KR %E S5 4 9 F
2045 H22H

EAEFBRE
s E— B

o
pu
-
i ﬁe
ﬂ‘Jﬁ@El‘H)’

BREREEETMOZROBEMICONT

TH1ISEL2HALISAMITEEFBHEREREL121801 275452 b-TEED
LY EESRERERDOLNIEANRLY VLRI BERBEREEETIMOBERIITRED
- k%bff@f BMEREEARE (PRl 5FEEE48F) F£2 3L&F 2HOAE
ESEBEBHLET,

E. BREMESIMOSEMIIERD LB Y T,
=

N3 LY) v O—BBEFGFEEL0.008mg/kglh E/IH &7 5,



BYAEERMHHE

INJLARLY) >

2008%5A

i
2o
Wit
Hp
|
il
S



B

E=x @!ijf& ............................................................................................. 3
Oﬁ ?é é%?&ﬁ%% ........................................................................... 3
Oﬁnn?é%é @J#%%E%HHEFHHHEAEFH é%% .................................... 4
ORMRERESHYAEESEMAESHIRTENEZERE e 4
@ 1 5
I. S RN EEZE T OMEEE  covrrrrrerrrrrrrre e 6
T, BT crrrrrerr e 6
2 ;ﬁxﬂﬁk YD — ﬁx% .............................................................................. 6
3. ,ﬂ:_?% ............................................................................................. 6

4 ﬁ%:_tt ............................................................................................. 6
5. ﬁ%% ............................................................................................. 6
6. *ﬁﬁ:_tt ............................................................................................. 6
7. ﬁﬁﬁgﬂl‘]&uﬁﬁﬁ;{klﬂ ........................................................................ 6
I. BT RBA R DIEEE v 7
1. l])ilm . ﬁ\ﬁ . 1—t§§:} . *3“1&%5&5% ............................................................... 7
(1) ?ﬁ’é-%itﬁﬁ (3‘\/ |~\ ,rg) ............................................................... 7
(2) FBREIRER (JK)  cevreeeerreersesin e 8
(3) ﬁi%gﬂgﬁ (Hg) .............................................................................. 10
;%\lli%llﬂigitgﬁ .................................................................................... 10

3. ﬁ%\rliﬁrlﬂigigﬁ ................................................................................. 11
(1) 4BFEHEAESMSEER (WY R)  crrerrrerrrrr 11
(2) 13 J@FEﬁﬁ%JIi%’Ii%itEﬁ (W R) e 11
(3) 13 @Fﬂﬂﬁ%ﬂi%'&%i%ﬁ (A X)) v 11
(4) 2 8H FEﬁﬁ%x'li%'liEitEﬁ (HX) ......................................................... 12

4. EMHEM FEDAMEERER oo 12
5. Eﬁfé%i%’lﬁﬂ%ﬁ .............................................................................. 12
(1) 2-@1—t§3§[§§ﬂ§§ (T R v 12
(2) %ﬂi%’li%i‘:gﬁ (< rj;{) .................................................................. 12
(3) %ﬂi%’li%i‘:gﬁ (T R) e 12
(4) ZEHEEMRER (rYHED) e 19

6. ﬁ{ﬁ%'&%ﬂgﬁ .................................................................................... 13
(1) EEBEMEIZE T AEHESRER  --ovcorrere s s 13

7. YRS B CRAT BERER e 13

( 1 ) in vitro @ MIC [:@-d—égitgﬁ ......................................................... 13

8. %0)1@ ............................................................................................. 14
(1 ) ﬁ,ﬁ%1$§i\:.§ﬁ ................................................................................. 14
(2) BZJ%EZ{’HEEKE% (BILEY |~) ............................................................ 14
(3) RIEFEHMESER (fH ) oo 14
(4) ERFEHMHESER (FHE) oo 14



Im. ﬁnn1LJ§g;35 n;ﬁﬁ ................................................................................. 14

1. EE:IE%EI] ADT [ZDUNT rrrrrrrrrrrrrsrrrs s ssasnns 14
2. 1"&5'5%_??] ADI [T D UNTT s 14
3. ADI 0) E' D[N rrrrrrrr e 15
4 ﬁnnﬁ_ gg%n;ﬁm D LVNTT v 15
. §§3 ...................................................................................................... 16
. ﬂ”;’fﬂ‘] - @Eﬁﬁ%ﬁ]ﬁﬁ'\ ................................................................................. 18
. %%gg ...................................................................................................... 19



(BEDER)
2006 4= 12 H 18 H

2006 /= 12 H 19 H
2006 7 12 H 21 H
2007 /= 12 H 18 H

2008 4
2008 4
2008 4
2008 4
2008 4
2008 4

(BEmERER

1H29H
3H 25 H
47 10 H
4 H 10 H
5H 19 H
5H 22 H

JEAE S EIRE L0 7B FEVERR BT FR D B dnfd BE RS 2 M 2 D U
THEE (BAETEHERRLZE 1218012 7))
BAfRERH O
%rmﬁﬁﬁﬁéigx<£m$@ﬁ%)
5 3 [ElEh) A = 35 5 B P R A S e s R A
% 4 [a]Eh ) H 2= 35 00 B PR A S e R i A =
%5 90 [nlEh) H = 3L S B PR A
’éﬁ 233 R EEERS (HE)
£V 200845 H9H ERNLOEER - FHROZEE
%b%ﬁﬁl:%mﬂﬂ;ﬁ%pﬂﬁ/\f EXvahZeRBaTER~WE
%239 AN EEEES (HE)
(H H A CIEA Ik E 2@ %n)

BERERLE)

(2006 & 12 H 20 H£ T) (2006 4= 12 H 21 A 5)

STHOHEE EER)

RE

RE g (ZAR)

(ZERMAH) IR EHTF (FERREY

INR S ET

KRB

BA —IE
v IR G
ZNEINET

BEE

#Ar —IE

YT AT

S HERE

ZIKF'Eﬁ ‘FﬁE*

*: 20072 H 1 HMG
¥ 20074 H 1 HD



(BRREZERIVAEERRAZMHAEREMEZRELE)

(2007F-2H11H £ )
A& E# (EE)
HE A (FEEAF)

HAR H .
A R FA
L B EE
KEF  RlE HA
I KET N
R 1E &
WEFH R = H
ST NI
(2007410 H 1 H /2 5)

=& Hi  (ER)
L oA (ERAE)

HAR H SFAR
S SN SHA
AH O HET P
T = HfS
I AET R
T FRT L
HEH B = H

SN )

(30
I
KRS
B

>

(oS

e
IE T
B
=

it 52
(o3

(2007429 H 30 H £ )
A& E# (EE)
HE A (EEAF)

BHA H A
HA 1R KR
s B HRRf
NI KEF G
A F Y
W JE TRl ik FH
o NI i

HEH B

(20084E4 H1H D)
& EE (ER)
HE A (EEARHE

HAR H SFAR
S SN SHA
AH O HET P
T = HfS
I AT e

T FT L
HEH B = H

SN )

(BEmR 2R ERYMAERREMHAEREINMTNIEMZERE)

(20079 H 30H £ T)
=% HE  (EE)

w " (R AREE)
R 1E

WEH H AR

R Bt

FAR

Y W

(2007410 H 1H M 5)
=& HEHE  (EE)

w A (R ARER)
HE A

S BR

HH &R

AR

4 IEfH

HE
AT
Bk

>

B

e

e

AT

B
iz
{5
(o8



B

FLroani) U RHAEMETHD [N x AU 2] (CAS No. 101312-92-9)
IZOWT, KM ES% (EMEA VAR — ., Bhip H E KGR B RO RMNE
BHE) & TR b R B RN 2 e L 7=,

FEAMICAE U7k i L, 5REBR (7 v b, A X LUK, ZFEER (1K) .
AMEEERR (v A, Ty b)), HAEBEERR (v R Ty b A XKD
K. 2 HREGERR (7 v~ BAEFBERR (7R, 7y NEQRUHF),
BREERER, MAEMTRIEEBICET 2 RETH D,

REBRAE RO, BRI T L2E, BHFBEETREO o7, BME
PEIFE DS AMERBRIT TG S LTV R WA, NIV R A Y EEBEfEOR B AWE & D
REETEMEMBE AR 5T, EFBENEL L TCWDEFT LY Ui~ A KW
Ty FTHEHBENAMEEZ RSN L, o, AERICE - THREME L 72 2 B
BHEERIRNI END, BRAMERBRZR N CTHLEBNOLZE2EHENZ S 2
CEIWEL-oTADIZRETHIENRARETH D & HB S Lz,

BB T o EEEEOR/NMEIZ. 7> M2 AW 13 8 R Sk
PRI T 5 8 mg/kg (KE/H TH - 7=,

WA FHEZBICET 2/ B THE L MICw THh D 0.053 pg/mL 205
CVMP OB HAIZHESWTHE M I 2MEY TR ADI (0.00795 mg/kg A/
H) &, BrEFEERENAEFEERBRA W &2 FE 2. RS2 2% 1,000
WA LA omESH ADI (0.008 mg/kg (AHE/H) LR L THY ., HHF
MZetre+0ICfHlRLTWVWD EEZLND,

PLEIZE D SR A DR SRR 2R 2> Tid, ADI & LT 0.008
mg/kg (KE/H 2% E LT,



I. AN REYAEESROBE
1. A&
PUE A

2. B DO—4A
M4 N v
#4 : Valnemulin

3. k24
CAS(No. 101312-92-9)

B4, ¢ [[2-[[(2R)-2-Amino-3-methyl-1-oxobutyllaminol-1,
1-dimethylethyllthiolacetic acid (3aS,4R,5S,6S,8R,9R,9aR,
10R)-6-ethenyldecahydro-5-hydroxy-4,-6,9,10-tetramethyl-1
-0x0-3a,9-propano-3aH-cyclopentacycloocten-8-yl ester

4. 9FR
C31H52N205S

5. 9F=
564.8

6. BER
<%#%E> F7 LY (Tiamulin)

H3C\

CH: O

Hac)\.)L N/X S\)OLO'"

. H
NH: H:C CHs

7. FRAEMRVERARKRRE (2 1,2)

NAFAV T roal) CRAEMETHY EABFRITHEO Z R
JEAMMETH D, "XV U, ALK v oursl CRLEEDE
THOVIKOMERPIEDIRBIHEAIN TV DETFT LY g s LT
W5,

NARLY 2 TR ET 2 EIES L, EAN LY EU G E TK oM K
YUEDIBRICHE A I TWD, ENTERBEZZIT TV ARANT, fEH TN
LCfEHASHh, EETHRI2BMZREHMELTND, R¥YT 07U &R
il AN S R IR ES LTV D,

1 SRR 17 SR A B A R 499 Bl X - THZIZED & 7= 588 H Ul
6



I R2eHICHRIAROME

A EIZ, EMEA LA — bk (1998 4), i HEZHN [V x AU > NV,
Ta /)7 1%, =32/ 7 10% 7 VI v/ A | ORBHFEMESEZ L L ICHFEMEIC
T2 ERMAZBHLE-ZbOTHD, (B 1,3)

1. RUR - 534 - X 3 - Btk S BR
(NETEERE(SYF. AX) (B 1,3)
SD 7 v M 3H-#Efk v x A0 224810 (20 mg/kg KE) # 5 & OEFIRN
() 6 mg/kg IR HE) &5 met%ﬁrﬁéﬂ;ﬁ@énto PR 1T R DT I & A
O 5% OEMZOR A RIZIZIE 100%THh o 7=, fHiETICb I 9 L, #&
0BG 3 K% T, ﬂ?ﬂlﬁﬁ&()\{%m”@qj“(m/)ﬁr“(%oto M, FFN&. R
M OVFEPIZ 22 FEH ORI D38 b vz, Mk Iz %htﬁﬁﬂ@@g =
MR OREZENRRED L, (B 1)

SD 7 v MZ 3HE# NV LY > Zodilfk 0 k YR # G (20 mg/kg (K )
K OFRIRIN (6 mg/kg IRE) Beh L2 RBRnNFEhE iz, WI b &5 i
REDIEIE 90%LL 23 168 K LANICEE 2 6 [N S 7z, IR0 5 1% 2-83.5%
NER SN2, WINOEEHTEICZBWTHHEPFORBY 70 7 7 A4 LIEFR T
Th ., BIEHERED 6-8%TH 7=, (M 3)

SD 7 v b (K 4 VB/RE) 12 SH-EFR SV R AU > &5 #% 10(20 mg/kg AE)
TG K OEARN (6 mg/kg RE)KRSG- L., MP ORMEENBRINT-, BROEE
K OFARN G- & 12 Tyl 2.1 BEf & B < 8 B R ICIZIZ EA E s hv7e
Mo lz, OB R OEIRNE G O Tnax 13 3 FEE X Y5 47, Cmax 13 3.47 pg/ml
KON 38.02 pg/ml TH o7z, (MR 3)

E— 7V RIZSHAE# ANV R AU &0 (10, 30 mg/kg RE) &5 & OV
BRI (3 mg/kg KE) &5 LR BN ERINT-, EBRmE i@%rfn IZIRIY =
AU, MR B IR oA Lz, O 5% O£ R HRIXIZIE 100%ThH -
72, 30 mg/kg KE/H %2 7 HRERE O L LR BRI W T, ,%MQ—@ 2 WpfE] %

DO IRE I E A CTEIBE CTH -2, O LKOEFIRNE S IZ2B W T,
ARG K O O KEB 1T E R ICPEM S v7z, 3H0 Ok T2 Th -
Too ALFR T LK OHEMD H OMRBWIIRE TE o772, Ty b, 4 X, KD 3
@Fﬁf@ﬁiﬁi7"u774/v ICEMEM R Z TR N2 hotz, EEMRZETE

AT D RZEAARDEIE1H. A X TH 17%. K T 16% £ TGRBHREEFIC L %),
7 v FT46% THoT=, (R 1)

2 B = VREE ISR, LA TR LR WSS b FIAR,
7



(2)BRE5HER(K) (=1 1,3,4)
RICE T o0& 5RBICE N T, N R ALY 2RI, oA, HEit
Sz, (1)

PRI iR S 32 ) & AR O (10, 25, 50 mg/kg AE) &5 L=t 2 A,
Tmax 1LE L4 1.85, 2.9, 4.15 FFff], Cmax (% 1.29, 2.67, 6.23 pg/mL, AUC
% 5.58, 18.23, 67.3ug*h/mL T&H-7-, 5mgkgkE4 1 H 2 & 5T DK
ERERBR X, MPEPREX 75 BETIZT 7 b—IZE LT, FIRNE SR
BN FERE SN2 oTzie s, MaktEwFRIR RIS N7z, (B3R 1)

K 3 BEIC sSH-EE G AL X L) &2 7.5 HIE®RO (b mgkg KE4A 1 H 2
[\) 5L, Mg, Peitd K OV SRl Sk T oS e 2 1l E Lz,

1 [B] B $& 5-1% O i 55 S22 I i R B e OVhe = 2 FE B 2 R 1. =4 0.36
ng B &E/mL KO 2.7 Kefi], MBURGE O e Hh S5 080 (o FH) 1% 2.7 FE[E T
HoTo, 5 180 KRt DR H-5 TlE, MmAEF R (o) 1% 1.3
Kl Ch o 7o, mEHG O 0-8 FE% . MmHE PR GE IR B — REE AR 0 -1
R TmEAEX, 1EEHORGEZOFE UHMICELNTZLDOD 1.9 THY | ik
P 5. 12 W5 #% DLRE o i 5 PR B RR IR B IR 0 IR T Ly AU RE o i B
SRR (B FE) 1L 93 BE TH o T2,

R T 2 12 H (288 KEfE) ORI BE DRI RIX 3.2% ThH - 7=, JRHF D
B BEO RN EREEEGE% 1 BUAICHR S, 1 HERGEIZHTHRFOF
BRI 1 BIHEG O 72-192 KEEZICT 7 P—IZ#E L, TOMHEIX 2.4-3.5%
DOHFPH TH o 7=,

FEPERBIXELE THY . EHTRESRED 87.5%5 12 H (288 K
M) THEIR SN TWD, 1 HESGEICHT HEMEPOFEHEIEL, 1 BIEKES
D 72-192 FFEZRIZ 77 b—IZ#E L, ZDOEIX 73-95%DEiH TH - 7=,

RS RE D HEME R 1T E < | SFH TRE G ED 92%2 12 HRECTEIRE vz, £
Tt 55 H & OFE MR OB EEEE & I3 ED 0.06% Th > 72,
(&R 3)

K 12 BE(MERESS 6 BE)IC SH- =3k N L r AV & 7.5 AR L (5 mg/kg (A5
Z1H2M) #5L, m&&5 1KRHE, 1 H, 3 H., 8 HEZEOKMEF T,
BTRENG. BhE, B, M, B, Bf. ZE. 2f, o) 250 TRk
FHRE & IR M N R A JE LT,

FEA A OB BN REORE IR, 2R A DO E ik b 1
Rl £ CORBE TR EERFMEL Y HWEEZ R LT,

FH TR I BT D IEEB MO RE O B IXFE A & b % < . TFhE & B
DS O FEE A G TR SNT56 O EEMERBEREREE X, W biiiEsx
DIKVETH - 7=,

B E 1 Rt o, . R TFIEMG. B, K (HERZET) KO

8



B O FEF R M AL ST BE D ¥R FE I IE IR < L M. B OVE i o & FH R
m§@$i91%i L, & EGO 1TRRE, 1H, 3, SHR TENENREKEGED
0.76%. 0.20%. 0.05%. 0.02% CT& o 7=, FESEIEVEF R O R o0 A 1 13k 7=

NRBO LN T2, (B 3)

& 15 BEIZ SH-E#k S ) > % 7.5 HM&E D (5 mgkgk&E%Z 1 H 2 [A])
BhH L, SMMPIREZIE L, &L 1 BZOMFIET 3,650 ug eq/kg &
EAMETIREZ R L, TR CTHRE SR EEREDR 92%% Hdi,
R CII i #& % 5 1 H 1% T 240 ug eq/kg TRIMEBEE DK 6%, B TIX 70 ug
eq’kg THRBFREDOK 2% % HH 7, RELOEN M EnRrolz, &
FLAR PR XS 8 B & TIXFE T 400 pg eq/kg. BHIE T 20 ug eq/kg. AT
R EN Lo, (B 1)

JKiz 7.6 HREI#R O (bmglkgKkEA 1 H 210]) &5 LEZ A, KiEm N IEA
K OVFEP I HEM S, PR R IR KR S-% 120 M £ TITHW 8T% THH-T-, *
DR DR PPERITF 3% Th o772, (B 1)

PRI S 2 ) % 7.5 BHIE& D (10, 50 mg/kg KEA 1 H 2 [H) &5
U, Eeffe b 2 o 24 FEfEI# 236 1T DR IR E 2 I E L7,

50 mg/kg ¥ G- RETIX, KRG 2, 24 W% OEER RIX. FiETEznZh
35.7, 0.23 pgl/g. B T 5.83, 0.1pg/g. AR T 1.51, 0.17 pg/g. fHH T 28.5,
0.5 ug/g Th - 7=,

10 mg/kg B HRED R &G 2 R % O &6 R ix. BT 4.4 pg/g. Big T
1 pglg. AT 1pgl/g, MBI T 3.4 nglg TH o 7=h, &K 5% 24 FFfi CI3E
1 0.8 pglg ZBRWTHHRS (0.01 pglg) LT &7

REAARIT A T OMAE THRIE S REOHIPHIX 0.1-36pg/g Th - 7o, I,
g, Bt Tix, 4EEOREN/ELN TS, 205 65 1 FEBEITHE LS
DETOHREREBTRAOLNTEY (0.12-8.0 ng/g X O 12-16 ng/mL) . I ZAH
MEHESNTWS, (B 3)

iz 7.6 B DO (256 mg/kg KE %2 1 H 2 [\) 5T 5 BN EINT-,
JEVF T 11 FEORBFNRO b, TON 6 BEIIATIE T LR D b, Rt
Yy DOEIEITEH T 60%., FIE T 50% TH 72, ZHHMRBMPIIANLAELT D
BRI ELZDOT, EXZ 7 v oraTd ) VEARILSNTZbDOTHHo T, =
REY IO N oT, 2008 (RO 5 BHD 4.4%) OHITH

WIEERBD b, Y OMEEEIZI ANV LT O T0% Th -7, (&
1)

K (Swiss Landrace 5. 4 #fin, MEZEARNI, 3 8) (2 10 H HhdEKeRE 0 (RET
5 (271ppm) % 1 A 2[A) B EGRBRAER ST, #ITRE 3 AN LERL

9



T, REHEEKHAE TR LAY VOPEREICOWTHRFT Sz,

BH SN ANV LY KT D F R O RZEACER O P RITI A T E &
#%T 1.9%,. HPLC T 1.7% Th » 7=,

PEDZ NG, HE5EINTZ/NVR AT D 2% FH T RE/LIE E L CTHE
EnNbEEBEZLNT, o, MEMFNERIE S HPLCIEOME % T 25 & 1F
EANE—HLTWEZ D, MAEwFIEEEZRTOIEI ANV ER LY UREAL
weEBEZXONTZ, (B 4)

(B)RERER (BK) (=M 1,3)

K 6 BHIC SHAE SV 2 5 % 7.5 HREIRE O (AmgkgREA 1 H 2 1[0]) #
H L, &G 2 RO 24 Bf%ICB T 2T REZHE Lz, &&ES 2,
24 KifE1 12 DRGHEE L OE DN DO RENER HD 2 FE T TZENLE N
19,300, 4,300ug/kg & 8, 2%, g T 1,000, 400pg/kg XX 6, 6% TdH -
oo W ONDOHAY TN ORBSIEHITEERA R CTh o7, KREL
ROEIEITRBIIEED 6% L #E SNz, EELKORENTIE 16 (89ug/kg)
ArEml SN notz, (B 1)

BRIz 28 HREE (NS R AU OB ERELE LTH 3.8 HDH VL, 11.6
mg/kg (KHE/H) 85 L., R&&G 2FEEM%ZEND 5 HE £ TOMMPIREZHE
L7z, MRk IR O b @ <. 11.6 mg/kg B G5-REC BT 2 AT, BIE.
7 R R T ik G- 8 Rl CENLE AL 455, 94, 33uglkg. 1 HE T 113,
63. 26pg/kg. 3 A% DA TOHMME T 25pug/kg LT & 722 o 7=, FJE K OWER Tl
ETOERARA > P THALRL) I SN 2o T2, (1)

LW %2 %2 SPF K (16 BH/RE) (23 x AV % 7 HIEEEE (0, 200 (F A
). 400 (2% &) ppm ; #EE L LT O, 10.3. 22.7Tmg/kg (AHE/H) &5 L.
&G 1, 2, 3 HREICBITAMMTIREZNE LT, WThoZRGHIZE WD
THRKKRSE 1 B %LU I E TR IR 0.05pg (J1ff) /g) K TH -
7=, (&84 3)

LR (15 B/ (B SR LY % 7 BIEEE (0, 200 (&), 400
(2f58) ppm) &5 L, Ri&k&EG 4 BFHZ L ORERE 1, 2, 3, 5 HiRIZEK
2k R A JE L, 200 ppm DL BB GHICE T D AT, BB, NEA
TR EE 4 BFHEE THBET 2o RHE S8, 1 RERUEERHRA
(0.05pg(NM/ KM T > 7=, AL JEMT. MIFIZE W TR E S 4 FER%
6 R IRF0.05pg(I)/g) Rili TH -7, (B 3)

2. 2HEEEHAR
BOo®512X 5 LDsold~ v ADMET 1,710 mg/kg (A HE . M T 1,482 mg/kg 1A
#H., SD 7 v F OMERET 1,000-2,000 mg/kg KB ThH -7, (B 1)

10



AL rL) oo EICEIT S LDs X ICR 2~ v XD T
1,675mg/kg. MET 1,943mg/kg., Wistar 27 v s OMERET 1,000mg/kg, SD 7
> N OHERET 2,000mg/kg UL ETH -T2, (B 3)

. BRMEHRAR
(1) 41 BHESHSEERE (T9X) &R 1)

CD-1~vvU A (&W&%\ 5 PE/#E) & 7= 1R 68 (0. 20, 100, 300, 1,000/700 mg/kg
RE/H) BEHICBIT 2 4 BEOHEAMEFEEREBRICE W TR b s ik
HTODED“C%OtO 1,000 mg/kg & GHEICEE R EERE =299, (KERD)
NRD BNz, HEH5 8% 700 mg/kg (2O L2, 22T HkE L7
b, Z OREITABR 21 H T T S+ 72,300 mg/kg &5/ T REINE DR A,
JHF et 2 R D N . TNk o s BRARAR F RO AL DR Hivc, 20 Y 100 mg/kg #%
HHETHIFIRICEMOREBIZL D EEZ DN MBFOERIRD LN, 72
B.ARBRIIHEZRERBR E UCEME I, MKFRMRAE, MKENFIRE,
PRIGA ., 45 3 s O BAL R RO A 1L I S e o 7o

(2) 1B EMEAMSERR (Sv b)) (M 1,3)

SD 7 v k (20 25 VC/RE) &= HW/=iREE (0. 1. 20, 200 mg/kg IA&E/H) #
Hizsir s 13 o aEmERRICE W TR b F T IZEL T o s
D TChotz, RBETH., 0K 200 mekg BEREOMELES 5 VL4 4 H [ oE
BB L7,

200 mg/kg & 5-HEMEMECAREREINE, BEEEOHD . FHMEK~E I n BV
BE DR, B2 GGT, AST. ALT. BUN., KEBE O EMMNRD bil-, Flkk
2B W TSR Z 2 20 2 O 200 mg/kg $5&5-FE 2, FUR R TE IR B A28 2 52y 200
mg/kg $ 58 TR O a7z, fF& o PR JE B D 22 fa 28 PR 2 B 18 1 #& T % T 6 200
mg/kg ERETRD LT,

L oRBROE., LVEHE TS NOAEL #2RET 5720, 7y &2 HW
72iR6] (0. 8. 16, 32. 64 mg/kg (K&E/H) &5 IZBIF 5 13 @ O fE A7
BN ER S T, BmIEAT R ERERER & FIEL T, 16mg/kg DL E& G REIC ERD
DR & FIEED IR Z 0N RO L=, FIRIB~DOEEB IR O SN o T,
AHBRICEB T H NOAEL 1% 8 mg/kg AEH/H THH EEZ BT,

(3) 1B AMEAMSZHERAR (1 X) (2 1,3)

v— 7 VR (MRS 4 BE/EE) ZHWEETF oS erTcofkn (0, 10,
30, 100 mg/kg KE/H) H5IZBIT 5 13 B O HAMEFEERBRICE WV TERD
ST RIXUL TO®mY Tho7-, 100 mg/kg KGO 1 HEN S 3 H
ICEEORBAZRZ L), BRI, 100 mgkg &5 T, &5 6
2 12 A1 ﬁ@ﬁﬂmiﬁmﬁﬁﬂi@/ﬁw AP EDO AN RO b=, H Mk
OV BRAL AR M A CIIRRIC R FITR D b e o 72, KB IZ 1T 5 NOAEL
X 30 mg/kg (KE/HTHD EEZ BT,

11



(4) 28 HRIEEHEEMEER (BK) R 1)

K (=AU A M) 2 HWIZIEE (75 meg/kg (KEH/H ; HHEDOK 5 %)
BH 2B 5 28 Ao AaMtmERRNFER Sz, —fkikE, ENED. K
HIMEICRGOEZEBITIRD NPT,

BiHEEE/ENAMEER (R 1D
18 VEFE MERUER K OVE 28 A MERRBRIT B S T2y,

5. £ERESHERR

(1) 2HKEEHRER (v k) &R 1, 3)

SD 7 v bEHWEKAO (0, 8, 40, 200/160 mg/kg KE/H) HEHIZXL D 2
A R ER R (2 PE/HAR) BEM N TV 5D, 200 mg/kg B HRHECTEE
FHEEBNRRO LN, K5 8% 160 mg/kg 2S5 L=, #FME®EE (Fo
HACKE 2 DEDFE T RTDRERE) KO Fo RO KR EHME DD TG EZF%Z S
WO BT, HIRTIE 200 mg/kg & 5-HE T Fo KO Fy #ARICHFIERZ (N3
B K O SR BE) OBIMRERO vz, RZBiTE), ik, REREK. ER
RE, ERAFICHRGOEEBIRD N To, ARBERIZEH T 5 NOAEL X
40 mg/kg KE/H ThHH EE 2 BT,

(2) REEHHER (voXR) &R 1, 3)

CD-1~v A (M 30 Pu/ft) MW7z 1 (0, 10, 30, 100 mg/kg KH/H)
WHIC LD RAFEERRICBOD RO ONHER AL TO®Y Th -1,
R E DO 51TEIE 6 H xS 15 H £ TOMFT - 72, 100 mg/kg % 5-Ff D F-6)
W2 PBlZSiE, My, EEIRH, CALD LEENRO 5, 30 mgkg LA E
ﬁﬁﬁif{jiﬁimﬁ[]%&@\ﬁﬁﬂi@ﬂ’}‘ﬁ WD B T=, 30 mg/kg UL LR G EEO R

TEHALEBIE DGR D H v, RRBRIZEK T S NOAEL (X R& &K BRI T 10
mg/kgﬁii/ﬁf%é EEZbNT, BEFESEIIRO NN T,

(3) RESHRER (Tv k) (81, 3)

SD 7 v &AW E (0. 25. 75, 225 mg/kg AEH/H) &5 L 54
MERERICBE W TR N TmET I To®mY Tho7z, #BWE O 513
IR 6 Eliﬂ% 16 HE CORATH- 72, 225 mg/kg ¥ 5-# CHRAR M & O 2 20
2Nk HALEE) NED SNz, ARBRICE T 5 NOAEL (R84 &
Uﬂﬁﬁfﬁmg/kgﬁiilaf%ék%z%htoﬁé—rﬁ/r IO N ho T,

(4) RESHHAR (OYF) (M1, 3)
IR IR LY D 31.25, 150 mg/kg (KHE/H %2 5 A& 5T 5

3 RVEDRENV BN FIRRATIC 0 L7c7od, 2 OMRIRITRS L7,
12



MERERRAEB SN TWVD, MFETHERBEEZENROLN, T
FhH 3, 4 ATHBRATIL L7z, 2O DB, vFICHEAZzROKE L
HecEE, ROOhLHLEZEZN L T RIE EEA NS Z &
5, U XEIAEBRMEORAFEERRICES VW EE LN,

6. BEzEHHER
(M ECEHICEAITIZERER (=01, 3)
#* 1 in vitroiBr

R R N PuE 8 s e
Ames Rk Salmonella typhimurium —D =4in
TA1535, TA1537, TA1538,
TA98, TA100
BAG T 22984 Bl B CHO — 1 M
ANEH DNA &R | 7 > MU — 2V
IRCEAF YA e 7S L5178Y v~V AU v 74—~ | —1 B 2)
i)
PSRN R e CHO — D Bt ®
CHO — 1 (S

D HEOZEH L,
2) MR TEE DR D b D & THWEME(—S9),
)M EEORD 5D HETHWEME(+S9), —S9 TiEiadk,

2  In vivo iR

AR R il B e 5 H &= it S

REM DNA &k | Crl:CD 7 v | 800, 2,000 mg/kg RE | &%
%0

/IZ R CD1~vvU =& —4 2

4. HEDOTH L,

EED X1z, NN 2D WWT in vitro, in vivo D EER N FE i S .
in vitro T WIEREFEFBELRD LD N, Invivo TIER O LA
WZEMB, ARICE > THEME L 2B METXRVV D EEZ BT,

7. WEMENEZEICET HHR

(1) in vitro® MIC ICBAT 2RE (=K 1)

b bR B R R 10 ERE 90 FERLL Eick 1T 5 MIC A& 6Tk Y, ERZ
PR 2 BR N 72 26 (] 22 2 %) MICso 1% 0.053ug/mL Toh - 7=,
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8. TMih

(1) RESHERER (R 1)
EEERBRIIERE SN TRV, RERGRBRICBNTHRER~DOERE
DEBIIBO N2 oTe, TEHBENEHBUL TWELIFT LAY iE, v U R &
HOPRERICEB W T, REREZMHE LeneE I Tnd,

(2) REREHEREER (BELEY F) (BB 1, 3)

TE Y b RO R EREREMEREB (Maximisation #£) 2% S v, 9/10 JE
TRRAIEMIZER D 5T, 1/10 BT~ &0 Loz, XHFAEIC X 5 & HE
HOFT LU OREEEEFREILILE PTR 2% EE LI TWVWD,

(3) KEBRIBHERR (VYF) (2 3)

X3P EHWEEE LR LY v 10% A O HE (0.5g % HEAE R 12kt
L CHPAZET 4 KFH) B 5T X D R ERBMMERBRSERE S, KISEED b
TRiho T,

(4) RRBHEHAR (O0F) (B8 3)

UH X3P E OB AL R LY v 10%RA O A AR (40mg) #5512 X
% B & R R BR 23 FE i S 7z,

A EIRVE B OV B A 2 RS IERPE 3 3R D S To, RURITR 2 1T L, AR
% 3 XIE 7T HIZFERIZHE LT,

I. EREREEFM
1. SHFEMADIIZTDOWT
ISV Y AATNEMEF MR AMERBRITE R S TR n BEFEOFREDS A
WME L OBEEEHEBEPZBO ONT, EFBEPFLU L TWLIFT LY Ui~
DARDT v bTIEENAMEZ RSN L, £, BRI E > THERES
BB E RSN E B RNAMERREZ RO THIBINO R 2R E N
ZHZEILES>TADIZRETHIENAETH D TSN,
BHERBRIZBNT, ZRbHABOERWE ZATEREOREENRBEO LN LB X
LINDIEEIZZ v b 13 HHEmaEEERRICE T 2FERZ T, NOAEL 8
mg/kg IKE/H TH >7-, EMEA TiEX., ZOMAICL %% 100 23 A L, ADI
1% 0.08 mg/ kg (AH/H LR EL TW5D,

2. WEMEMADIIZDINT

WA TR ZBIZ O W TCHRE S TR A REZR S OIX In vitro ® MICso D & T
b0 IR MERR 2 B T2 S 1] F2 21 MICso 1% 0.053pg/mL T - 7=, EMEA
DOLAR— K TiE, ZHIZEMIY 150 mL, MEDRE I NS 0HEIC 5%, B MK
HIZ60kg ZWMH L, CVMP 0B Hick v,
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0.000053 x 3*2

*1 X
ADI (mg/kg (kE/H) — 1 150 _ 4.00795
0.05"3 x 60

*1 MHERE ISR D TE RN RN &b 1

*2 : EMEA Tl in vitro7»® 1n vivo ~D/EFEREOE WX D4 EM 3 #FH L7,

*3 AN B SN D E 5%, IKOIREEER 5RBR CHEIEEZ R/ T 5EEM NN 2%#H
RSNz sl L B,

EHEHLTWD,

Z® CVMP HHRICTE SO THE B S =M AW %M ADI 13, 4 #% O T
AEnsTHA A5, BATO VICH A RT7 A4 VICESHEREITERD EE X
SNDN, FICREEITOICRDIFEM2MAITAEOTW Ry, o T, B
e S C B 2 AWM SE ADI Rl & L Cix, BEkED RE LIS - -> TR
HEnZgRHc i S% EMEA L REOMARMAT AR EY L ELOND,

3. ADIOEEIZDOWNT

AED M) ADLIZIEME TR/ RS AR A V2 & 2 E 2 R e
%45 1,000 23 A L7254 0@ EFA ADI (0.008 mg/kg (A#E/H) LR LU TH
. BEFENEZEEE FDICHBEL WS EEXZOND, 2O ENH, AL
FLY ORI LRET HICE L TO ADI & L Ci%, 0.008 mg/kg 1A/
HERETHZENEY THDLEEZX LN D,

4. BEREBREZEFEM=DOLT
PLEXY  NAXAY v ORMEREZEFNMIZ OV TIE, ADI & L TKROE
ERAT A ENEL EEZLND,

SN R LY 2 0.008 me/kg R E/H

FEBEEICOW T, SefMss R 2B E 2 B ELEEO RE L 21T 9 BRI R
THZELET D,
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#3 Al % EMEA K O @4 ] = 38 5 H 5 2 oo i 22 B} 5 Ve 38 56 oD bL g
BT AR e 5 & EHEMRE (mg/kg (KEH/H)
(mg/kg (K H/H) EMEA B M = B E O
&kt
<A 4 WME AN | 0, 20, 100, 300, | —
a7 MR 1,000(—~700)
JF i (2 S oo B BT K B
=IO |
TR 0, 10, 30, 100 10 BEY 1
B fig W
REW - (REBIMEORA . | BEY - (KRR, E K
BEHEOW RS |
A EALRAE Mg IR« Bk
(EFEEIIRD NT) (& TEEITRD bT)
7 v b 3 WR#A | o, 1,20, 200 1 (FTRABROTPHRABRD | 2 o0RBRE A bE T

P 75 1 B 7% NOEL & L CHA &
+)
FFF Nt o> P U o) 9 22 e 7 e
PR DR MR 6 L B2 388 T2 ik

3 MRH R | 0,8, 16,32,64 |8

16
. 8

A

BV« RREME

PE R R JH FH R I8 o0 i B ' NZ R

AT R B o RBRIZFH
B IR 2 (R AR~ 0
L ESINSY (e a))

2 % = gE | o, 8, 40, @ . 40 R#h : 40

EEN 200(—160)
200mg # 58 CHEBE R EME | 200mg # 5B THRA e B M
WO LT ®, 160mg | N8O bz 7=, 160mg
\ZAE T, IZZE T,
BEy - RERMEORA ., | BB TR 2B
FAE IR 22 B AL . 7 3E 55 BB oD IR g

B, HUmiERE (25)
A T 0, 25, 75,225 | 75 75

REENY) - BEE, BB DGR
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BeWE o WRIE . BEBE | RIE IR EERKME, i
(HETTEMEITR O b T) BIE . BRI E
A4 X 13 M #E & | 0, 10, 30, 100 30 30
P R
HEORSE, KREEMEOR | REHMEORD, FHHEO
A AP E O & fE A AP O S, B D~
B BE Y, RMEKE, ~v
F27 Uy kSR
73 28 WM EEE | 75 -
P 7 PR R BR

A ADI

0.08 mg/kg K&/ A
NOEL : 8mg/kg (K E/H
SF : 100

7ML A ADT 3% E AR L& B

Z > 13 i [ #E S 7 PR

WY FH) ADI

0.00795 mg/kg A &E/H

AW Ry ADI R% E AR HLE B

IR LB % IR 0 7 0
¥ MICs0 0.053pg/mL
(CVMP =)

ADI

0.00795 mg/kg A&/ H
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<BURE 1 A A fE W PR >
B& Fh &
ADI — HERFFA =
ALT TI=vT I N T AT 2T —E
AP TNAH) T AT 72—
AST TARTXUBT I ) N TV AT 2T —18
AUC 1 K A7) e B — BRE ] R T o A
BUN 15 R 35 %5 54
CHO F v A = — XN A K — PR EL R B A
Crmax e e I CHFE ) v 9 8
CVMP RN SR SR AT B A ER L EZ RS
GGT o< TNEINETUARTFHL—F
HPLC BRIk e~ N7 T T 4 —
LDso PR B &
MIC #c/NFE T BEL AL i EE
NOAEL | &
NOEL AR &
Tz TH 2R 8
Trax He e L O ) v 95 81 53 R i
VICH B 1 1 3 5 00 7K R A B O R FNIC B S [E BR T )
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<EZB®B>

1 EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
VALNEMULIN SUMMARY REPORT

2 BEWKEEDMEIELBRAERN @IHEERLET —FX— 2|

3 NIURXAHY NV, a7 1% 7 VIv A, 2a /7 10% 7V v 7 A
OWE, ) NV T 4 A T =<~ ARt ((ENEERD

(http://www.nval.go.jp/asp/asp_dbDR_idx.asp)

4 E. Zeisl, M.Wanner, U.Huwyler, H.mascher, E.J.Maier, Excretion of

Valnemulin in faeces after oral application to pigs, 1998
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