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Table 1. Sensitization groups of temafloxacin in guinea pigs

Group Se?;(i)t::at:'(omtgen Route Adjuvant g;:lfs
A ’(I;I(\)/Ifn);/kg x 157 p.o. — 10
B ’(I.;al\(;lfn);/kg x 15') p-o. - 10
c 3;1(‘)412;/ aimal x 3 s.c. FCA 10
D ’(I;Lg;/:!?;’n‘:l.a . s.c. FCA 10
E ?lvxﬁg/anim al x 372 s.C. FCA 10
F g‘fﬁgﬁﬁ;a‘:“gq) s.c. FCA 10

*1: Five successive days a week for 3 weeks

*2: Once a week for 3 weeks

*3: 1 mg/animal in terms of protein

TMFX: temafloxacin TMFX-OVA: TMFX-ovalbumin = FCA: Freund's complete adjuvant



TMF X DHUS MR

vOoL.41 S-5

227

AL D0.4ml %, FEET 02 » FT(#£0.2ml7 D)
7B C3EES L,

ABLUBHEOENEy P26 X RARMRELTA %
12, C~FHENDENVE v b5 IEE#IEME2D A KIZ,
LR & D4R L, S0 8 L TE S i
GRIL%) % £ T—20C CHRAF Lo FEEO ML
7= L, #HFT—20CTREL,

LB, ABO10mg/kgtk 5 I3HRMEER ICH LT 5,

2) ¥TA

Table 2/Z R T EAERE(A-1 ~A-58IIBALB/c7 7 A,
B-1~B-5&1XC3H/He~™ 7 X) & i%l}7:0 A-1, A-2,
B-1B L UB2BED= Y XIC1E, 0.2% MC 4001 T
W LATMFXD0.2% B W 5\ id2% MEm %, B
VyFERHWTHAELgH 721 0.05ml58(A-1, B-1%
210mg/kg, A-2, B-28¥i3100mg/kg)T15H (5 H &
B8, 3EEEOKRS Lo A-3BLUB3HNT Y
ANZiE, ESTHEBRKTHEL/0.01% TMFXETR
EAlumE DEBIREWD0.2mI(10.g/0C) % 18 B M/
T2EERIRE Lz A4B L UBABED <Y R

W, EBNECHE TN L 720.01% TMEX-OVAIRE &
Alum & D RIBATD0.2mI(102g/V8) % L8 1T NI T2
BB ARG L 7o A6 L UBSIED Y7 ARSI,
A PATHUR CHN L 720.01 % OVATRI & Alum & D
IR A D0.2mI(10 g/ VC) % 18 F N b8 T 2 LIS 442
5 L7,

FTNTOMD Y 2 SR A10 8 I, KX
R & 0 xRl L, gm0 LT o L2 i (I
i) & A BRI e ML, i E T—20C Tk
L7

L, A1B & UB- 1D 10me/ kgt ' J (& R HE &
RUZAHY T 5,

4. BIEIHAE

) ELVEy bEAWAEDMEZET 717 F
¥ —(ASA)UE

ABLUBEENEILE » MEEHREE208#%IC, C,
DB L UEHOEIE v Mal#E/E250 %12, FIE
DENVE v MElc#EMAE24 B RICASAREICHE L 72,
A~DBLUFHOKSIEDELE v ML, iE4HE%E

Table 2. Sensitization groups of temafloxacin in BALB/c mice (groups A-1 to A-5) and C3H/He mice (groups B-1 to B-5)

Group Sez:is(i)tsizatiox;ﬁigen Route Adjuvant ::;;fs
Al ’(I;.I\(;Ifn);/kg x 15" p-o. - 5
A2 abggig/kg x 15) p-o. - 5
A-3 ’(lfgﬂ;g/m al x 27 ip. Alum 5
A4 aﬁ;ﬁﬂ‘a x 22) i.p. Alum 5
A-5 8th/anima] x 2 i.p. Alum 5
B1 ’(I;I(\)IIfn);/kg x 15) p-0- - 5
B2 (Tll(\)/IoF r)r(1g/kg x 15") p-o- - 5
B3 g:fi;m 4 x 2% i.p. Alum 5
B4 (Tlgiéma . 2 i, Alum 5
B-5 ggig/animal x 2% i.p. Alum 5

“I: Five successive days a week for 3 weeks
protein
Alum: aluminum hydroxide gel

*2: Two times at intervals of 18 days

*3: 10 pg/animal in terms of
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Table 3. Active systemic anaphylaxis in guinea pigs
Challenge antigen No. of Grade of anaphylaxis
Group (mg/animal) animals I I m v Vv
TMFX (5) 5 5
A TMFX-BSA (") 5 5
o B TMFX 5) 5 5
i TMFX-BSA 5 5 5
c TMFX (5) 5 5
‘ TMEX-BSA () 5 5
D TMFX ) 5 5
TMFX-BSA ) 5 5
E OVA (5) 10 10
F TMFX (5) 5 5
TMFX-BSA () 5 5
*1: 5 mg/animal in terms of protein
Grades of anaphylaxis were evaluated as follows:
" I (Negative): No occurrence of anaphylactic signs within 20 minutes
II (Slight): Scratching of face and/or ears
I (Moderate): Coughing attack and/or ataxia
IV (Severe): Convulsions and laternal turning (no occurrence of death within 2 hours)
V (Death): Occurrence of death within 2 hours '
TMFX-BSA: TMFX-bovine serum albumin
Table 4; Passive cutaneous anaphylaxis in guinea pigs using guinea pig antisera
Grou Challenge antigen No. of PCA titer
P (mg/animal) antisera -2 4096 6400=
A TMFX 5) 10 10
TMFX-BSA () 10 10
B TMFX (5) 10 10
TMFX-BSA - ‘(5'1) 10 10
C TMFX ®) 10 10
TMFX-BSA (P 10 - 10
D TMFX ®) 10 10 ‘
TMFX-BSA G 10 10 NT*3
E ovA () 10 10

*l: 5 mg/animal in terms of protein 2 negative with undiluted serum  *3: not tested
PCA: passive cutaneous anaphylaxis

Table 5. Diffusion-in-gel precipitin using ghinea pig antisera

Group Challenge antigen A No. of Y Precipitin line u
(mg/ml) antisera - +
A TMFX-BSA (CP) ) 10 10
B TMFX-BSA () 10 10
c TMFX-BSA () ‘ 10 10
D TMFX-BSA ) 10 1 9
E .0VA (5) . 10 ‘ 10

*1; 5 mg/ml in terms of protein  ‘2: Precipitin line formation was not observed
3; Precipitin line formation was observed
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Table 6. Passive cutaneous anaphylaxis in rats using mouse antisera

Grou Challenge antigen No. of PCA titer
P (mg/animal) antisera <5 20 40 80 160 320 1280 2560=
Al TMFX ®) 5
TMFX-BSA 5B 5 5
A2 TMFX ) 5 5
TMFX-BSA G 5 5
A-3 TMFX ®) 5 5
TMFX-BSA GP) 5 5
Ad TMFX (5) 5 5
TMFX-BSA (P) 5 1 3 1
A-5 OVA ) 5 1 4
B1 TMFX ) 5 5
; TMFX-BSA (6P 5 5
B2 TMFX 5) 5 5
; TMFX-BSA (G 5 5
B3 TMFX (5) 5 5
) TMFX-BSA (5 5 5
B4 TMFX 5) 5 5
- TMFX-BSA (G} 5 1 2 2
B-5 OVA (5) 5 2 2 1

*l; 5 mg/animal in terms of protein
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Antigenicity study on temafloxacin
Kiyoshi Watanabe, Seiji Mito, Yuzo Asano and Fumio Ariyuki
Safety Research Laboratory, Tanabe Seiyaku Co., Ltd.
3-16-89 Kashima, Yodogawa-ku, Osaka 532, Japan

The antigenicity (immunogenicity and allergenicity) of temafloxacin (TMFX), a new antibacterial
agent, was examined in guinea pigs and mice.

In guinea pigs, immunogenicity (potential of mainly IgG antibody production) and allergenicity
(potential of induction of type I allergic reaction) were examined by active systemic anaphylaxis
(ASA), homologous 4-h passive cutaneous anaphylaxis (PCA) and diffusion-in-gel precipitin tests.
ASA was not elicited by a challenge of TMFX or acetylated TMFX-bovine serum albumin (TMFX-
BSA) conjugate in guinea pigs treated orally with TMFX or subcutaneously with TMFX with
Freund's complete adjuvant (FCA). The antisera obtained from these guinea-pigs were shown by
PCA and diffusion-in-gel methods to contain no anti-TMFX antibodies. ASA was elicited by a
challenge of TMFX-BSA cgﬁjugate but not by that of TMFX in the guinea pigs treated
subcutaneously with the acetylated TMFX-ovalbumin (TMFX-OVA) conjugate with FCA. In the
antisera obtamed from these animals, the PCA reaction was ehcnted by a challenge of TMFX-BSA

‘ con]ugate but could not be elicited by that of TMFX.

" In mice, 1mmunogen1c1ty (potentlal of IgE antibody production) and allergenicity were examined
by heterologous 24-h PCA test in rats. Similar to the results obtained from the study in guinea
pigs, neither 1mmunogemclty nor allergenicity was noted when TMFX was administered alone.

From these results, it was concluded that TMFX lacks antigenicity both in guinea pigs and mice.

o



