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LlEDR SN, AT-2266 (XMEFANCEAL EORD FHELEEIIRBTHRE LWVR
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REIhDZ Lidisw e Bbhb,

AT-2266 i3 KX HABIEKAKH CHEI N HF LV SRIAE
#T, Fig. 1 R HLEREYHE TS, BUOLEREYEH
+5ARHEH & LT Nalidixic acid (NA), Pipemidic acid
(PPA), Piromidic acid (PA), Cinoxacin (CINX) 7c &b
%0 TOLSRBENTFLAYITER T TV ETh, EAL
EDO/ATHEE LIEHEMICEE Ly BY ThES TIHE
BERRALLVY, L, BERCEWTRFLLT 7UAX—
R X 5EfER#ART A L2b B LEHERD 7L
F-cBTAEIFA L LT, KB, &E BRI LLORK
WERC BIT2 SO ETH B30, HEKRRO —HE: LT
AT-2266 DHIFHY, T4+, EAEy PRIV AXAL

TR LD TRET %0
I. #E&LUHE
1. SREY
REAEBYE LT, vy¥ (REAGE & #E

2.7~2.9kg, %Lty 7V —), A€ b (Hartley
R M, hEH300g, BEEREWBEBRMAS) B
LU=y & (BALB/c i LU CH/He %, i, 838
i, BEZREYREGRES) HEALL. ¥,
MR E LTIz, TAE v b (Hartley &, i,
BEK 300, HEKREWMEGFER) SLUT v
M(Jel-SD %, #, 10:EW, A&7 v7) ZEAL
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Fig. 1 Chemical structure of AT-2266

HN/\L C.Hs
sk
“ 0 . Y2 Hz0
X COOH
0

2. BERYWERLIURAE

BB THDH AT-2266 ITHHARKL, ME - BE
thic EDRBRIC X h SMEFERFE D O Lico Hik
EHLLTCyoMmE7 A7 v (BSA, Sigma#h) X
USRI 747 ¢ v (OVA, Sigma 2t) %, *i, R
Bhi#l & LT Freund’s complete adjuvant (FCA, Difco
) BIXUOKBIET A =v a5 A (754, HERAR)
A Lico MIBERMEREERICHDF¥AMmER (SRBC)
GEWEBYIE Y 2 — X OEA LI

3. BMWWE

4 2 (2R EE20~25° C, FRHA 6 : 00~18 : 00ICERE L
TEVHZEN THEREMSR, — D WERICERE L. 1%
v MIBE 24+2°C, [BES5+5%, FBBA 6 : 00~18 : 00
IZ3¥9E L= conventional system DOBHBNT, =¥ A
F LS v MXRISHBED barrier system ODENMEAN T
Blio ELEY PEIUTy MITA=A My —o
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R, =Y RETFAFy s Wr — LI 6E/ o —
CTRICHE L, KKOLBIT T b 2 [E17 - 1
FBHIA Y = v 2 ABER RO EREE (7 F s LU
ENLEy MERC4, =9 RAKLIVF v MECE-2) %
bz, SRRy 4 FILERMKER TEOMIZAY H
—Fx A PSR E Y ThEL, LR AlicfiRE ¢
Too BDMMIIART - BIEH 1 ~ 3 M re b —RIEER
DBWAT VRN DI Z & X L 7cD bR L
oo UHF, TEAEY FRIUVFy MIBHEr—2iC
A= FaoTEgE L, =Y 2227 Y v RT
X h{EEY, ¥y — o — Ko TR
L7

4. EAKSYORAY

AT-2266 @ BSA L0 OVA L OEEHOANIL,
AT-2266 DAL F ¥ AT BEAD HHET 2 Wi &
BERBILIINIToTe AT-2266 IZIL ERT LV
Bic7 2 EBDEHOKCHET I D, LoD
YIA AR TEFAETEDT § 7 KX FRHELICOD,
BB LMo TN-eFafov R 2o 8 F LD
AT ABER LI T7cbb, AT-2266 D N-+ Y
InFe7eF A FlKT, Cr2er=FL R TYE
DI/eARB=FABIOF N V=FLT I v EMZTK
BT 304 L, D\WT, ThC4BED N- FeF
A7 /A VL, REECTRRRIESET
EEZATFAZ B COFEE=AF L LEA L DORIG
FOFDX 5Lt T7bd, 30mg/ml © BSA 55
V3 OVA K%E¥ 10ml (4&® IN NaOH T pH10 iz
FE) 12, 10mg/ml DFEHE=ATFAL L A4 VB 10
ml %, BBLAHLAP LT T Lico K& T T304
M, DWTERTIFHMERLEALRIGZ®ICODL
60ml DK% tnx, INHClITpH4.2 L TERAY
BWEEFOE EHEYE Tloo MR YBUHEYEOKE
4B IN NaOH CHRE X5 L\ 5 HBfFx 3 @R DK
LTREGD T 7 v HBROB T DWT, B
10 ml /K & 3N NaOH #nx T pH13 A EDO&KHTT
SEEMIMHT A LRI D VY T Ad e T FAEYY)
MrLicob, 70ml DK%M%, INHCI CEBESY
AR E 1o WYY 10 ml DK & ED IN NaOH
THRL, KBOBA A VK TRACERLIcODL, &
DRFC L Y R EBREL, BAGESYORETEHREK
APER L1
~TFv—EBAEEYPOEARCHRAT T VR
EAEMIY IS, ZOREERAOER*EARL L
THERABEATAMNL, 347 nm KI5 BEHOZDRK
¥BEL AT T —EBBBEEYWORKE L DEL DGR
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77 B EH LT, AT-2266 DRAMBICESITS Bk
IRULYY % 268 nm TH DA, ZOERETIIEEIZ LY
WIS B Ted, HEICILIZ LA KBS LW
1 DOBRINE — 2 Th % 347 nm OB FETRE L1, 1
¥, AT-2266 DM 347 nm (2R3 5 FERXEHE KL
18300 Tdhr B0 TOME, MHBLI: ~T5Fv—KAK
a0 BAL1HFYUYD ~7 7 v ERIDFHE, AT-
2266-BSA ¥AWTIX13.8 9rF, AT-2266-OVA &2
MTIL6.53FThot, Iods, —MOKR (12,
MCRTALHTF7 1 5+ —RR) TS ~75
v ¥H 18.0 4 F D BSA 8 WL8.20F D OVA £4
Yt

5. AN B LUK

1) vHFRIeres bOREK

10 mg/ml o> AT-2266 35\ % 2 mg/ml d AT-2266
-BSA B - %7ARD FCA*mx, 7=V v7/7vy
F—Tz=Loav/%RYL, D=1y 3 Vv ¥KA
1@, fr4ECHich v+FiZit 2ml, €1y PRI
Iml ¥R TRy TR LI, ik, 28777
1 5% — RBRBOELE » b DPBITIE 4mg/ml O
AT-2266-BSA Bl x AW T=<A2 3 v BE L,
2) =Y ADRE

10 pg/ml > AT-2266 35\ % AT-2266-OVA BH
L 20mg/ml D7 5 ALXEBREAL, =T A1EY
h 0.2 ml #HERC 1 @S L TRELT.

3) #am

Y FRPEEEEK3IAB XY 7AE ¥ THA1EEH
BRI b, ¥loer ey IBREFERTBAOELY
R 2ml ML, < RIFEFREHKT, U
IV 218 BicfREMREL V0. 2ml Eli LT, 4
B Lo S A RIER ¥ ¢ —20° C CHikR
# LfCo

6. HifEDKH

1) MgERmEREE (PHA) RIG

Bing LORFEP CECTHFo100 FALELTATE
FCEE L7 SRBC % bis-diazotized benzidine DH#
TTAT-2266-OVA L{EA L, 37° C TISHRRGEE
1o RIGHAEBAEKT 2 [EEOKEL, X HIR0.SKE
By FMEL ST )~ REEERREK (NRS-PBS),
pH 6.4, T 1 EIBE# L0, FIEEH T0.5% OEE
WA A LRESUGIC RV oo BERIGIIVE~17
» 7V —} (Linbrogt) M\ ico Thebd, =177
7V — b DFTRTO v = A NRS-PBS 0.025 ml ¥A
h, B1FIBED v=Aic BERMF 0.025 ml XMz &1
Y 2 —%— (Flow#t) T2 {EFIHRET-10b, £E
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Table 1 PHA antibody formation to AT-2266 in

rabbits

Animal PHA titer at
Immunogen - T
No. |aw+| 4w | 5w | 6w | 7w
1 <si<s <8| <8| <8
2 | <8|<8|<8| <8| <8
AT-2266 3 <8/ <8|<K8| 8| K8
4 <8 <8|<K8| 8| K8
Mean | <8 | <8 /<8 | <8 | <8
5 128 | 128 | 128 | 1024 | 1024
6 128 | 128 | 128 | 512 | 512
AT-2266-BSA 7 64 | 128 | 256 512 | 512
8 128|256 512 | 512 | 512
Mean | 112 | 160 | 256 | 640 | 640
S S EE N A A N— _

*Week

T 0.5 % RAFMBIFHER 0.025 ml 3 ~XTD ¥
=A% e 37° C T 1 BB, XHIBRTI
BEELZERERYBE LI, BHERERY R TRE
FREEH Y PHA Hifhffi & LTRbH LI
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BEHL, o 3mMH%T AT-2266 35\ 3 AT-2266-
OVA 2.5mg #4%50.5% =, v A7 —¥#% 1 ml
MR X b BRI Lico —75, =¥ ADBMIMMIX A
VIR N EBRBTTHELRS v P OWERAIC
0.05ml FES L, 72 BMI%IC AT-2266 %5\t AT-
2266-BSA 2.5 mg #&150.5% =SV A7 L — ¥ 1 ml
YEBMIRL DS L1 WTHOBEIC L HEESH D30
S3 BV R I M I ST AZ A MR L, RO EE S 5mm
LAER Ry i oRmAEREE Y oo PCA i
L LTERbLLIS

3) Bnegl (RESH) @B 7+ 74 FFv-RIG

ERAFH8ABEDELE Y T, 5mg/ml D AT-
2266 3B\ ML AT-2266-OVA %K 1 ml » sk &
DESL7F71 5%y —RIEXER LI EHEEKX
D7+ 74 5% —RIGICLD Y 3 v 7IEROREY 2
REEiC b7 W BB L1,

4) BRI MBIG

BREFHRSHEDELE » FOFHEXEIEL, 10,
100, 1000 #g/ml > AT-2266 45\ i AT-2266-OVA
DOEBIK 0.1 ml S Lico E5t24RRIGICES

2) PCA Rt B ZBEL, UTOXECR > TRICOBEXHIEL
Gy H¥RIVELE Y FMFTEIL T2 Ov- 1o

ary DHFED I, ¥to, IgE Bl< v AFUMFECE LTk - BB L

Mota LOFED CE LT T -1 Tods, HHRIUMF + D TEBE ¥ 13 (IO 7k
REEEBEREKTLLN U B ERFRLTHL 21571 + : BEOKHK

EREfToteo v HFRB I T LT v P ORBRAFME H : PREE O

0.1ml R HAE L TRV IEEF L€ » P EFTEAIC H: OB LOEREAED b0

Table 2 PCA antibody formation to AT-2266 in rabbits

PCA titer at
Animal
Immunogen 3IW** rAYY 5W 6W T™w
Ne- H* | HC* | H 1 HC | H HC | H i HC | H HC
1 <8 | <8 | <8 | <8| <8 | <8 | <8| <8|<8| <8
2 <8 | <8 | <8 <8 | <8 <8 | <8 | <8 | <8 | <8
AT-2266 3 <8 <8 | <8 <8 | <8 <8 | <8 <8 | <8 <8
4 <8 | <8 | <8 | <8 | <8 | <8 | <8 | <8 | <8 6 <8
Mean <8 <8 | <8 <8 <8 <8 <8 <8 <8 <8
5 <8 | 512 | <8 | 1024 | <8 | 2048 | <8 | 2048 | <8 | 2048
6 <8 | 1024 | <8 | 1024 | <8 | 1024 | <8 | 1024 | <8 | 2048
AT-2266-BSA 7 <8 | 1024 | <8 | 1024 & <8 | 1024 | <8 | 2048 | <8 | 2048
8 <8 | 1024 | <8 | 2048 | <8 | 2048 | <8 | 2048 | <8 | 2048
Mean | <8 | 89 | <8 | 1280 | <8 | 153 | <8 | 1792 | <8 | 2048

* Eliciting antigen: H, AT-2266; HC, AT-2266-OVA
** Week
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1. o+FiCisit s othaEs
AT-2266 D REEIM: A M1 5 foddIC ¥ #1281 5 1gG
gL Y2l Thebb, FEBEKIABLIN T
HH ¥ CEHEARN L TR MMFRD AT-2266 -~ 7 F v
x5 Hitkifix PHA RSB X0 eLE v FZETH
PCA FIGIZ X b M~
¥ ¥, PHA RJG T3, Table 1 ikiRLA-X 51, AT-
2266 CRBE LI-MTILTRTO Y 4+ FhivFhoficis
WT b 8Tl RL, AT-2266-~7F vicxtT
BHGELIBDOR o F, BERRBE L
AT-2266-BSA RT3 HA X b iBEEIBDHS
h, 3, 4, 5 6 FIVTABOPEFGMIILThER
112, 160, 256, 640 3s XU 640Th ot D FIZ, AL
IO\ TH~T: PCA RIGD#&ERIL, Table 2 iZiR
LicX 5ic, AT-2266 el CixERHFIC AT-2266
-OVA %5\ 3 AT-2266 DWFhaBWTHF T8
DT ofitkffix=L, PHA REOHAE LFABIC AT-
2266~ 7 7 VICH T AHBELEZAD LRI o T T
7tid, AT-2266 DX TIE FCA L3ICRHLTHHM
it E 5o EE SN oTo —F, AT-2266-BSA
REHTIT PHA S X b 2/ FIAM B bR,
3, 4, 5, 6 XUV 7B DY PCA Hifffiix, £ThE
896, 1280, 1536, 17923 LU2048r7ch, PHA Hitk
HDBAE L R EMBE L IHCEHATHM L7 L
ML, CDOX>5iH AT-2266 HitkTd, BERAREMH
AT-2266 BEDBAITITE -7 PCA Rtz ERX
nishrotce Thebdb, AT-2266 iIKik PCA RGO X
577 VA —RBRTHIENIEVHDLBbh 5,
2. EAEy MBI AHGES
T4 ¥ OPE L AT AT-2266 DRFEFEEOH KLY
ELEy PREDIS 1gG BEAEL TR Tich
%, 5mg O AT-2266 35\ i 1 mg © AT-2266-BSA
% FCA r#tifRAIC 4 ARFLIcELE » F DRKRR
£ 7 Bt o mpHitkifiix, Table 3 iRLA-X5K, B
MR L LTz AT-2266-BSA REBETIE, 6EOPH
PCA Hifkffins 1024, PHA Hifkffiss 363 Th - 1ops,
AT-2266 SRR T WAL T ho Bipicisy
TH8LUTThoto ¥, PCA RIGIB\TERH
[F# AT-2266 B L8B4y, W“TFhoer ey
P IV T PCA RIS E » oK BB E Nigh
7‘:0
3. ELEY VKD B2HTF715FY—RIG
AT-2266 O 7 V¥ —~RICHERBLZ D 1o, fE
BCERIELicELE y BT AEIEDSE 757
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Table 3 Antibody formation to AT-2266 in guinea

pigs

Animal | PCA titer to PHA

Immunogen et !
No. | AT-2266/AT-2266-OVA| titer
2 | <8 <8 |<s
3 <8 <8 | <s
5| <8 <8 <8
6| <8 <8 <8
Mean <8 <8 <
7 <8 1024 256
8 <& 1024 256
9 <8 | 1024 | 512
g;rAzzsa 10 <8 ' 1024 13
n <8 1024 512
12 <8 1024 512
Mean <8 1024 363

Table 4 Active systemic anaphylaxis to AT-2266 in
guinea pigs

: No. of Eliciting antigen
Immunogen .
animals ; AT-2266 | AT-2266-OVA
AT-2266 20 | o/10¢ |0/10
AT-2266-BSA 20 0/10 10/10 (All dead)

* Number of animals: positive/total

1 5% —RIEXRAI Tiedb, 5mg O AT-2266
35\ % 2mg  AT-2266-BSA % FCA r3ticigi4

HERFELIcErEy MiZ, BRRGEED 8 A, AT-
2266 35\ M AT-2266-OVA #BHELT7 F7 4 7%V
~RIit% BER Lico DR, Table 4 RLI-LHK
AT-2266-BSA THRF L-HEBHRETIL, REHCH
WHSGEBTHS BSA LI EEEacRERG LE
\» OVA T AT-2266 % #&4& X ¥7- AT-2266-OVA O
BHEC I DRRAMNTF 71 SFv— - ¥a v IFELID,
AT-2266 BHE CIWThORPIcE\V T -7 7
F+747 *V“Eﬁ'tﬁﬁéhf&ﬂ‘o 1o -5, AT-
2266 FREBETIL AT-2266 Bk T, AT-2266-OVA
BETHTRTT7H 71 5% v —RIGKRETH 70 B
LORRIR, KOV HFRIVEAE Y RBTHHS
ELEDBE LRI AT-2266 I3 @ EERITTT
74 7%V —BREMTINZ LR RBR LTS
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4. ®TAEy PRI HBERERRIE

AT-2266 DRI REECER T2 HIRMEX M2 1T,
BfEer®y MR BERFMRIC LYW~ T
b, 5mg D AT-2266 H5\ME 1 mg © AT-2266-
BSA % FCA r3tifBA MM LI =L Ey b T,
B#EEO 8 HEIK, 1, 10 35 X U¥ 100ug 0 AT-2266
} IO AT-2266-OVA % BLPEES L 2485 1tk oD 52X
Bk atze TOKR, Table 5 RLA-X 5K, HER
B LT AT-2266 ¥ E& LIcHETI, FEFERL X
0t AT-2266 5%\ i3 AT-2266-BSA SR i ds
WTHE 7K EMRG X B DRI h oo —F,
AT-2266-OVA TEREESH Li- HE, AT-2266-BSA
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RBERHIC 35\ C103s X U'100ug EHRTEREFNR 4 A &
V6L, FERBREDIEN LTy T\ T100pg
HT 1R, BIRR/CALBEA TS Hivichl, AT-2266458F
BT 1M DRI T Tods, 100pg IESHTIE
WEALEy MCRBNIKIHIIEE 6 {IEHRIZL SO
LBbhbitde LAEo#RID, AT-2266 iiLBERD
BEMRIGE BT b0 LB b5,

5. =vAIEITA IgE MitlkEE

AT-2266 0 IgE Mk ELEEEY 2 kD~ A
HRAWTO RF LI, T7bb, OVA KHEISEHD
BALB/c = % & LKIEEM:D CsH/He =7 A2 1 pg D
AT-2266 %, %5\ % AT-2266-OVA %, IgE ByifkgE4

Table 5 Delayed-type skin reaction to AT-2266 in guinea pigs

I i

Dose of eliciting

Eliciting antigen

AT-2266-OVA

|
| —
|
1

|

Immunogen ' No. of animals antigen AT-2266
i | (ug/site) + 4+ - s o+ g
1 2 0 0 0 | 2 0 0 0
None 2 10 2 0 0 0 ' 2 0 0 o0
100 2 0 0 0 [ 01 1 0
i 1 5 0 0 o0 5 0 0 0
AT-2266 5 | 10 5 0 0 0 4 1 0 0
100 5 0 0 0 4 1 0 0
‘ 1 6 0 0 0 5 1 0 0
AT-2266-BSA 6 10 6 0 0 0 | 0 2 4 0
| 100 6 0 0 0 0 6 0

* Grade of skin reaction 24 hr after elicitation:

|
|
|
|
|

—, noreaction; *, trace; +, mild; H, moderate; {#{, intense

** Number of animals

Table 6 IgE antibody formation to AT-2266 in mice

| No. of ‘ PCA titer on
Immunogen Strain | Eliciting antigen . ;
i mice 1 Day 7 Day 14 Day 21
| AT-2266 6 ‘ 8 8 8
BALB/c < < <
AT-2266-BSA <8 <8 <8
AT-2266 ; S [
AT-2266 6 8 8 8
CsH/He < < <
AT-2266-BSA 6 <8 <8 <8
AT-2266 6 8 8 8
BALB/c < < <
AT-2266-BSA 6 <8 13+4* 7+13
AT-2266-OVA
AT-2266 6 8 8 8
CsH/He | < < <
AT-2266-BSA 6 | <8 <8 <8

* Mean + SD
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WHERAETH7 7 2 L3tk b L, 7, 4B X021
HH® AT-2266 125835 IgE Bbifffiz 5 v bicksit
% PCA RIGIC X ) 2tz TD#ER, Table 6 IR L7
X 51, BALB/c = 2D AT-2266-OVA RERCE
W, 4B IU21H BIRERENIZR IONT7 L5 K
SEEPUEMERED BRI DR T, THESMEE - B
HOELRBEDONIILI 5T TOFERMND AT-2266
D IgE BB AEATREI /D & Bbhb,
m. # 7

—fgic, AT-2266 O X5 /el FALAHIL ~7 5 v
EETR, EAEOBSFHE LIRS L
T Fv-HEEEYO R LR, ThEHT
BRERIEAYERT D L3V EEILR TV 5D,
T, BOTHWHE CHEME LD LHPLTWBH0T
b, BROEESNCHRCIPEIER SR Z 212
IHMOENTWHBHEETEHD, L L, BRKCEWTE
DFEY CHLERARORE LIcL &, B LM
2DT VAE=RIGC X BEIFRAMETTWD 2 & b
EThHHO, Thdz, AT-2266 CALTHT LAF
— RS % BT B ATHEMD 3 5 0 & 5 sk A5 b,
THFE, BAEy PRIy AR ACTHEERBRY
fTotee TS PURM: & I3 pE A & 27
D, MR ABALZ R DT AN Tbb, M
BRME &, cokd RRERBchrEcficn 7
VA ¥ —RUBH BT DN obb "BREMN L u
BT Do

RERICE T, REFEERBICB LTIy ¥k X
CENLEy MTERTD 1gG BIbifkiEd: X = v 2 TkiT
% IgE BifApEd:, XOIUL EAE v b ICISITD A
BoOI M7 vA¥—BIORBERONM7 LA ¥ -2
HABHIRAEIC LIS D E ) NCOWTRR LT O
B, WThoRBRRICKWTh, AT-2266 BphCHEs
Licfaiciy, FCA 7 7 als ¥ DR iIIF & #hic
FREL T HE - fo < BEHEMEOREBULERD B i dr 5 1o
BEt AR & UTe AT-2266-BSAKS S CHRIE LI-BEI
W, FEACHUE LB S B SRRIEIRBC e - QO D
ZENDLYINTT A &, HiEBHRICEEIZ <, L
RSN TOIIHERCREE R TV 5139 Ch %,
7ok, PUAEBHEFOPE L LT, SRRV iik%k
B RN RE NG Lis W iEEET A & LTHY:
TWHpz, BRI HikiL AT-2266 ~ 75 v ik
B0 LELZbRD, Thdz, BKFEARO LS
K722V i fhdic AT-2266 DR %5354
BT CIRBEFEESRBEIN LTI LA LW
D EHEEIN D,
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=7, TVAF-FEREHCHL UL, =res b
BRBHBEIORE 757 1 5 %> —RISRICEWT,
AT-2266-BSA TH/MTIRIE LITABME & 7c - -tk
AT-2266 L TH 7F7 4 %> — RIGILE -7
{HEBEIh otz ke, AT-2266 O HEAKEAW T
TEL T FRI0eLEy FOFE L LT IgGH
bAH\E= v 20 IgE BT AT-2266 fitk% fivC, %
nrthErey FHBWIEF v T PCA RIbh il
Ay AT-2266 DA% F 4+ LY P LThE 7 { PCAR
IO ERIN/ ot 2EMbELDH L, AT-2266 i
BFERBMEL DD LHBEI NS, XHIL, TAEy
MR B BRI ERICRIC KT L, AT-2266 3
MF v Vv TR RIS TS D, - OfERNS
LD Z L AEHEE S,

Teds, HERBULD M3ER] & o sz &7 BOE M B
LTiE, ARBAITET AT-2266 1IC% 7= < P
DRSHNICH S TP X TR LT 5 7oo Z ORGHIT A~
77 v O EDMAIHBRAYENZED D, Tiebb,
A~NTT v LR E OB O D\ IRIEE X b
7T v PR O DR avidity 7o & X LML
M OEELWIETH S, LrL, CINX & NA &
RN SR P s LB 85 2 210 =2 L bttt
7 NA, PA LU PPA D) vE > o Bz Mk
BAER SRR Lot HIu OB L oAb, &3
FIRTO T AR BT 2 1905
BHET D &, AT-2266 [ LT 4 £ DOIEKE O
EOBEPMENBRBED {ABRO K E D LD L ED
Ndo LIchi-T, ZoX 5 PRI #4540 % s
D7 V¥ — PEIE 2RI iy, AT-2266 205
BT 52 LR ETHES S,

PAEABBREM A AL TEZXD L, 7HFE, iz
v PRI =y AW TIE,  AT-2266 O
BT 70 ot REIR Mt L OSERBEMEIL E & 5 LIaMT
botcbimEnbs, L, ZOHENRTOEF L
EHENEAE S DIIMETE VD, BEH R
TWOBRGIECHET AR 0 AT-2266 737 L — KI5
LOEEIEWEN 24 %45 L 3B LM ThDH 5,

BRI - HHRIB64E 9 3~ fIS64E12 /)
HAFIS74E 6 J3 ~IHFI574E 9 f]
X ik
D kS o s AT-2266 @ in vitro % 5 0% in vivo 4
#fEflo Chemotherapy 32(S-3) : 70~85, 1984
2) LANDSTEINER, K.: The Specificity of Serological
Reactions. Harvard University Press, Cambridge,

Massachusetts, 1915

3 PHEREAMHINT ® No. 9, 1974
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4) BAKERMBEIFAMER No. 36, 1979 interaction. Progr. in Allergy 5: 495~508, 1958

5) Pipemidic acid (PPA) RI(¥#BF, Chemotherapy 9) MoTa, I. & D. Wong : Homologous and heterologo-
23(9) : 2771~3140, 1975 us passive cutaneous anaphylactic activity of mouse
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ANTIGENICITY STUDY OF AT-2266

Y ASUNOBU SOHMURA, YUKIHARU MATSUI and YOsHIYUKI TAKASE
Research Laboratories, Dainippon Pharmaceutical Co. Ltd.

Antigenicity (immunogenicity and allergenicity) of AT-2266 was examined in rabbits, guinea pigs and mice.
(1) Production of the antibody specific to AT-2266 hapten in rabbits and guinea pigs (mainly IgG type) or in mice
(IgE type) was observed when animals were immunized with AT-2266 conjugated to bovine serum albumin (BSA)
or ovalbumin (OVA), but was not observed when immunized with AT-2266. (2) PCA reaction could not be
elicited by a challenge of AT-2266 in animals sensitized with both types of the antibody. (3) In guinea pigs im-
munized with AT-2266-BSA, both immediate type of systemic anaphylaxis and delayed type of skin reaction were
elicited by a challenge of AT-2266-OV A, but could not be elicited by that of AT-2266.

From these results, it could be concluded that AT-2266 lacks the antigenicity as far as it is given in a form of
free hapten.



