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Y447 T ARIIAME 6059-S, 755 AT 6059-S KT S A S A E LT D IKERIA
DHTFHIMBE LSO Ro (1) =UREENEY MEBOTHRBERUZ LSO~ LT A, AR
CET ®#% PCG WA L THUAELE NS EH SN BRIET, 6059-S £ 2 Dimikicd 3
RDBEERASNIE b 120 (2) 6059-S D& DiRMIAD BGG #hAkicts 3 L0 Tk
fELBh¥ic, JERUUFE LT 6059-S B3 DIiRR A% BIE LIciBa, PCA 3B TH-
oo BHHEDPD TR, ThOOEM%E, MMMl Ui S BRI & Bt 2 & PCA
ORBEHFLNR. (3) 6059-S L&D FisMikE i 5 MO B-7 7 2 A fidHmE (PCG,
ABPC, CET, CEZ, CMD) *ORERIGMHE LS ET A, ThSMhH & DRI E KGR
2LEBEINW I b oo 1212, 6059-S L 2 DBiRMIAEDRICIY, —HRRERGHMBSED SN
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oo T8 B, 1 6059-S JIRIABLRER K & RIS LS, {BLRBADLKIR 6059-S &G LIS

D /lvo

(4) 6059-S & ZDLiEIAD, KILEF 40 mg/ml OFFRETE MMKICER LTS in
vitro HE 7 — AREZBIELT B C LR o720 LIEDEERDS,

B LRDIZE VT,

6059-S (BilRBUAZ bEHT) BERFHICREETBBEMUETIFAZE LI SRS h 2.

L g

6059-S i2A 4+ 7 T ABAZHOAT, HEXROE7roR
R VRERPPEEREDRIFLOEHRB-7 7 4 £fiE
YVETHD, ZoRBEFHUEBEOKRER MBEKRARO—DEL
TRLCEMTERN, AHTR, <9 X, ELEY L, VY
FEAVIGIRERESR, BoUMC, b MOREMOE in
vitro B 7 — AZRISBEALERICONTRET 5. HURE
LTz, ) ERormRE, () ExoOBSERRRYE,
Q) D B-5 7 2 AHEHE L O RBFARERGHED 3 O
DFBICOIT, FIC passive cutaneous anaphylaxis (PCA)
HICKBREETL 10 185, 6059-S FHRHCIRBBLHDS
ZOBKRBRANEENS (W 0.8%) DT, TOLODREF
HEEIC OV TORE bHE TTE >0 Bk, KRADOKME
1RSI3 1978 4 1 G~ 1979 4 10 A X TTH 5,

HERUTHE

1. XREHY

BIEDI-DOFYE LT, vHF (v by, 2.5~
3.0kg, %), T=iEv b (HfHEH SLC, Hartley %,
300~350 g, 9), 35 UIHBHKDOY AEAT,
2Y 2L LTIR, 4 DOERT EFEEEFTXT MY
—~XB®® A/], CsH/He, CsxBL, DS) & ICR (H
A7L7) O3t 5 Bt (WFhb 6~8EH, 2) %
WR Lo £72, PCA 7R DL Y EXY FERIYLL
<it, ICR =v x (6~8 B4, ), Wistar 7 b
GEXRS%, T HMA 7T MY —X, 8~9 &S, 2),

EnEy b (SLC, 300~350 g, 2) 270

2. EYLBAREOBSHEORAN

FEHIE LTIL, 6059-S & ZDBRERIK, TSV,
s & LT, Penicillin G (PCG, Biziy#), Am-
picillin (ABPC, #* &2 %, v bl v s Z®), Ce-
phalothin (CET, Eli-Lilly-#5% %, 4 7Y v®), Ce-
fazolin (CEZ, HiIRFE R I, 7 7 » ¥ ®), Cefa-
mandole (CMD, Eli-Lilly) 2B L7 ZhODHE
Flot¥MEX Fig. 1 OBV TH 3. REREELL
Tit, vv y-7v7Y v (BGG, Fraction II, NBC),
v M7 I (BSA, Fraction V, Armour),
kU, AT NmT v (OVA, X5 crystalized, NBC)
M LT ‘

KX EBAEDKAEKIT LEvINE ef alV DFHEICHE
UTRE L. RAEZ4ABREKICER LEAREMA
(E# : E@AE=6:1), ZiHiKT 1N NaOH %E\T
pH % B LIS 24 B incubate Lo 14,
G D pH %, 6059-S & 2 DRiREADEAIT 9.4
2, thOEFIDFAIL 8.8 iTHiRF L1z, 6059-S &2
BRERED G PH %{HD 2 hick U EFEHic
L7cDi3, BELT 7 2 ABEABSEDIT O EHETL
1clcTH B, TDH, 0.005 M BE#EE% (pH 8.0)
IR LT 4°C 12T 1 BHEERL, RiKE EER
Lo #BoNic BERERAROEN 77 visdlit
EBataA et al? OFHIC K ORE Lico KEBRICHERA L
TeEBEAEESEROMKIROBED Th 5,
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Fig. 1 Chemical structures of A-lactam antibiotics tested
Decnrboxy’lnud
6059-S _ product duct
1') ocil ‘ 8
uorn ~CNH N-—N no ulr NH —i—ﬁ
(I,O()Nu ;—N]/%(,ll S—kN“ CH,—S N
“00Na du, OONa éH.
ABPC PCG
0
Clly I H
Nll -N COONa @ N COOK
CET CMD
[ ]—curu\m @—qﬁ L\HI(S
j;i\' _A-ci-o- l ¢-cn, OH A—cu- s—’\ ,&
COONa “00Na
CEZ
N
N—ClI CNII N-——;
N* I p cuz—s—J\
OONa
6059-Sas- BGG, 6059-S 13 Me ke BGG TREX#BCEMNTCERL-RDT, HFE O sgf

PCGa2::BGG, ABPCy:-BGG, CET#x+BGG, CEZ;;-

BGG, CMD21-BGG

6059-S5- OV A,6059-S it/ fift iAo OVA, PCG;-OVA,

ABPC:;'OVA, CETe'OVA ,

6059-S3s+BSA, PCGg*BSA, CETyw-BSA, CEZ;-

BSA, CMDyw-BSA

3. BEHE

1) FEAELERBLOREKERERLETZI5E

PR & LTIRE BGG #AKERN, TR
L i C:H/He %AW, £< D4, FREUND'S com-
plete adjuvant (FCA) tHEREDTI=LI 3 VT
&IE Lo PCG-BGG & CET:BGG |2 pH7.0 %%
ERR TN AEFERIE K (PBS) ICiEf &+, 6059-S,
Z OB, CMD @ BGG #AKRZIATH S0
TH&EEE LT FCA LRBA L. 1 YD 1 mg ©
EEREAEStT MY 3 vE 1 EEERICESL, 28
gicsRm L, 10 0MmE%E 7 — v Lic, ABPC-BGG
& CEZ-BGG D#A1: FCA =AY 3 Vit X 3%
TRFOHAICHE LB 2 LV ~VvET IgE HikiE%E

mouse) ZHF LIickBit7vIi=vasnv (1 mg/
mouse) % 1 BEMIMT 3 EEERICEHN LE. 8
KEES D 2 BkicRm, mEE7—rL, IgE 3%
BRicEAL:. TLEY b LUHFOEART ZEAD
BGG #Atd FCA z=ry s v 1 BOHT 2
EFARICEHL, 2 MEOEHO 2 BgiciRmE
18570 1 MORFEFEREIZELVE v +Tid 1 mg/ani-
mal, ¥#+ Tl 10 mg/animal &.Ltc. EHOODE)
Yoas, 18 2~3 BE Uicds, BRI 2k
DR VFNED - 1:DT, BRTOEA LLOES
—VERE S THRE L.

2) EAxRERETIBEE

6059-S Jp%@nwz&ﬁ:. ®RU, PCG )_—CET o 2@
ﬁmﬁmxmvmrmxﬁ@%&Eﬁ%k&aﬁbko
®HZ PBS ichib L (10 mg/ml) SB/OFCA %M
ATIwUNT avE DD, <oxD ELEy MCHE
2 EOBAT 3 BRIICE » THIRESR U, RAkEEs
O 4 BRICmEE S, EARSRIIY Z0BEL
Erey  OBAS, £E 1 mg/animal & Lk,
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(3) i OVA HitkDE4E

A/ =v xic OVA (1 mg/animal) @ FCA ==
WY a i 1 EEENCEM L, 2B%kicRLL, 5
DimEE 7= v Uice

4. GHEIHRTE

MAEHOTURTELEE R 2 ERHUGE LTI & HFD
BSAIR 2 OVA #AKEMA L1, HiADKREICI,
Fit PCA 7 R F2TIE - 7cA8, MRS, 4 vNRLIkE
RisPELEY MEBHELETF+ 7 4 5+ v —HERAE bIT
1700 BUEINRIZLLNY OB/D Th 20 THNE PIK
L, BROA%ZHLT

(1) PCA [CKBETE

(i) 99X IgE AER; 5 v POKEANIC 2 (B
FHR U= MR 0.05 ml 275 L, 24 W50 (g
Dk, BE, FERVK 2 mg LT vRH 10 mg O
BEIRED PCA ZRii Lo L DBE, 2 flovy
¥xry b3 v bR L duplicate test & L7z,
ERMBIE 1 I L7,

(i) 29X IgG: MERICR =Y 2D FE NI
2 (EBRMEFR Lo~ 4uMmpy 0.025 ml 2780, 1
HEREL, SEOHEEMXERNG 1 mg Lz
A% 1 mg 2HEL, 30 HHoCERKEE LS~
fzo TEDLDDIRWEE, duplicate test & Uico

Gii) ENEw b IgG, IgE RUY4 ¥ IgG Hk
Fi Ty MILERZ Y FHMEE 10 FEBH
FRLTELE v PEAICESH (0.05 ml) L, —ED
RAER 2 BOTHARIUE (2 mg) xxv 2§ (10
mg) iCk->T PCA 2F# Lo BIERRNIE, T E
v b IgE Jilk2RET 28541 8 AME L, 1861 §i
KOBAIR 4 BE 24 BEOWFICONT LS,
U4 ¥ 1gG JUAZMET 2854612 4 & Lico 3T
DLrvexry bZBAWT triplicate test & L7co

(iv) PCA ONnTFUMEE;: v A IgE fifkick
25w+ PCA, /0, lgG: fitkickz=» 2 PCA
KOWTRANT 7 VERRE BT - oo ZEHIHKE
NTFVEL, ChEFRIFEERRICHEL, TO%
30 Mo eERLE, ~NTTFUERELEOREEE
H#t Utzo BEH® OFBEIC K » TRAR G BEEZ I,
HEBEERL, ~7TF Ik AHERTHE L,

(2@ EINEyMEBLET7FI45F— (L&D
3

ENEY MEZARIEFRD FCA ==Y 30 1[4
EHc & » THIEL, 2 BRICERIE 1 mg 2¥E
LTy =y 2h&ERLIe ¥a v 2EROBIREHEY
DOEMECHE > THFE L, HRIGUREFECRET
FKH U
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(®) YINEEREICKIME

U4 FDHMMN GERP) 120 T2y AL I
& AER bHM Lrzo Immunoplate® (Pattern,
C;Hyland) %4f L, BHHHOMBE%E 500~63 ug/
ml OWHTEILEE, ThERDTEISE B Ui,

5. In vitro B#EY —LARIE

Mmxd O RV A HOMA (B 4 ZD~s¢
) INMgAE@AE L, MoLTHAN MC LD HE Lico Bt
HNZBER® 2B 2.

® BB R

1. 6059-S 72D TFICE DI RERE D T RE R

6059-S € D JFiRMIAD Pidk /L % W 2 HOD
REDT I RE BAEY P ICBOTHRI L,  SIEHEFH]
(CET & PCG) ozt Lo S E LTI
KHEHY, PUARBIEE LTR, theh, SEL
7o BSA #A&tk (RIRMIKICONTIE OVA KE41K)
R, ‘

Table 1 {Z/R L& DHic, CET iextLTiz Cs7BL/
6] =uRICENT, #1 50 0K, IgE LUK
1gG1 Diifi 7 7 ADFUKEEMHED SN, 'TLEY b
TH¥EHDMED 1gG1 HUKDEEA %R Lico PCG i
LT 3 DDORMD =¥ R ITH WO THUKEELE DS BIEK
XNt 6059-S Ik LTiF, =9 RIKBNTHENLE
v PCBWTHHREARBEDONIE > L, 6059
-S OBRBAICH LTS, < v RATAHZMROHitkizs

Table 1 Antibody production to plain 6059-S and other

antibiotics
Antibody positive/
Antibiotic Animal Total
IgE Ab | 1gG Ab
6059-S Mouse  A/J 0/11 0/11
C3H/He 0/20 0/20
Cs4BL/6J 0/22 0/22
DS 0/10 0/10
JCL-ICR 0/20 0/20
Decarboxylated | Mousc  C3H/He 0/11 0/11
product of Cs54BL/6J 0/10 0/10
6059-S JCL-ICR 0/12 0/12
CET Mouse  Cs4BL/6J | 21/42 19/42
PCG Mouse  A/J 2/11 5/11
C3H/He 2/6 4/6
Cs,BL/6J | 2/12 | 3/12
6059-S Guinea pig 0/6 0/6**
CET Guinea pig NT* 7/14

* NT: Not tested

**  Antibody was neither detected at 4 hour nor 24 hour
latency.
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tHahish -7,

2. 6059-S /35 TKICE DAY B AR OISR

6059-S % DBLKRMAD MPAE B FIANE LS <D
fodic, Th b DHHID BGG ARy 2 sy
EIENEMNT B C EICE > TTFHRBIEL THOB#HIC
WHIEWEL, PCA MHEULZMh EInEHI, CH/
He =% Xyt 6059-S, mlVid, HlikEAk IgE
PIKTIBRIEE N5 v Mg, EhEhicit Lz OVA
FAIRZER G LA PCA MEiE xhie i
Mo PCA titer 1:128~1:64) 4%, HHlcDbD
ZR/RIE U ATia PCA B2 A LEh ot ¥
HFEPENEY POIKTRIEENIzELE Y MITBD
THRMTH 7o ThODOERESS, 6059-S 20D
LB AR EHI BRI BN EZEL b5, T L
5, EFBKOMERSMFICKS PCA idicst L
THREMICIZI S CEMWRENI, Table2 kv 2
DI 6059-S-IgE Hifkic k3 5 v + PCA, KU, 1gGi
bifkick3<=v 2 PCA o757 VAEERLTVWS,
LyEI Y DIy bR=wYRIC, M OVA A1k
(FRAR) 2 mg 2HETIEAICER (~NTT V)
20 mg ##ixT5& %, PCARBSHITHHENT,
RUABOXKKINTT Vi3, HEMEEZRICT S0 OVA
Ptk & 6059-S-OVA #akLick>THEL S PCA I
L TREASMEWERERIZE AL >7:DT, TTIH
BANAERNRICHERNTH S, 25, PCA fH

ERAPY NOV. 1980
RN AR ENT T VDRICX > TEILLIcC &
1o, MBRHRENTTYOHOHACHZ bDEAL
& NB0 RREALN, TLEY FOOYEDHiKE
wtzenwey F PCA THRBDZ EBBRENI:,

3. D B-55%5L4L RENREDRELHTRR
ot

Ykt & UTEAI%A D BGG #5aKictd 2 %y
mlz, o, BERHFELTIZ BSA &z OVA
FEAAEMA L, 6059-S PEDBBMIKL (tH & Dl
DRI EHIZE X MRS Ui,

(1) 92 IgE HilkRTORE

Table 3 IR L1z L Sic, 6059-S & DMipiMbk &
5 MMM E DMICRERGIZEL A LEHSNEH
1o 1212, 6059-S &BibtMik & DRYIC—F DR
ZEUGHMBE STz, T18bHb, Ht 6059-S MKz
REUR & MADE A, SHGHR 6059-S-OVA
DEFAIT NI DIEL 137850, BALDIC KRG
LThB12EED PCA titer ZRLI*ko —F, b
Bk T2 6059-S Ml & DRI RERBER S -
7o

ZD&H1E 6059-S & & DBk E DRID—F AR
FRSHER PCA N 77 VEEFRIKBNTHHLEDS
Nhieo Fig. 2 IWRLIc & DT, HiliRERKM T TRAF
ahfc s v PIRXGIR (BREK - OVA) EfEAX
#30D LERICBERMEEHET 5 & PCA BBREFICH

Table 2 Inhibition of PCA by plain 6059-S hapten

Antiserum to Recipient Elicitor Hapten |Intensity of | Inhibition
(Dilution) (Number) [ (6059-S-OVA) [ (6059-S) PCA* (%)
6059-S - BGG (1:16) Rat 3) 2 mg None 51+5.0 -
3) 20 mg 23+ 2.5 55«
3) 2 mg None 56+9.0 -
(3) 5 mg 48+ 179 14
4) 0.4 mg None 30+ 0.5 -
4) 5 mg 14+15 53**
OVA (1:128) | Rat 3) 2 mg None 35+ 0.6 -
3) 20 mg 30+ 5.5 17
6059—S - BGG (1:16) | Mouse (4) 2 mg None 35+3.7 —
(C)] 20 mg 9+22 T4**
OVA (1:32) | Mouse (4) 1 mg None 1729 -
4) 20 mg 19+35 -12

*  Amount (ug) of the infiltrated dye (Mean + SD)

**  Significant inhibition (p < 0.01)
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Table 3 Immunological cross-reactivity among 6059-S, decarboxylated product of 6059-S
and other g-lagtam antibiotics in the production of PCA

Antiserum to

Elicitor

Antibody titer

Mouse
IgE

Guinea pig
1gGy

Rabbit
IgG

6059-S - BGG

6059-S - OVA
Dec. 6059-S - OVA
PCG -OVA

ABPC - OVA

CET - OVA

CEZ - BSA

CMD - BSA

OVA

BSA

1:128

1:1,000 - 1:10,000
1:1,000

1:1,000 - 1:10,000
1:1,000

Dec. 6059-S** - BGG |

Dec. 6059-S - OVA
6059-S - OVA
PCG - OVA

ABPC - OVA

CET - OVA

CEZ - BSA

OVA

BSA

1:1,000 - 1:10,000

1:1,000 — 1:10,000

PCG - BGG

PCG - OVA
6059-S - OVA
Dec. 6059-S - OVA
OVA

1:10,000

1:10,000

ABPC - BGG

ABPC - OVA
6059-S - OVA
Dec. 6059-S - OVA
OVA

CET - BGG

CET - OVA
6059-S - OVA
Dec. 6059-S - OVA
OVA

CEZ - BGG

CEZ - BSA

6059-S - OVA
Dec. 6059-S - OVA
BSA

OVA

CMD - BGG

CMD - BSA
6059-S - OVA

1:16

1:1,000

NT***
NT

*  Negative

**  Decarboxylated product of 6059-S

***x  NT: Not tested

1198



NOV. 1980

1196 CHEMOTHERAPY
I'ig. 2 Hapten inhibition of rat PCA mediated by mouse IgE antibodies
(Results were expressed by the two determinations and their ave-
rage of the duplicale tests.)
(a) Ab : Anti-decarboxylated 6059 S:BGG serum, Ag : Decarbox-
ylated 6059-S-OVA (2 mg)
(b) Ab : Anti-6059-S:BGG serum, Ag : Decarboxylated 6059-S-
OVA (2 mg)
(c) Ab : Anti-6059-S-BGG serum, Ag : 6059-S:OVA (2 mg)
60 (a) 60 - (b) 60 (c)
- 50| 50 - 501
2
é 40 40} 40F
2 a0f 30 30+
S 20k 201 201
e
101 101 10}
0
1:32 1:16 1.8 14 120 11 1:64 1:32 1:16
Serum dilution Serum dilution Serum dilution
e———No hapten, =——06059-S hapten (20 mg), #——s Decarboxylated hapten (20 mg)
fl&cds, 6059-S #52 feDTIIASIIME SN In vitro FBRELE LT oy ¥ o%gmAEE#ERALE

Moteo flif, HEEE®DIT 6059-S MFTRIEE
7 v MTBRBEDIGREZ Fr LY Lick xic L3
PCA 3, BUREKICE > THREINZKEFTEL, £
Pl iz 6059-S itk » TGStz B L, Bk
AU AER S ¥7: & XIC PCA ZER LIGHVES
1AL 6059-S Mg (1:16~1: 64 FHE) & 6059
-S-OVA tick3 PCA 2 6059-S 77 v THSEX
Nah, BKRRENTTF VY TRIBEINLE D 570

(2) ENEY FRUDYF 1gG RERTORE
Table 3 i L7, =Ewev b 1gGL PUARY
v+ 1gG HiikE i Lz PCA Tb=w 2 IgE {i
KDOEA ERBDHRNG Oz PIROXMREL DN
DRERBIERZASNT, 6059-S iRk & DRTIC
2=y AHEOBA LD bEER—HIRERIGILEL
Tro 1o, BREAKT BH, TO—HFIRKERGH
PCA HEEBRMERD» S XNt

(3 ENEYMEBMEZE 7F7A45F V- (CLBR
3

EEy MiEERAOI PCA 57 2 b EELORKRDS
EBT+H 74 7% v —-RBRICENTHE SN (Table
4)o

@) SIRNLBRICICKDIRE

BV IS TTIE 5 7o & T A, Table 5 iR Uk
i, ENEY b PCA CTOMERERE—B UIcREH
Boht, 15, i ABPC M IRVUAMUED - T-D
», SHSIRREER S € THHMREE LK1
DTZDRPOHRA LT

4. In vitro B — L ZARGRIEILIER
320DA-H-Ds - LZRAFEFER LY, LOR
2RO TOHLOLERENE SN, Table 6 iItKRL
&I, fERMRLHEM DI CET T, 1.25~5
mg/ml CTHHREESE L, CMD & PCG HEhic
R ¥, 20~40 mg/ml CHUHERE G, 6059-S L&
DA CEZ & bic, 40 mg/ml OFSEET
ERXETH 7 - LRABER I 51,

% -

B-7 7 % A IAEHEY BEEE: O XET FRICOWV
TR, R, Th5OEYP T OEERRBYIELE
HELFATIC LR L THEHEZHET DD TH
BIENIEI MM TH S, LpL, BFE Th
o> DEHBA IR EEF T B2 TFAGBaTH
T3 LV FFBRESISD, RMPORKPHIR
AR IRETHBENSH T EHBBINTN S,

~
w
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COBE, WREENVEIFMME LTI, . TTHE—
i€, T EOHOELEEORAKTSHS &S AH
HpsEz SNEH, BEAIEEELAEMBEORFEULE
(B ENSMASY 2EETEE, KHITFP O
ERHO BEAERN ST LV Wil ®HTad
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Table 4 Imniu.nological cross-reactivity of 6059--S, decarboxylated product
- 0f 6059-S and other antibiotics in the production of active anaphylactic
shock in the guinea pig

Anaphylactic shock

Immunized to Elicitor
Positive/Total | l'atal/Total
6059-S - BGG 6059-S - OVA 3/3 3/3
Dec. 6059-S - OVA 3/3
PCG - OVA 0/2
ABPC - OVA 0/2
CET - OVA 0/2
CEZ - BSA 0/2
OVA 0/2
BSA 0/2
Dec. 6059-S -BGG ‘ Dec. 6059-S - OVA 2/2 2/2
6059-S - OVA 0/2
PCG - OVA 0/2
ABPC -OVA 0/2
CET - OVA 0/2
CEZ - BSA 0/2
OVA 0/2
BSA 0/2
PCG - BGG PCG - OVA 3/3 2/3
6059-S - OVA 0/3
Dec. 6059-S - OVA 0/3
OVA 0/3
ABPC - BGG ABPC - OVA 3/3
6059-S - OVA 0/3
Dec. 6059-S - OVA 0/3
OVA 0/3
CET - BGG CET - OVA 3/3 3/3
6059-S - OVA 0/3
Dec. 6059-S - OVA 0/3
OVA 0/3
CEZ - BGG CEZ - BSA 2/3 1/3
6059-S - OVA 0/3
Dec. 6059—S - OVA 0/3
OVA 0/3
BSA 0/3

Vo UL, EAKDYERPHAIEICOWTIE, ThiE
TICE B UFEDEA TS PCGS-19 . ABPC® >
WTERERRPFR T EBEL, N LAD B-7 7 2 4
MAEDECELTE, HICHRENTOS HDIcDNT
b, LIPLWAEDHICOVIEILD TULDIIEV, R4
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Table § Immunological cross-reactivity of 6059--S, decarboxylated

product of 60598 and other antibjotics in the precipitin
reaction using rabbit antisera

12, 6059-S DHLEMEICH T 3 ATRKBRETE Sicyb,
LD &3 B BEDOHEDEEMPEIREEMIT AN TR
KK Db DD RY: L BRFEME LbRBT LI

***  NT: Not tested

COOMBS’ reagent: A — Ortho
B — Kokusai-Shiyaku

C — Tokyo-Hyojun-Kessei

Lizo fRIC, 6059-S 4% DM AR iCE SR KS
Antiserum Elicitor Precipitin reaction ’%{*‘pté{*f‘ Eﬁﬁfﬁfﬂi&ﬁf%xm%ﬁ‘@ﬁéﬂfw
O ova . 2ELTH, 500 BASTORBYMEKRAR
PCG - OVA . LA UTHRIA ST 52 LTh, ZOEBLES
ABPC - OVA Ul BDRIENLEREBP/ITE 205 TH 3, £
P DKR, LB~ ICHNT, 6059-S ©2DRHM
OvA KIS TRt & BREHED VT 1% bRE U 10 1)
BsA W NYYEROIEROREZOE L E MCERAT
Dec. 6059-S - BGG | Dec. 6059-S - OVA + B Li3THIRVY, RUREEH#T, CET © PCG
b oA ) I LTRITKEAMBER S W2 &, $7, ThED
ABPC - OVA - SHFAIRBA R ERFRICEK > TRERRUERT VIR
CEL-OVA - gow £ Xz Ab#3L, 6059-S PZDBBEMKDI
ova . R READ € T~ TH ERELTEDS
BSA - o
PCG - BGG PCG - OVA RHFREPERFEE Y 365 —DOEELRBERL
6059-5 - OVA - LT, HLOIEME EBIEL AL ShTH Aot
R j R & ORI RN E TGN 5o ZE TS
LT BOG CET.OVA BoEDEFVERE LT, st UiciiREUEDR
6059--S - OVA - CHEEBBURGER T ENLBETHEDT, TOX
Dec. 60595 - OVA - RiCi3 & BGG gAKicd 2k £ OVA
ova - #7212 BSA #AKEEMADE TREETS ~120 7
CEZ - BGG 2)529 l;Sonx i v R, ENMEY b, UHEOLOBYEROTMEER
Dew. 60595 - OVA _ WA EBRICBN TS, 6059-S T OBKEKIL 4 MO
ova - HRBERRERBERE B oo T, (LFERE
oA , L, MBOMEELD b FELTHE CMD LORICH
Table 6 Invitro direct COOMBS’ reaction -
lood 0.S. (Type 0)* S.T. (Type 0) KM. (Type A) | M.H. (Type A)
COOMBS’
reagent| A B C A B C A B A B
Antibiotic
CET 2.5%* 5.0 5.0 1.2§ 5 2.5 2.5 5.0 5.0 5.0
CMD 20 >40 40 20 20 20 NT**+ NT NT NT
PCG 40 40 40 20 40 40 20 40 40 40
CEZ >40 >40 | >40 | >40 >40 | >40 | >40 >40 | >40 | >40
6059-S >40 >40 | >40 | >40 >40 | >40 | >40 >40 | >40 | >40
Dec. 6059-S >40 >40 | >40 | >40 >40 | >40 | >40 >40 | >40 | >40
* Blood group type
%% Minimum concentration (mg/ml) to produce positive hemagglutination
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IMMUNOLOGICAL PROPERTIES OF A NEWLY SYNTHESIZED
B-LACTAM ANTIBIOTIC AGENT 6059-S

MINORU HARADA, MITSUNOBU MATSUMOTO
and MiTsuo TAKEUCHI
Shionogi Research Laboratory, Shionogi & Co. Ltd.

Immunological properties of a preparation of a newly synthesized B-lactam antibiotic, 6059-S,
were examined. Since the preparation contained a very minute amount of its decarboxylated form,
investigation was also done with this contaminant.

(1) Immunogenicity of the unconjugated 6059-S and its decarboxylated product was compard
with that of CET and PCG in the mouse and guinea pig. So far as tested, both 6059-S and its decar-
boxylated product failed ta produce antibodies under experimental conditions where definite antibody
formation to CET and PCG was observed.

(2) Neither 6059-S nor its decarboxylated contaminant lacked the eliciting antigenicity, since they
were incapable of eliciting PCA in animals presensitized with the immune sera to their BGG conju-
gates. In addition, intravenous injection of the unconjugated antibiotics simultaneously with the
homologous multivalent elicitors produced marked PCA inhibition, presumably by competing with
the elicitors.

(3) Immunological cross-reactivity among 6059-S, its decarboxylated product and some penicil-
lins and cephalosporins was determined by means of PCA, active anaphylactic shock and precipitin
reaction using the antibiotic-BGG conjugates as the immunogens and the OVA or BSA conjugates as
the eliciting antigens. In all the reaction systems, 6059-S and its decarboxylated preparation did not
cross-react with any one of the penicillins and cephalosporins tested. “One way” cross-reactivity was
observed between 6059-S and its derivative. While the antiserum to 6059-S:BGG provoked cross-
reaction with the decarboxylated hapten, the antiserum to the BGG conjugate of the decarboxylated
6059-S failed to react with 6059-S.

(4) 6059-S and its derivative never produced the in vifro direct CoomBs’ reaction in the 'human
blood even at a high concentration of 40 mg/ml.

In all these experimental measures of humoral immunological reactivity, 6059-S prepara’iion was

inactive.



