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B HREIE R o B A 3 Bilic T-1220 % 1 (6 1g
EESL, MEERRELI. EFEIEEY v~
RV, BEE & U Baillus subtilis ATCC 6633 %
Ay, sz e UTHIEL,

#5813 Table 1, Fig. 2 ITRT,

WiEte 30 4 T 29.8 pg/ml & B EEERL, 1
B Cld 25.3 pg/ml, 2 B TIX 16,2 pg/ml, DA
FTRD U AT 7.7¢g/ml Z7RL, 6RETS 2.2
urg/ml ZEFED12,

2. IR

Rtz MR ENE & J—0 3 e oW THIE
Utze RIEABERMAREERBETD 555, 1/15 M,
pH 7.0 O phosphate buffer % fZ¥ah#R & U CRIEL

Table 1 Blood concentration after intramuscular
administration of 1g of T-1220 (zg/ml)

case 12l |2 |4 | e

No.1 | 40.4| 33.5| 20.0| 84 | 1.0
No.2 | 25.7| 23.2| 155 6.6 | 2.4
No. 3 l 23.4| 19.3| 10.0| 8.0 | 3.2

29.8 ! 25.3| 15.2| 7.7 2.2

Fig. 1 Chemical structure of T-1220
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Tt 2 BRLIRICEY 42.0%, 2~ 4REiC 18.6
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TRERRYUGE 5 Bt E. coli, Proteus, Pseudomonas, Serratia
WY 5 T-1220 DR A (LERIEE S A T C
MEF U120

fERi Fig. 4, 5,6, TILRT,

E. coli 100 #Rizd9 5 T-1220 ® MIC i3 1.56~=
100 #g/ml 125375, 71z ABPC @ MIC % [RIKRICIE
Fig. 2 Blood concentration after intramuscular
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Table 2 Urinary excretion after intramuscular
administration of 1g of T-1220 %>

. Interval
~._ hour | 0~2 | 2~4 | 4~6 0~6

Case T
No. 1 48.4 18.6 2.1 69.1
No. 2 40.7 16.9 3.3 60.9
No. 3 36.9 20.2 3.4 60.5
Average 42.0 18.6 2.9 63.5

Fig. 3 Urinary excretion after intramuscular
administration of 1g of T-1220
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Fig. 4 Sensitivity distribution of clinical

isolates
10? E. coli (100 strains)
108/ml 1 loopful
— T-1220
------ ABPC
50 -

156 3.12 6.25 12.5 25 50 =100 #g/ml
T-1220 | 2 4 [ 10] s 6 | 4 | 68
ABPC| 5 5 |14 | 12 | 1| 12| 4

Fig. 5 Sensitivity distribution of clinical isolates
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Fig 6 Sensitivity distribution of clinical isolates
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Fig. 7 Sensitivity distribution of clinical isolates
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Proteus J& 22 ¥RiTx$ 3% T-1220 & MIC i3 6.25~
2100 #g/ml 125375 L, ABPC D Z 1113 3.12~=100 g
/ml 2L Tz,

Pseudomonas a. 97 #RI1THt9 % T-1220 > MIC it 3.12
~2100 #g/mliT/375 U, 6. 25~25 pg/mliIZZ D ¥ — 2 %
BT, 213 H CBPC @ Z 13 6.25~=100 pg/ml i
1L, 50~=100p#g/ml iIZZ2D ¥ — 2 BT,

Serratia m. 82 FEITXI$ % T-1220 @ MIC i, 1.56
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5, BEHESHEOBELIEAT, AFl1H2g 1H 3[
4.5 BREUIDS, TR TINRFRONELS 5N
I, EHEHEUIERTH 5,

4. BIEA

16 BhictEmL, £pfliciF#se (GOT, GPT, ALP, v
yrey), BHEE (BUN, mijgs v75=v, PSP),
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AN, 1BITIIRERICERSS 5 ntcds, 1 BHEKEK
TAHEILEDBIT -, T b b 16824,
12.5% ICEWER 28D 12,

m. % ®

PRERIBRYUAE 1TV B IRAFTHERE IR R & & b IKE B
U, =y ) YREAERIDERICR LIS I B 12
1950566 2> 5, Sk Z OYHLL LA D T 1o 5 45



1372 CHEMOTHERAPY JULY 1977
Table 3 Clinical
Dosage
Causative organism )
No.| Name Sex Diagnosis 2 8
Age Dose 3 3 Days
g =
B A =
1/ K.O M | Chronic cystitis E. cili E. coli 0.5¢g | 2 | i.m. 5
72 | Post op. prostatic hyper-| Enterobac. c. E. coli lg 2| i.m.
trophy Kilebsiella Kilebsiella 2g 2 | i.m. 2
Strept. f.
2| T.T. M // Klebsiella Klebsiella lg 1 /d.i. 4
77 Klebsiella Klebsiella 1g 21d.i. 2.5
Enterobac. c.
3| H.A. M V4 Serratia m. Serratia m. lg 2 1 d.i 5
70
.S, M | Chronic cystitis Pseudo. a. E . c 5
4| 1.8 Post op. prostatic cal- Seudo. @ nterobac. lg 2| i.m. °
68 | culus
5| M.D F | Chronic pyelonephritis | E. coli E. coli 1g 2 | i.m. 4
65 | Post op. rt. ureteral cal-| Prot. rettg. Prot. rettg.
culus
6| Y.H. F | Chronic pyelonephritis | Enterobac. ¢ Kilebsiella 1g 2 1 d.i 5
51 Post op. lt. ureteral cal-
culus
7/ T.K M | Chronic pyelonephritis | Strept. f. Citrobac. lg | 2 | i.m. i 5
65 | Post op. total extirpa- Citrobac. f. Prot. rettg. |
tion of vesical tumor Klebsiella Pseudo. a. .
and ureterostomy Prot. rettg.
8| K.K M | Pyelonephritis Serratia m. Serratia m. 1g 2 d.i 5
74 | Post op. vesical tumor
9|S.N. | F | Pyelonephritis E. coli E. coli 0.5¢ | 2| i.m. | 4
43 Post op. rt. coral cal- 1 9 | 2.5
culus & Lem. :
10| S.T. | F | Pyelonephritis E. coli E. coli 2¢ | 2 d.i
60 Post op. 1t. pyelolitho- 3g 2| 4. 3
tomy
11]Y.Y M Pyelonephritis Serratia m. - 2g 3 1d.i. 4.5
75 .
Post op. vesical tumor
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results of T-1220

| Subjective symptom Urinary finding
L. Sense : Sensitivity :
t . . Sid
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Table 3
Dosage
. . >
Sex . . Causative organism = °
No.| Name Age Diagnosis Dose E é " Days
El =
B A &= |
12 | K. A. M | Pyelonephritis E. coli E. coli 2g 2| d.i. 5
72 | Post op. prostatic hyper-
trophy : 1
. | -
13 | N.K. F Pyelonephritis Klebsiella Strept. f. 2g 2 " i.m. 7
42 | Post op. vesicovaginal | Citrobacter Kilebsiella
fistula
1 S.S. F Pyelonephritis ) Unknown _ 2 2 | 7
4 S Post op. rt.}pyelolitho- g 1 d. i 7.5
38 | tomy '
15 | M. K M | Pyelonephritis Enterobac. c. Enterobac. c. 3g 2 id.i 7
41 | Vesical tumor
16 | H.S. | M | Pyelonephritis Enterobac. c. Enterobac. c. 3g 2| d.i 7
43 | Post op. rt. pyelolitho-
tomy
B : Before A : After
Fig. 8 Case No.15 M.K. 41y. M. Pyelonephritis Fig. 9 Case No.9 S.N. 43y. F. Pyelonephritis
(Vesical tumor) (Post op. rt. coral calculus)
_lvi920 21 22 23 24 25 26 27 28 29 30 | w2 3 5 6 7 8 9 10|
B.T. C [ T-1220 3 2 /das ] BT. [ !
40 407 T-1220 0.5¢ - 2 day 1z - 2'dav i
39 A/\ 394
38 381
37—t v/\V/\/J\‘IA\/\/ 371 /\/\/\’\f\/\f\/\/\/\/\
36 367
Efrurvidiy + + — g ;"r"’fm‘v -
Eproein - ¥ = P R
E Reticulocyte # + — z I::':" T‘m 10 - 10
5 [Leucocyte +# 29 - = el i ~ - 10 - —
- * - * — - — ¥ —— Urine culture | F ¢oli >10% /ml E.coli>10° ml E.coli >10*. ml
Urine culture |Enterobacter . Enterobacter c.& Serratia m. Enterobacter c. GOT 2 7 }
GOT 27 52 52 CPT 35 5
GPT 39 84 56 Bilirubin 047 0.2
Bilirubin  |0.60 0.40 0.49 BUN e =
BUN 1 13 14 |

HESEIRL, chici- TRBE Y TR ET S5 4
REEERRELSE L HIML T 5, RRICRERICEBREE %
PES bW B BV IR BRRRYE T, RERSSERE L LT
Y b T X 12 Pseudomonas, Serratia, Klebsiella, Proteus
REICE BBEHEHIL > T b, T D DRBRYYEICNL
TCBPC %> SBPCHSEEARAVICAV- 6, BBU T T,
UL, Zhb DA RIZIHRETNE bDTIIZL,

3 H5ICHRWTEESERI OB AT ATV, 40
EILLE TR AT Tl 3 hiz T-122014,
D& 5 i, EHET, XY BULHENEZRL,
DO B A NS C VR E T 5 8-5 2 2 LR
EMBEORREYE I UiiREZ s ABPC & 84D
—DT, FROBEL ., EROMFBLATNTHES©
BEF LAY, —HRHELIZL D ELE AL R
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(Continued)
Subjective symptom Urinary findi
L. Sense Sensitivity i
- Miction f . : Side
Pollakiuria pain res(i)dual T'“rbl‘ Reticu- | Leuco- (Disk method) Effect effects
urine | dity locyte | cyte

B A B A |B/|A|B|A|B|A|B| A |AKM| CER |ABPC|CBPC

+ + + + |—-]=|+|+1~2 - |H#H]|30] — + - - + -
Pyre- Pyre- - =-1-1-
xia [tolysis

Catheter +|+|—J10|H|20] # | — | — | — - -

Pyre- | Pyre- LA - -
xia |xia H H H H
Pyre- Pyre- | — | — | — | — | H |+ [2~32~320~| — + Cough
xia |[tolysis 30

+ — + - == H| ||| #H[-] + - - - +H GOT t
Pyre- |Pyre- - - — — GPT?
xia [tolysis

+ - - - ==+ |—-l7|—|H|10| — - - - + -
Pyre- Pyre- i e
xia [tolysis

Fig. 10 Case No. 11 Y.Y. 75y. M. Pyelonephritis
(Post op. vesical tumor)

V/22 23 24 25 26 21 28 29 30 31
‘C
BT wlwsc WBC WBC
103x10° 113%10* 142x107)
3 T-1220 2¢ %3 day
38
a7 L\ A Aa A
VAR AR A A4
36
|Turbidity + - ¥
E Protein + + +
ElReticulocyte | 5 2 3
] fyme— + # *
* *
Urine culture | Serratia m. >10° /ml —
GOT 22 32
GPT 6 16
Bilirubin 0.48
BUN 20 10

3, 230 B A {LEREZAFEAATRBEITBNT
FHEL RO YL LUTHD DTSN, 2ELKBEL»S
DF—s%EhT Ly, BNBIZBEL T3k, HE
HIEAE, BRSO3, FEE. BIYER
ROWTREAS DERKILL » THREI NI,

HEKOBETIZ T-1220 1 g FHEROMAME I XRHE

¥z serum *F\ 3> buffer & WA »THLDE
2H B, ZOE—2i13 30 F#icH b, £925ug/mlal
BTho1o RBORMTIZ, 8307381 29.8 ug/ml &
¥— 2o %RU, ZOH1EM T 25.3g/m], 2RHT
15.2 pg/ml, 4 BT 7.7 pg/ml, 6BHT$2.2pg/ml
LEFHVRKTH - 12,

Vo 125 Reb BRI AR 1 g i 6 B TICE
¥ 63.5% &HEKDOHRIRME 1T—BU T,

TITHEINCDOWT T 5 VS REBYETME E. coli,
Proteus, Pseudomonas, Serratia iz D\~ TZ& K|+ X 0t ABPC,
& A\ 3 CBPC X HetsadL 1,

E. coli it 2T EKF|B L O ABPC & 1T 1.56~=
100 p#g/ml ILBHL, 2O —2iZVFh b 2100
pg/ml IZED 5N BH5, % ABPC DF5h5 =100 pg/
ml OREKRIZDIZVE S Tho1o UL, ZHOK
HBRETIRAEFIDF DT SNIRRTH - 12,0

Proteus BTI3 22 Bk & DEBRTH B3, FEITIIKE
2D 20 S =100 pg/ml iIZB® & hizDizkL ABPC
T =100 pg/ml 1T 12 T, 12.5p¢g/mliz 6 B 5
N, 2ROHEHLOPRL - LRRTH - 1. CORUL
BEAD o Totch b & Bbih 3,
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Table 4 Clinical results classified by diagnosis
No. of cases Excellent Good Poor Effective ratio (%)
Cystitis . 4 1 3 25.0
Pyelonephritis 12 1 5 58.3
Total 16 1 7 8 50.0
Table 5 Clinical results classified by causative organism
No. of cases Excellent Good Poor Effective ratio (%)
E. coli 3 2 1 66.6
Enterobacter 3 1 100
Serratia m. 3 1 2 33.3
Pseudo. a. 1 1 0
Mixed infection 5 1 4 20
ND 1 1 100
Total 16 1 7 8 50.0

Pseudomonas a. 97 T, EFNT 6.25~25 #g/ml i
v—2s%#&Y, CBPC Dz LB LU T2 ~3ERBE
FTLNIIRET, £EORHREE 3B UIZRET
H=1,

Serratia 82 #% TiZ, AHNI Z DRI D 73 ¥ids =100
pg/ml Tdh - 12H5, ABPC & H#U TH S D ITA&FID
FSREZME AR TRk B, ZHOLEERHE HFA
EOFRBIPPEERTH - 12

BRI OV TIZ PR O L T WREBRIFERICE
3 32 TER 11268, FE128 6, 0FR) 47 4,
®&h 66 Bl, RBE 19 B THZIE68% Th-1o ZD 3
b BAREYE PR B RRYYIE 54 BICI3 B 91%, V- IiF5H
JEVEIR B RRYYIE 250 B CI3 &S 53 B, B2 95 BITHRD
R 59% ThH- 120

FAEEDEMEVERIRRYYE 16 BT3B 1M, B 7
B, %8 BITELIE 50.0% T, LHEDRERYE D 5 16
BUFRERRD 8 BlvS 7 7 — F VEHBIERI ThH » 1205 Fh
EORBPEEEHL H PP TIbo12bDEEbNS
5, FAHO®BE LT —H UK TH - 12,

FIORERI TR 4 B B3 LB, 3Bl A
2R 25%, FBIRBRLEAITIIEDLIH, 46
B, 4% 5 Bl THENK 58.83% Tdh - 1z (Table 4),

AR REEIR T E. coli b5 3 b 2 B %), Ente-
robacter 53 Bk 1 BIES), 2 BIEXITd - 12, Serratia
3BITIES) L@, =1 Pseudomonas 13 1 BIC, EOW
Ku@BDIBERZAR L CHMERORE 2 Eick b ED)
Th =1, FRFBOEFITIIHRLS DD T OES

HBEICT 5 &, E. coli 93 BT 78%, Klebsiella 26 {5
T 52%, Pseudomonas 53 T 49%, Serratia 22 5] T 57
%, Proteus 34 B C 74% DBENRERL, FAE D R i
SO FSNICREARU T, it ofla
D16 G 8FIN1H 28 5 Th - kSIERT 5D
TRZVWH EHEINSG, Bl HRSREY 4g 5 %
NULETHRERET 2RBUSED SN, THLEE
FTH 1 HAgBEENVP—FELLBHoN, 1HIgE
Bdd 5 WI3EENE TR 2N U ESEEREE» L E A
%,

REBEICBEWERIC2WTIR, BADHE TIZL&B T
1,266 BIiCHEA & 1, 478 (3.71%), 521 (4.11%)
TZOWFUIEMAER 21 8, MR 15 4, Z 0t
16 &2 - Tk, BWAKRBEMBERFITIZ GOT, GPT
LFABIDS 799 Bk 7 B, ZDfth BUN EF 287 & D
WELZINTE Y, RZOEF T 4 1Hic GOT,
GPT O — @l LR&RU, —IBEET 2 0ESH 5 &
Bbih s, ZOMBHKICT—RKIEL IERLI ARSI R
FIIBD s - 12,

o
g AR

D e

REFRA 3BID T-1220 1g 1 BEIFHEHRSED ML
EDOEY—213305%ich h 1 29.8 pg/ml T, 6K
R#&TH 2.2pg/ml i,

2) [ReREEEER

MAREE & ARERI T 1 g W56 6 B[ % Tlciy
63.5% DB EAG 1,
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3 HHEH

IRESRRGUSE 47 B E. coli 100 KR 12383 5 T-1220 O
MIC i 1.56~=100 #g/ml I3 L, D& — 2 13
ABPC [ = 100 zg/ml 128w 17,

Proteus [& 22 ¥£ T3 20 #kAS =100 pg/ml T 6.25 %
KO 25 ug/ml (TR DD 1 HEBD 12,

Pseudomonas a. 97 R Tl3, 6.25~25pug/ml T v — 2
%Y, CBPC X h 2~3E3INRTW T,

Serratia m. 82 #%TiX 1.56~=100 #g/ml ITIBIE L 43
T A5, 73T =100 #g/ml Th = 1o

4)  HEPRAE R

16 BIOEMYERBERYUE CER L, Z168, 5%

7B, &%) 8 BITHZNE 50.0% Tdh - 120

5) EIfEM

16 fiFh 1 Blic GOT, GPT & —@¥: FHE*:D, &

to, 1BICEEK AR I LSS R E 2B s> e
X ik

1 £ 23 HARFREFSRALTHB R, HE
vy al, T-1220 #4FE, 1976
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FUNDAMENTAL AND CLINICAL STUDIES OF T-1220
AGAINST COMPLICATED URINARY TRACT INFECTIONS

TosuiHIKO Mita, Tooru Ouses Nosoru ITo,
Masavuk: SucimMoro and Jojr IsHicamr
Department of Urology, Kobe University School of Medicine
(Chief : Prof. Jojr IsHicAMI)

1) Blood level

The peak of blood levels in 3 healthy adult volunteers a:iz single muscular injection
at the dose of 1g of T-1220 was observed at 30 min after .(ijection and the average
concentration was 29.8 pg/ml, showing 2.2 ug/ml even at £ hr after injection.
2) Excretion rate in urine

The average excretion rate within 6 hr after muscular injection in the same cases
that the blood levels were measured was 63.5%.
3) Antibacterial activity

The minimal inhibitory concentrations (MIC) of T-1220 against 100 strains of E. coli
isolated from urinary tract infections were distributed in the range of 1.56 - =100 pg/ml
and the peak was =100 pg/ml as same as in ABPC.

Among 22 strains of Proteus group MIC to 20 strains was =200 pg/ml and MIC
in each 1 strain were 6.25 and 25 ug/ml, respectively. The peak of MIC against 97
strains of Pseudomonas aeruginosa was distributed in the range of 6.25-25 pug/ml, show-
ing that the antibacterial activity of T-1220 against Pseudomonas was 4 -8 times superior
to that of CBPC. The peak of MIC against 82 strains of Serratia marcescens widely
distributed to 1.56 — =100 pug/ml and among them MIC to 73 strains were =100 ug/ml.
4) Clinical evaluation

The results in 16 cases of complicated urinary tract infections showed that remarkably
effective case (excellent) was 1, effective cases (good) 7, ineffective cases 8 and the effec-
tive rate was 50.0%.
5) Side effect

In 1 out of 16 cases temporary rise of GOT and GPT was observed and any other
abnormality was not observed, except 1 case complaining of cough.



