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Klebsiella (20 strains)

Fig. 2 Sensitivity distribution of clinical isolates
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P. mirabilis (20 strains)

Fig. 3 Sensitivity distribution of clinical isolates
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P. morganii (14 strains)
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Fig. 5 Sensitivity distribution of clinical isolates P. rettgeri (9 strains)
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Fig. 6 Sensitivity distribution of clinical isolates P. inconstans (11 strains)
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Fig. 7 Sensitivity distribution of clinical isolates Serratia (20 strains)
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Fig. 8 Sensitivity distribution of clinical isolates
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P. aeruginosa (39 strains, melanin)
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Pseudomonas cepacia (19 strains)

Fig. 10 Sensitivity distribution of clinical isolates
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Fig. 11 Sensitivity distribution of clinical isolates

inoculum size 108 cells/ml
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Fig. 12 Sensitivity distribution of clinical isolates
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Fig. 13 Sensitivity distribution of clinical isolates
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Fig. 14 Sensitivity correlogram E. coli (20 strains)
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Fig. 15 Sensitivity correlogram Klebsiella (20 strains)
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Fig. 16 Sensitivity correlogram P. mirabilis (20 strains)
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Fig. 17 Sensitivity correlogram P. morganii (14 strains)
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Fig. 18 Sensitivity correlogram P. rettgeri (9 strains)
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Fig. 19 Sensitivity correlogram P. inconstans (11 strains)
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Fig. 20 Sensitivity correlogram Serratia (20 strains)
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Fig. 21 Sensitivity correlogram P. aeruginosa (184 strains)
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Fig. 22 Sensitivity correlogram P. aeruginosa (39 strains, melanin)
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Fig. 23 Sensitivity correlogram Gentamicin resistant strains
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Table 1 Protecting effect of T-1220 against experimental infection in mice
(test strain : E. coli C-11)

MIC 1
Drug (pg/ml) 5 9 mucin Challenge dose ED 5
10® 10° (cells/mouse) (mg/mouse)
T-1220 2% 0.78 - L. 27x10° >10
+ 2.54%x10° 0. 062 (0. 049~0. 078)
SBPC 6.25| 156 - 1.27x10° 3. 968 (2. 528~6. 225)
+ 2.54x10° 0.124(0. 093~0. 166)

Test strain MLD: 5 % mucin (—)4 x10%/mouse
: 59 mucin (4)1x10%/mouse

Administration : s.c. 1 hr. after infection

Mice : ddN strain 5 W3 (19~21 g)

Table 2 Protecting effect of T-1220 against experimental infection in mice
(test strain : E. coli 70)

MIC (pg/ml)
Drug 5 9 mucin Challenge dose ED 50
108 108 (cells/mouse) (mg/mouse)
+ 4.5%x10° 0. 078(0. 056~0. 108)
SBPC 50 25 - 9 x107 0. 625(0. 398~0. 978)
+ 4.5%x10° 0. 098(0. 067~0. 142)
CBPC 50 12.5 - 9 X107 0.992(0. 784~1. 25)
+ 4.5%10° 0.098(0. 078~0. 128)

Test strain MLD: 5 % mucin (—)7. 8 x107/mouse
: 5 9% mucin (+)2x10%/mouse

Administration : s.c. 1 hr. after infection

Mice : ddN strain 5 W& (19~21 g)
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Table 3 Protecting effect of T-1220 against experimental infection in mice
(test strain : Serratia marcescens No. 2)

MIC (¢g/ml)
Drug 5 9 mucin Challenge dose ED 5o
108 10¢ (cells/mouse) (mg/mouse)
T-1220 100< 6. 25 + 2x10* 1.25(0. 69~2. 24)
SBPC 100<C 25 + 2% 10 0.78(0. 48~1. 27)
CBPC 100< 50 + 2x10* 3.15(2.14~4.63)

Test strain MLD: 5 % mucin(+)1 x10/mouse
Administration : s.c. 1 hr. after infection
Mice : ddN strain 5 W3 (19~21 g)

Table 4 Protecting effect of T-1220 against experimental infection in mice
(test strain : Serratia marcescens No. 8)

MIC (pg/ml)
Drug 5 9 mucin Challenge dose ED 5
108 108 (cells/mouse) (mg/mouse)
T-1220 100<C 25 + 2. 47x10° 2.5(1.523~4.103)
SBPC 100< 25 + 2.47x10° 6.3(5.0~7.938)
CBPC 100< 50 + 2. 47 x10° 5.0(3. 882~6. 44)

Test strain MLD: 5% mucin (+) 1. 31 x10%/mouse
Administration : s.c. 1 hr. after infection
Mice : ddN strain 5 W3 (19~21 g)

Table 5 Protecting effect of T-1220 against experimental infection in mice
(test strain : P. aeruginosa GNB-2-139)

MIC (pg/ml)
Drug 5 9 mucin Challenge dose ED 5
108 106 (cells/mouse) (mg/mouse)
T-1220 100< 312 + 8.27x10* >40
+ 3.32x10* 15. 874(12. 6~20)
SBPC 100< 25 + 8.27x10* 20(13. 23~30. 23)
+ 3.32x10* 12. 6(7. 76~20. 45)

Test strain MLD: 5 % mucin(+)=1 x 10%/mouse
Administration : s. c. 1 hr. after infection
Mice : ddN strain 5 W8 (19~21 g)

Table 6 Protecting effect of T-1220 against experimental infection in mice
(test strain : P. aeruginosa P1-21 (GM, TOB, DKB, AMK resistant))

MIC (pg/ml)
Drug 5 9 mucin Challenge dose ED s
108 10¢ (cells/mouse) (mg/mouse)
T-1220 100< 1.56 - 1.76 x10° >32
+ 8.84x10° 8.0(5.52~11.5)
SBPC 100< 25 - 1.76x10° >32
+ 8.84x10° 16(10. 58~24. 13)

Test strain MLD: 5 % mucin (—)1 x10%/mouse

5 % strain (+)=8x10%/mouse
Administration : s.c. 1 hr. after infection
Mice : ddN strain 5 W 3 (19~21 g)
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Fig. 24 Serum levels of T-1220, SBPC and CBPC in mice

Mice: ddN 5W & (19-21g),

8 mice/group, s. c., Cup method, B. subtilis PCI-219
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Table 7 Serum levels
Drug Dose, s.c. Serum level (pg/ml)
(mg/mouse) 5 min 15 min. 30 min. 1 hr.
1 mg 23.4 32.0 10.6 <2
To1220 | T
0.5 mg 8.3 10.8 4.3 <2
1 mg 44 54 21 3.9
CBPC
0.5mg 17.5 22 11.5 1.9
1 mg 75 54 | 27 4
SBPC
0.5mg 32 29 15 3

7R L7co melanin BRIz 3\ T, T-1220 2GHGHLEETEH
R, 10° B CTREMERITA LD bhich -1,
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T-1220 ¥ CBPC, SBPC Xk h B#:% 7~ L, Achromobacter
xylosoxidans T%, 10° T T-1220 % CBPC, SBPC
LTSN ER LI,

2) RSP

T-1220 & CBPC [0 RESZMEMBI A8 RS L 7o B o3
Fig. 14~Fig. 22 TH %,

E. coli TR 2 FIANUR & A ERT Lichs, 1
Oz T-1220 1z 50~100 pg/ml © MIC TH 5 DI,
CBPC iz 3.12~6.25 ug/ml OEM:ZRT L DML ED
Y (0

P. mirabilis Ti%, T-1220 3 CBPC X v\ JE&H:AHE
%KL, P.inconstans T3 T-1220 o5 CBPC X b
MIC K Z

Serratia TIXMEMRIZAALRR T 54, BT
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fEx R Lo

Fig. 23 12 GM TittEfRicxf-+5 T-1220 DORRZMAES
RLIDDTHD, 10° FfET T-1220 12 GM Mitthikic
LRMEEAE Bz TV B,

2. WIRRBBECETIAEDR

1) KAEFEE&Y (Table 1, 2)

SBPC & o M3 Table 1 125k Uiz, E. coli C-11
BT, XBEIB B\ T T-1220 © EDs, p3k & 72
D, LEEKE T SBPC X b EDs fHAVNE L, HE
%L SBPC X b RIFTH - 1o

E. coli 70#k-Ci3. CBPC, SBPC L Mg Uteat, A Bk
ok T-1220 234 - & b X <, KERKE Tk SBPC,
CBPC, T-1220 oIFic EDs, fEAVA X < 72 b HaHEAIF 1L
WA Ut

2) & 3FFT7RY (Table 3, 4)
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Serratia marcescens No. 2 i3 T-1220 % CBPC X
h EDso fEAVINE K, SBPC X h k& fER/RL, No.8
R, T-1220 233 - & b BIFARERR AR LI,

3) RIREEY: (Table 5, 6)

FIBERYU SBPC & B L7chiiE % Table 5,6 i1
R L7mo P.aeruginosa GNB-2-139 #ko#4y, T-1220 1%
SBPC X b EDs fHipS A% <, GM fittko P1-21 #kCd
SBPC o EDso fHAVINEVS, Ly LABEREKEETIZWT
LB OREBENRA R LD bR,

3. = v xR (Fig. 24, Table 7)

T-1220, CBPC, SBPC # % Hh #h 1mg, 0.5mg K F
BELic= v ADmiEFREDOFH % Fig. 24 K/RL
2o

SBPC 135 M — 27T, 1mg #5KEOY— 7{EI
75 pg/ml THh -7z, CBPC XIS Y — 7 23% b 54 pg
/ml Dfix R L, T-1220 (3154325 & — 7 T 32 pg/ml T
BoTo

m % 2

AEERTIL T-1220 237 DG EOF#EN S, &Ko
<=y vOREERK, 77 sBERECHT5ER
BN IIEER =Y v Th BT ENHR IR,

L2 L in vitro TORRSEWEAED b ARICHIEIEM & X
WREEOS\BEOBRERERTIE, TOMEHANFVE
[N H BT,

DVBEEKE T3/ & s EDso %R LRIF /R IGHRRE
BHR LD b,

OBV ADMBRBENDHE VELI KT L
BIOZOYEOBREIERALTFE N L Ec i bdboL
Ezbh, BoHEES X, BEDHEDO LA
BIhsLHEHERS,

FRRERBRRER O 75 AEEREORKERE
U, in vitro PLEEBEZ R LD, _=v) vHD
EHELT, LD TOWETHD,

% 7= Gentamicin it DFIEF I S in vitro B L in
vivo THEINZIEHT5 2 E0ER Shi,

= e}

IR~ = >y v T-1220 @ in vitro, in vivo HLEIER
PRE LR, 77 ARMIREO SEECIHE A
X7 MAEEFL, EOR= ) T ER I EE
LTh invitro IR \WTHEERA AR LD bR,

In vivo TR EEKE T Serratia 1% LT, CBPC,
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A study of the bactericidal effect of broad-spectrum Penicillin T-1220 in vitro and
in vivo showed a wide bactericidal spectrum and an in vitro bactericidal effect for
bacteria strains resistant to conventional penicillin.

The in vivo results showed that a challenge with a small inoculum was more effective
than CBPC and SBPC against Serratia and equally effective against P.aeruginosa and
E.coli. The therapeutic effect of a challenge with a large inoculum, however, was not
as marked as that of a challenge with a small inoculum.



