-. HERIEDNEL, 3R 6 BMS 18 BETITL.
1R 29 RIS EVIRLY =,
| BEMO—BIRE TR I BO oMo 2.5mg BLERSEHZH T, 5D, S8
FEOFERIMFHAEEDLNI-FEL, 125mg IREEH -HVTEITR 79 RICEHMOAEENIEEIAZR
Honl=,

IR BB S OER LA LN T, AT EED Wb o=, :

PLED &SIz, FRBRICHSLTIIARMOFE CFENROONA, HYFIhEfERORSL-
BEISEEROONSHEEREEN LT RNEREEZ LN 52605, COIBEEHEIZ AL DIE
WU TN EEZ LN,

GyRizEERE ©©
BAEEHEICRST 2 8D invitro, invivo REROBRARARICEL DT,

CREEEM AT SR ERROER— K]

in vitro SRER

SHER XIR B5E FER

&1 Bacillus subtilis H17(rec), M45(rec), 1~-10000 pg/mL Rt
Escherichia coli W3110(pol A", P3478(pol A) | TP or TP-G !

Ames § Salmonella Bphimurium TA1535, 1~500 pg/mL(xS9) Pty
TA1537,TA1538, TA98,TAI00, E.coli WP2 | TP or TP-G
wuvrA :

BIEFERRUERS | B Saccharomyces cerevisiae) 2.8-140.3mM(S9) et

DNA {558 S MR EER 500, 1000pgkg Bt

HPRT ZBAERGER | FrvA =—XNLXZ—ffilHsE v79 #li8 | 50-5000pg/mL{=S9) Rt
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SiERE b M L/ 8k 700-3250ug/mLES9) | f&tE
in vivo SRER

FER R B5E fag
IMEER T OAERE 2500, 5000mg/kg Ratt

1 TP: FFP7z=a-), TPG: EM7/B8F7J=0—)

ERRDEIIZ, in vitro OHIE, BEERUEMSUEYHIIEZ L - DNA S5, BAZRSR, 26
FRESER. XY in vivo DIVAFRIMEEROVThAEBETHY, F7o 70— LIdEiEEEER

| SENEDEEZENS,

(6) HEYERRIRC TR T D4R ©

Dt ~OBRNKIEI=X T SB/NEEEILRE (MIC)
Er DR EE SR SHEAED S5 . Bacteroides fragilis(42 ¥E). Bacteroides melaninogenicus(59 $#8).
Bacteroides and Selenomona spp.(21 ¥k). Fusobacterium nucleatum(8 ¥&). Fusobacterivm spp.(12 ¥k) .
Peptococcus and Gaffkya(17 ¥8). Peptostreptococcus spp.(15 #F). Anaerobic and microaerophilic streptococci(6
#8) . Gram-negative cocci(7 #8). Eubacterium spp.7 ¥8). Arachnia propionica(2 ¥K). Propionibacterium spp.(4
¥R . Actinomyces spp.(16 #F). Lactobacillus spp. (10 #F). Clostridium perfringens(8 ¥). Clostridium spp.(27
I OWTHESh=F 7o 7z=a— LI 3 MIC [ HRDEY TH o1,

2 PRI B/hEEEILRE (ug/ml)

MICsy MiCs R
B. fragilis 42 80 16.0 2.0~16.0
B. melaninogenicus 59 10 20 =0.1~4.0
Bacteroides and Selenomona species 21 2.0 16.0 0.5~>64.0
F nucleatum 8 0.5 - 0.5 0.5
Fusobacterium species 12 1.0 1.0 0.5~20
Peptococcus and Gaﬁigza 17 20 4.0 1.0~4.0
Peptostreptococcus species 15 2.0 2.0 0.5~4.0
Anaerobic and nucroaeroph1hc streptococci 6 20 160 2.0~16.0
Gram-negative cocct 7 1.0 20 (.5~2.0
Eubacterium species 7 4.0 8.0 20~8.0
A. propionica 2 1.0 20 1.0~2.0
Propionibacterium species 4 0.5 80 0.5~80
Actinomyces species 16 10 20 0.5~16.0
Lactobacillus species 10 2.0 4.0 0.5~32.0
C. perfringens 8 4.0 40 4.0
Clostridivm species 27 4.0 16.0 - 1.0~64.0

RESN-EHROPTRLEL MICs FRUTI=DIE E nucleatum B Propionibacterium spp.d) 0.5pug/mL

THol=.

O E IR <33 SR/ MREBILERE (MIO®
RESREIIHD 4 B -4 489 BRI C DLV TSN EF P I 0—ILIzkd % MIC IERDBYT

ﬁ')f:o
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2 R FEEIERE (ug/ml)

MICsp MICx i
Bactervides species. 11 2 16 1-128
Bordetella species 9 32 32 16-32
Campylobacter species 17 8 16 4-16
Clostridiian species 37 2 4 0.25-16
Corynebacterium species 10 2 16 2-16
E.coli 61 128 >128 16128
Haemophilus pleuroprneumoniae 7 0.5 1 0.5-1
Micrococcus species 6 0.5 0.5 0.5-8
Mycoplasma species 9 1 2 0.1254
Pasteurella species 71 1 2 0.25-128
Salmonella species 34 32 32 8->128
Staphylococcus species o4 ] 32 4->128
Streptococeus species 123 2 4 0.5->128

OFEER BRI —x3 HB/ R FRE IR E (MIC)
T s EEBEmREERRaTE
BB REIE O RSERE ( A1 850 A ~FR19F3AREE )
E SRS RS /T 2 F T 7T =T0—ILD#I5 X 106CFU/spot (2875 MIC AL TLVE,

B/ NFEERRIERE (pg/mL)
£ 7= Thiamphenicol

MICsp - i
LARTs Slkdes]
E.coli 30 64 32->128
Enterococcus species 30 3 8-16
R
Bactervides species 30 8 4-8
Fusobacterium species 20 1 0.25-2
Bifidobacterium species 30 4 14
Eubacterium species 20 4 4-8
Clostridium species 30 i6 8-64
Peptococcus species /Peptostreptococeus species 30 2 1-8
Prevotella species 20 4 14
Lactobacillus species 30 8 4-16
Propionibacterium species 30 1 1-2

PBEESh-EFEOIS ., BHEL MICy) H$RESH T BD(E Fusobacterium spp. R Propionibacterium spp.
@ 1pg/mL TH>T=,

@< IRDGREE T AEE O
HEF ILE /79 R 50 IEIC 40ug/kg DREDF 7L 7 =— )V & 583 58980 35 AR 5L . BT, 1%
51 7H8.14 B, 28 A, 35 BICER, SHEEZ FRL CTHNEEA~OZEEREL -,
BERLGEEORICHE. BRHEOEECRICIEEREIRD NG o, -, TfERETRESh
Ehhot=,
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(7) ENMZEBHFLRITONT
[ER B 3F P I a— L OEERE] @00

FF 71 =a—)LIFERERIZBUTHRIBESh TS,

FRRR CRO LN -BIWEA T—RRETEE O BRI E MmN T, FRtR AN, BmskED, /MRS
DILEPHRETH D, BEYEOH/OS LTz -3~ /L CIIEEFBRHEmMA BTELEHERLL TiElns
hTEY. EEFRAN =X ASREBESM TLVENEO O = ,OENBE ST HEEN TNV, F7rIz=0—
ME=FAEEZBFLTEL T, EEMRE CEA ¥R BEF MRS F 7 7z =0— )L ORERERE
DRIZILBHEEFEDH SO 0TS TS, ZOfi, RIEEERA~DEEA T 2850 H 5.

3. RAEFECEETHEI=OLT

FF 72— UDNTIE, BIEEERSAEERERNEEIOND LMD, ADI E55ET
BT ENTRETH D,

SRR COVLW TRV EVBECIERYEIREOZEN BO O N LEZA DNEHEEL. Sy b
FFAL V- 2 SERIBEASAMESRERIZ 3517 % NOAEL 5 mg/kg 468/ B TdhoT=, T X OEZHMERE =BT,
1.25mgkg FE/BOERSTHT MEGEIEINIIHFHZEHON=M, ChITELEFEO ZREHERES
Z5hBTEMS, HHEFN ADI OFREOELL TIRES TN EEZ SN -, COHEMNS ADI EHE
FBIZH -0 T, FEE 10, BFE 10 DRLFER 100 ZEEL , FHEPHT—EHM 5L ADI [ 0.05 mgkg
HERLEESND,

WEYEAEEI T DU TIL, BB A THATEEEHDIE, in vitro ) MICs D& THL)., JECFA [THLVT
(EHEYER ADI [(SREBESHEDEM o f= Fusobacterium nucleatum B1K Propionibacterium spp.0) MICs
D 0.5pg/ml., $EEAZ 2200, HFEIREShSHEIHDHHEED 40%, b MEE(S 60kg ZHEAT
% JECFA OFHK LY,

0.0005 (mg/mL) x 220 (g)

= 0.0046 #E/8
0.4x 1 x 60 (kg) mgke

ADI (mg/kg FE/H) =

LEHLTINS,

ER 18 EEARREHELARE @RS EOMEDENEERD A LM BON-HRE
VICH QEHFE DTSR ADI #H LT84 . MiCcale (£ 0.003118 mg/mL, $EHRZISh
A5 EF 0.7(1-0.3). FEEHNEM 220g. EMAE 60kg ZHL T,

0.003118(mg/mL) x 220 (g)

= 00
1037 600 16 mgke A5/R

ADI (mghkg FE/H) =

E7ih)| JECFA DHHEYEER ADI (Z+494EReEEELTWSEER LIS, TE-T, MIFEICHIVTIE,
STRRECED RELICS T, 2SN 3 EHIcE DS JECRA LEHEDEFEAT A BULER
BB,

BiEAMT— 20 o8HND ADI EEYFENT—2 08NS ADL ZHEY D &, YRR

F—AMNSEINAERE Y NELL LR END, FPU T a—)LOBRELREFSNTETAIIELT
D ADI & LTIX0.005mgke AE/BERET A EAEYETHDHEEZ NS,
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(B ERAREHEI = DL YT ] .
L&Y, FFU7zZa—IOBRREEZETHM-OLTIE. ADI & LTROMEEFERTHEN
mLLEZLND, '

FPLT7r=a—)L  0005mgke (AE/H

= L. FFHEICOWTIE, ZAMHESHEN L-2BICOWTEETINENHY ., hizoWWTiE
BEhTHS.
FHE(OVTE, LEHEERERF AL EHEORBE L# TS5BS 22 LT 5,

4. BEEH

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

(2) EMEA:COMMITTEE FOR VETERINARY MEDIGINAL 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

6) A=AV iEHHR HERERFE CGka®

(N A=A VAR, 3y MNESE EEEREESHMTEN  DEXIBIREUREMHCOLTO
FHEEH RO

® Jybwr-FNTr FFEE FIOM . BIERE (2003)

9) INEEERFAOFEIZ | BFME (2004)
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. e i a1 W = bt | A o - 9 a0 £

ADI —BEGTEE
AGH FLTE 500yt
ALT FoI=UFRINGURTI5—HE
AP FNIIIHRT7E—E
AST FRINSX BT/ RTTS—E
AC SRR — B THIRR R TR
BUN mBERFER
cAMP : B )00 AMP
CHL Firf ==X\ LR E—fif e
CHO Frq ——XN\LRZ—ERR R
Crae T DR
CPK DUFF 4R 745 F+—8E
GOT T IVEE B A B ORISR T2 —E(—AST)
GPT TNEEBE LE U BNS AT S —E(—ALT)
Hb AESOE(MESE
HPLC EERGIOIN ST
Ht; ARk
LDy R
LOAEL BIEER
LOEL BIMERE
MCH SRR ERR
MCHC R mERIn E AR
MGV TEFRIMERETR
MBC I ERERE
MIC T/ \FEHRRLREE
MLA R IR TAA—ERER
NOAEL SR
NOEL AR
RBC FRIMERER
PEG R)IFLSYa—IL
Tie SHEERHA
TBIL E 2w J)V
Tcho oL zxTro—)L
TDI H—BEmE
TG M)TYEYE
TLC 72 m el Wy )
. =2t imlashs T be s
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