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KEHA F 27 b F94 o) v BE|OEIGHE KK
POHEEICB 4 2 HRIBATE 2 i L 72, T b B,
2003 40 5 2005 12T T, KR OKPERER,
WA ATBOEN KERATE Y Y 2 =D O,
BHRERBR A NG L 72, ZOMER, HRAF2 7 b
FHA4 ) VEIFIO 7 7 2 R, ¥
7)) W K B FECHEC TSRS 5 A w2 ifE R
XN, F72F OREEN TOREEDSHS &k >
22 Eenb, S HBEANORBILRDHE 4
BIZE 5T, T D%, 2006 HIZKGEHSHUS X,
2 15D 2008 I FF AL T L 72,

2. BBRRIR

(1) S 77ICHT 2RLM

W E & (OTC & LT 50mg (Jiffi) /kg)
D258, sfEEBLC10fFEEA1H 1M, 7H
RS- L, 2Ok, 8 HEOBISIIM % %
T, FHRE 136g D+ 7 7 IR T 3R
1R 720 30 B CHERR L 7=, &l T HAR v o AR
1324.0~25.0CC, fEHITEP AR AAGH L 72,

ZORER, 10 f5ETRELEGATH > TE,
BRI O WTREME AR X 7z LIS, —iIRRE,
B, EBISEVZRD ST h - 7,

(2) R T7TDETUARIIHT 2H3M

7. SR

1999 -~ 2004 F-1C R, RN, F4EE-T
PN N T 7 70 6 kX Nz Vo anguillarum 5 Bk

TG VN FHED V. anguillarum 13 ¥k
12D\, AR E B K OSRO 7 2 HI3k
KR THESL U 72 V. anguillarum J-O-3 BUPTIMIE (2 &
3274 NEERIEEITY, ThoEKICHT
% OTC O/NMEHEHIEERE MIC) % [E¥th
S A TR 263 2 PR E O s/ N BH IR TR
(MIC) Mk (ByinH AT 2 2003 4-L0E
FEHEVR) | ICHEL CTHIE L 72,

TV XS VXFHEKD V. anguillarum & b
5 7 KD V. anguillarum & OFEACFHPIR B
KO M MR O Fo T+ O B D 21221
FZEMAnmEh, OTCOLSSHAEOEY 7)) 4
WIS T 2 HMENRBRE N, 2, VT T
sHEERIE, 7D B KO Vo SF kR & RIS
OTCiZx L Tz s L (1), &S<H
FHOE 7 ) AWEICHT 5 OTC DAL}
Fehiz,

4. W A & ORkER

N 7B AN E #FNDS -0, OTC
& LT 50mg (Jififi) /kg FafkeE % BdA ks &
Ve LIz by, FEERE350g D 5
7 2 30 FEIC 1 Magfl OG- Lz, 540, 1,
3, 6, 24, 48 B XU T2 Mz e Eh 3k %E
B o bbF, 14, mia, Ifdds & OVEfis 4 BREC L,
HPLC ¥ {heiifil [Em& eI — 48
FHERSEE NS - PRI, AEWE - A F 27 b
S¥A4 219y (OTC), ZulsFts¥ A2y
(CTC) BEU'F b9 420 Y (TC) kBRI
I2& 0 KRR IZ B 1 5 OTC OMRRNIEE % HE

F£1 Vanguillarum \(Z34$ 354 F 27 544 2 ) Y OR/NFEEHIEEE (MIC:mg/L)

oK S Sy BB SYHEERE Bifk¥  MIC (mg/L)
FZ 7T B3l 1999 4 1 -
""""""" BiE 2003% 2 1
RS T 2 1
"""" 7y ®E 2003% 4 1
CorvsF o mRE 9934 3 1
""""""" @ 19 11
""""""" @ 2002% 2 1
""""""" g 203% 3 1
e Feli 1974 4 1 1

* J-0-3 BUIG 1R B 0 AR
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X1 WINERERIZ R % OTC @ b J 7 & HIk PR

J&

L 7=, kB IH R D K2 22.0 ~ 23.0C TH - 7=,
REORER, b7 72005 X7 OTC i
Wi, ATl & ORI T 5 2 &, IATIR
BH U 723 O P A M Ol 2 & 0 B2 &,
Pl Fs & OVEF i C 13 P 51 RO C a1 2 o
L, ZTORIKEFTB3Z L&, &6 CITHAED AT
Mg s & OB oD 7 05 e R TR L, gl

T2 DN TH 5 Z &Rz,

7. HRREAER

N5 T U B B OTC A 0% 4
BLUOE T IRIZ L BWERE P 2 H%)
PEZ GG U 72, EEA RO ZAE 2 5 FF O ik
AFIZBWT, 7)) AWERBAERIZ OTC #
Al 50mg  (JIfili) /kg FfkE %, FDRRARNNC &
D 1H1l, 7HEEES L2 2LT, #Y5
WMo 7 Hl 4 K OBERE T %O 8 HR D FF
15 HEZh 720, —iiRRE, B &k b etk %,
F 7z, MG HERE & PR O SRR A M
IS 5 2 eI K O AR AR L 22,

Y 7)) AR ORERRIZ, R A TS S RiostT

—EIZ DN, FEREEH A O CE IR OUIAT

i & OWTEEE T, a0 =— 2L 7257
2 DWTHLV anguillarum J-0-3 TG IZ & 5
Z 74 FEERIGTEHMEZR L, MIZHK 20
5N WIGAIZ V. anguillarum JEGIZ K 5 €T
I & B L 7=,

RAVEDFHE - B BONEIIAERDE N % h
IS, BT ) ARDOTIEIRT & 5 RIED KA
wanhiz, T, FEAEDOKIZZLDHE
MEIR B BIE E 2—07, FECRRARE T ) A9
Th 5T &%EBMNTBITFMORBARPER S Nz,
I ONERIE, PEEREO AL & 3 RS 0 HaRf
DCHFICEHLBEL TROSNTNDE T L5
OTCIZ K2R EM AL TR NEEZ L SN,
7z, MFFOEMIRRE, WkE B L O EZL
I ERROENEL 572205, OTCD
7 7N RN S e,

ARIEOFHI - WFhOfEIZ TS, MR
BB & PSR O SRR IIMET P a2

NRBOOENZZENE, ETUARIZELD 57
' DFCHRDOIC TS 5 OTC BAIOH R E»
e hrz (F£2),

() M 77T B%EM
b??ﬁ'ﬂ?éM@@%@ﬁ%ﬁ%%%#
L, SRR ARET 5720, EN2 5

LVC, M7 7 JHIRKEHAED 215 TH % lOOmg(jJ

fili) /kg REOEFZ 1 H 118, 7 HEREORS

L7=%, 9, 18, 27, 36 5 K045 HHIZAN

K UHFiE D OTC 2% % HPLC 43 #rikic & b e

L7,

ARBROAER, ARt ORER AKROENIZ L 5T
OTC OHMIFRMNIRIE 23 A D, fE% 31236 HE T
PR MFED 6 N2, k4 TIZISHETL R
D ENLENP 5T, KDRWKHEBHRY 6

£2 7770 T)ARIIT S OTC DEFK SR

it 3¢ FRER T TakE (o) fElEE (8 ARG FRECE X (%)
. PR 1,100 ~ 34 3.1

F@Eﬁl lﬂi" ,,,,,,,,, 8 ,,,,,,,,,,,,,,,,,,,,,,,,,,, 22'10 ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
Pt 1,100 23.2C 9 0.8%
lERE Sy 1,000 299 ~ 189 189

BB 2 oot I g T
Pt 1,000 23.4C 131 13.1*

* SEPLHOG M & DS p<0.01 THEES D (O 4 ZME)
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£33 BHREBICEIBAFFLT I IHA ) L OMBENIEE (g M) /g 58 FHH)

- ey CFIRE AR . e - PEER H B
=’ 3| N=|
it A (@) () A KL% 9 18 27 36 45
. 029 005 <001 <001
) 214 ~ WilA ~062 ~017 ~004 ~005 <001
iz 3 EP 93 50 .
22.5C - 049 012 001 <001 _ o
~093 ~028 ~005 ~006
A 004 001 ;61 001 <001
. 229 ~ ~0.07 ~0.05
Migy4 EA4AL 238 50 Py o5 001
. . <.
JHF Mk 008 ~o003 <001 <001 <0.01

H3TOES5%9, 18, 36 HORFHE TO AR
JE& D, WEHERENT O E, OTC DRk HuE
i (0.2ppm) Z#EEL-HEIZ3B HEEH XN
7oy, DB TORIEMME (30 H X3 40 H)

EEEL, &< HBMEOKRELIM % 40 H M &%

F U7, IR, R, Righi JORARD
BARPEBRY, AT BOE NKEER G2 v
2 —, AR B AR B DR b i 2 O B FR 25137
DERRICEHHOEE R L E T,

EL7,

i
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OTC D& +L B4, & KGR I LU Eo
HRIIEA4DBYTH S,

Kiklr & FhEd 512d 720 KA 1 & THE

x4 WA LORRRSEHE KO EOER

il KB OTC20 % | 7K % 1 OTC ik | &K B Fl OTC i | Ak 2 Fil OTC #k | /K 2 H1 OTC ik | KPEHT OTC20%
[ &35 10% [KSK] [2—%V] 20% [SP] [TG] 10% [/354 %] NC
Ak pE Fl OTC # | 7k PE Fil OTC K B Fl OTC &
20% [KSK] [a2—%>] 200 [TG] 20%
A OTC i | 7k PE JH OTC K PE JH OTC Bt
50% [KSK] 100W [TG] 40%
A pE H OTC Hk
200W
KT 5~ A4
%4
KT 7~ 4
¥ VE— 200
BLEIRFETT & B AR R | NSRS | o = VLR | £ 5 2R S [ BRR S b — |31 A RPERRR
24t # Azt # I — 15 ZEAT | Sk
WK5e &5 BRI E | o — 5 LR (R 24 v [ BRR B b — |31 A REERR
24t # A&tk A=~y b ERE S Rl
By - AFl1g vh, HBEAFSF FIH 420 2 100~ 500mg (JIfli) 2 &ET 3,
I - R fUAE kg 72D THEAFVF I3 9 420 v LT FRlORASEISIAN LIS T3,
T3 % 5 1 50mg  (J7fith)
IZLAHBESE AP TEBXNTOEED, 72720, d0EKRL.)  :50mg (Jifii)
IZLAHBME (AP T THh3E0) : 50mg  (JJfilf)
9 7 & H A 1 50mg (Ji)
Ao H 1 50mg  (JIfiff)
S HfE 1 50mg  (JIif)
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e - R TFEVT L THA LY VEZVERISER T 5 FRlERAHO RO T
3 & H YT AR
WICLAHBE KR TEIN TR0, 72770, dWERL) ¥ -5Z 5, €74, HEl
BRI
IZLAHBE (BARPTEEhTHEE0) YT AN
5 7 ¥ HAME D85 aakE
7oy H U SR BRE
S HEH T NG

A EOHRE | (FHS Sl OEIEISE CBIfR U CHEE 2 HH O ALK T 5.)

(i iRz]

FEPNCIIHHL W &,

L AN PRICIHT 3 R EREON RPN 260 2 720 L, FRICIBT 2 R BRSO

xR f R BRI
9 HfEM v A

72720, bWEER<,

ICLAHBIE QRARPTEMEIN TN 8D, | ET VAW, 5% 50, MHEERRIE

IZLAHME ARMTEIIEATH280) | €7 YA

5 75 ¥ HMH 285 a2 TR
AT ARBY = Bick | L GHER R
S<HBH Y7 s

H¥3Z&,

2. AANE, WU ARTHAL A0 IR S BFIRP 0T, ThaBA THFLZZHA12E,
BOLRWERS LT 2 Zhnid b 2 en b, KEMBIEO [HBEEKOCHE] (266> TIEL < f#

3. FANL, WADEFIC B L R NROWBMOMHICIED 2 Z &L L, WXSEE - 2%IFHH L A0
Z&, iz, WHROIROEMIZ b 53, 8 HIMILL LM 53, MO LHEH LW &,

4. KANG [HEHHERE] OEHZETAICKDHITEZ &,

5. AANIIREER (ERMEEE, FORBERE v & —, KiERBnE) (ICH#o BiET23 2 &,

Z Ofth R AANSIEIEL 83 5D 4 OBIEITHED ZMHHFANEF TR HUEDE WD & W =B HIESER T 5

578, ROMHLSIEMEA¥FT 2 2 &,
AFReG#%, PRLOMIEIZERICHT 2 HTARET 2irbanl &,

9 HAM 230 HTH
IZLAHBE K THRIESh TS0, HL, dWaER<.) 30 HRH
IZUABSHE (ARh TR TS E0) 230 HIA
5k EHMM 30 HIA
v H 40 HIH
S HfBM 140 HIH

SHEHMME (O & EIlHh > TiE, AH 100g LT D& O R TEHIZHT 5 720 12K 51T %10 30
HENZEIBROsHEE N 1 HVG40% L EOSRMIC B2 2 K8 100g # /A 5 8 D)

ak 10kg (1kg X 10)
Ik el

L EOFRICOWTR SR L 281 5 5720, REFEL L TEAHGFEORFRTH > M2t A v 4 —~xy b (B

BAGETE © £ 7 7 A2t ONEERIRL 7.

C

R TFbIHA oY VL, BUE, SRS
& LTE< OFPIETRR - eI T 7
NIHA ) VROPEWMEHTH 5. S HAMH

TR Z N F O ESUE 20§ 5 A% 7 375 D K
ANENTE D 57258, 2006 FI2H 7212 7
TIRIxT B RNEE RGBT X 7z,

HEEDOBRIZHNE X 72 ikBRfE RO 5 5, £
N5 7 ST BRI, R (50mg
(J1flh) /kg) D 2f% 5B IO F
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FLEIHA Y VEATH 1A, 7HMEGERS
L, ZD%, 8 HEOBIE AT > 72, 7 DFEE,
REVIHIOTTREME VRIS X 7= DI, — AR IREE,

Hféﬁm BWT0.06g (ifli) /g DI
PR LN, FETERAT O FEIR & E R LIRS
%mﬁ'“ﬁbto

PE, ¥7VARICRBRLE NS 720D, falk
FHlkge b7V 1HEFFCF I IH A2 ) v L
LC50mg (Jifh) #4542 &L EDReMEk &

FEA R, SECENEWNIZRED S ke o 72, WIS
T 7 EEDE T DRREO S ETES S ﬁ%
N7z Vibrio anguillarum 18 BRIZXE 4 % S &z

P& PRTAER, DT NOEK & R/ N FEF IR OHRE RS S 7z
& (MIC) 13 1 £g/mL Tdb - 7z, WEEEABR T
ERREHEA 10l b7 7 2700085 LeL 5 RAXE

&, NI TR G MO AR S, 6 IEE %
T129ug (i) /g ki x sz, %4t 2 » iF
DEFIRAEE T, WFholifx coRsklte,
FEHHARE L B L T T ) ARIC K B &
ARICIKT 872, ARNOREI, #51% 36

1) ZEHS, Varin Tanasomwang, BEILAITE @ b5
7 JHEFIZ T8 U 72 Vibrio anguillarum FEGHE,
fowbifae, 22, 2930 (1987)

Oxytetracycline

Masanori TOYOTAY, Kazushige KUBONO?, Naohisa WATANABE?,
Yukiko OKAMURA®?, Atsuko NUMATA® and Hiroaki MOTOKI®

U Intervet K.K. 1103 Fukaya, kasumigaura-shi, Ibaraki 300-0134, Japan

2 ASKA Pharmaceutical Co., Ltd., 4-1-1, Tenjin, Chuo-ku, Fukuoka-shi, Fukuoka, 810-0001, Japan

9 Kawasaki Seiyaku K. K., 3-19-11, Nakaze, Kawasaki-ku, Kawasaki kanagawa 210-0818, Japan

Y Kohkin Chemical Co., Ltd., 7-49, 3chome, Nakaishikiricho, higashiosaka-shi, Osaka 579-8014, Japan
% TOYO R&D Co., Ltd., 883 Shimookudomi, Sayama-shi, Saitama 350-1332, Japan

9 BIO SCIENCE Co., Ltd., 246-1, Takumuji, Nakagawa-cho, Anan-shi, Tokushima 779-1292, Japan

Oxytetracycline (OTC) is an antibiotic of the tetracyclines, that is currently approved and marketed as a veterinary
pharmaceutical for use in many species. For the Fugu (tetradontiformes) puffer fish order, no drugs efficacious
against bacterial infections were approved before a new claim for OTC against vibriosis in Fugu was approved in 2006.

Among the studies in the submission dossier, 2 times, 5 times and 10 times the recommended dose of OTC were
administered orally once a day for 7 consecutive days in a safety study on Tora Fugu, and fish was observed for 8 days.
Except for the possibility of delayed growth, no differences in general condition, feed consumption and death between
the different groups were observed. The MICs of OTC were 1mg/mL for 18 strains of Vibrio anguillarum isolated
from several fish species including Tora Fugu. Absorption studies on OTC in Tora Fugu showed that the highest tissue
concentration - 1.29 mcg (titer) /kg, was detected in the liver 6 hours after the clinical dose had been administered. In
the residue study, 0.06 ;2 g (titer) /g was detected in the liver 36 days after administration. The withdrawal period was
therefore established as 40 days in consideration of the results of statistical analysis.

In conclusion, safety and efficacy were confirmed for the administration of OTC, 50 mg (titer) /kg/day against

vibriosis in Tora Fugu.



