VOL. 25 NO. 5

CHEMOTHERAPY

1523

T-1220 0 R B AR i BT % ¥ 5

TEEAGR « EHEF
BRRLEEDRBIFEBE

%%
=N

E\"‘EK

Wb X I SR R A

W B-F 7 2 s RPEWEIRA LBHL, FTOF
BIBEZTLVWIORDD, GEBHLC -7 L4
RYUEWE (T-1220) 13, BUALETHRE I hicHHiE
WMETT vev) VEEKO—DOTH D, LORERI,
75 A& BRI LEIEEARR L, i Klebsiella,
Proteus, Pseudomonas, Serratia =5t L Ti3 CBPC, SBPC
I D ABGHENERT E VbR Tw5b, ¥ eARizE
OBETIZ LA EBIRSNTET, HExcixiiEc
IO BESLHICBREh, RPCZOKRBHIEIZOEED
HoHtEh s L uvbhTw Y, fItik s oFsEH
DRBHERIC BT BIEHC O ERHN LIcOTEOREY
HET 5,

1. RBHEELTRHK

1) REE7 FyRECHT 5 EREZ o

FRANSIEERE, BRIk AHN-BRRIECERE I v
BE L7448k DR IEME 7 F o BRE ek 5 T-1220 o

J3% CBPC, SBPC L H# Lichi bRRE Lic, JIESE
X, BACEREE SR BRI K (108/ml)
R, FOREEIL Tablel DB HTH 5,

2) FRoOMmME, BK ERNEEOK

3kg B O BHERMERIC T-1220 50mg/kg % 5k
FlRBECTRE L, —ERERCELD 5 \VIZEK
L, TOBTREXWE Lic. WEHEEL Bacillus
subtilis PC 1219 ¥ RREHE L THHEB» v THER =,
FRBENOBTEEONE X T-1220 5%, —ER
HZ EFROTHREEECER Tmm O A K4 308
B ERE LRER RIS L, Bl & R—0REFH T
WER——F f A7BERCTHE LI, FlozhbDE
HEMBEOERIIL 1/10 M BFEE R (pH 7.0) %\
F2o FOREIT Table 2,3, Fig. 1,2 D:EHTh5,
3) FKROBHEBNEREOKRE

AH) 50mg/kg HEEE LI HECTREL, #530

Table 1 Sensitivity distribution of clinically isolated Staphylococcus aureus

MIC (pg/ml)
Drug Total
0.1 0.2 039 0.78 1.56 3.12 6.25 12.5 25 50 100 >>100
T-1220 1 1 8 5 7 10 2 10 44
SBPC 3 15 17 6 1 42
CBPC 2 1 12 13 8 3 1 2 42

Table 2 Concentrations of T-1220 in serum, aqueous
humor and tear of rabbits after 50mg/kg

i.m.

W Aqueous Aqueous

Serum Tear humor
Time humor “Serum

30 min. 16.0 0.3 — 0.018

1 hr. 11.3 1.0 - 0. 088

2 7 1.9 0.4 - 0.210

3 7 0.6 0.3 - 0. 500

4 7 0.5 0.2 — 0. 400

6 7 <0.2 - — -

Table 3 Concentrations of T-1220 in serum, aqueous
humor and tear of rabbits after 50mg/kg

iv.

W Aqueous Aqueous
Serum Tear humor
Time humor Serum
15 min. 58.0 1.2 - 0. 020
30 #~ 11.5 1.7 — 0. 147
1 hr. 6.8 0.7 — 0.102
2 7 3.2 0.2 - 0. 062

3 7 2.5 - — —_

4 7 1.0 - — —

6 v 0.6 — - —
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Fig. 1 T-1220 levels in serum and aqueous humor
after 50 mg/kg i. m. administration
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Table 4 Concentrations of T-1220 in rabbit eye tissues
after 50mg/kg i.m. or i.v.

Route
Tissues
i m. i.v
Cornea 0.6 0.8
Iris and Ciliary body 0.6 0.9
Retina and Chorioidea 0.5 1.0
Sclera 0.5 1.2
Extra ocular muscle 0.8 2.0
Conjunctiva 1.3 2.0
Aqueous humor 0.8 1.5
Vitreus body trace 0.4
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Fig. 2 T-1220 levels in serum and aqueous humor
after 50mg/kg i. v. administration
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Table 5 Concentrations of T-1220 in aqueous humor
of rabbits after five times instillations
every one minute

\ min.

g /ml S 15 30

Aqueous humor 0 0 0

0. EBR&SUORIE

1) REMETECHT2HEN

BASLEE BRIk 2 SN - IRRRIEDBE X v &
BELoRIRME T RS e H 5 & MIC ©
KI5y B3 6.25~50 pg/ml iR L,  F 72 100 pg/ml LL
Lo MIC ZRTHEDED O, MHEEOFELMOI
#ro &% SBPC, CBPC DR & L5 LRI
T BT AP 1z CBPC N D < &% — VIcK
L35 EBih, SBPC L heehrint Bbh
oo W olE 5, Ps. aeruginosa, Kleb. pneumoniae, Pro-
teus, Serratia T HPENOKEHE, BEhc kT B
IRERED DI 2 B OB HE S s e b RRE T
BB, 230 HRMEREFER AATHMRES T RT
LHAKDOY vECY st WTHE &h, CBPC, SBPC
XD IPBE OB EBER IR TWBY,

2) FKROME BKEICRERRNEBEE

50mg/kg ZHETH & MEREERI0DTE—-2 &
7Y, 16.0pg/ml &R L, ZDORORBKNEERO. 3pg/
ml /R, 1REEECRmEREER 11. 3 pg/ml &
L, BKRBEXLOpg/ml & ©— 7 %R L1, I
Pk L O BKNBRE RS 4 Kl E TIRIETRRTDH
Stch, 6RERICIe B &, MiEPEEL trace L7 b,
BAABTRRD bR Kot AHOHER L 3
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Table 6 Eye-symptom after five times instillations of 5% T-1220 solution every one minute
Symptom
Case Age Sex Instillation edema erosio hyperemia subjective
corneae corneae conjunctivae symptom
1 23 F before - — — —_
after - — — —
2 23 F before — — — —
after — — — —
3 36 F before — — — —
after — — — +
4 17 F before - — — —
after — — — —_
5 21 F before — — — —
after — — — +
6 24 F before - — — —
after — — - —
7 21 F before — - — —
after — - — —
8 29 F before — - — —
after — — — —_
9 22 F before — — — —
after — — - —
Table 7 Clinical results of T-1220 treatment
Body Dosage .. .
Case . . . Isolated Clinical | Side
No. Age | Sex w(ekxg)ht Diagnosis organism Route Daily [Duration| effect |effect
g (g xtime) | (day)
1 17 F 58 Lid-phlegmone Staph. aureus | i.v. 1x1 4 Good —
2 18 M 52 Hordeolum ext. Staph. aureus | i.v. 1X1 3 Poor —
3 29 M 63 Hordeolum ext. B. subtilis iv. 1x1 3 Good —
Klebsiella
4 43 M 58 Hordeolum int. GNB iv. 1x1 4 Good —
5 45 M 60 Hordeolum int. Enterobacter i v. 2X1 3 Good —
6 49 F 49 Hordeolum int. iv. 1x1 4 Good —
7 55 M Infiltratio corneae i.v. 1x1 3 Exfe]' —
ent
8 39 M 62 Infiltratio corneae i v. 2x1 3 Good —
9 38 M 62 Corneal i v. 4x1 8 Poor —
abscess
10 51 F 43 Post operative infection iv. 4X1 7 Excel- —
lent
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BAABTR IR ERIFR b DT, BEHE305D
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Bt 3 BAKRBRED ©— 7B T14. 7% L BEDIT S
BITNRL, ToZ SERMCHEX VEECTR X
DR THDZ EERRTAHIDTH olcoln2iE D,
RREABTRIEETIRDORY, chboB&z«7
7 RARY vR7 3 EEGORARIE R, KTy
D= ) YREFO—DDAx - v EBbhb,
3) BEBNRE

B EH305 i CHRARRAB T 2BE Lice Ko DR
HBAICIBTARD bh, MEOCEELABKRCELB
7L, ARl SoENEFARIBTIRD A, BK
WBTLEDOhBZ L b, ZhilARRIE KT
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LTiX1H1g~4g, 3~8HMDOHETER 1M
BHLG, LB LBTH >l TDOMMEDRBRYLE
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2) 50mg/kg MERORED MENBE O — 7%
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5) MRERORRYIE 6 6, ABIRYE 3 #, #EY1
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STUDIES ON T-1220 IN THE FIELD OF OPHTHALMOLOGY

Hisava Tokupa and Hirosui Hatano
Department of Ophthalmology, Kyorin University, School of Medicine

CHuicHIRO Kavapa
Department of Ophthalmology, Iwaki Joban Hospital, Iwaki

1) Most of the minimum inhibitory concentrations against 44 strains of Staphylo-
coccus aureus isolated from ophthalmological infectious patients in 1976 were distributed
to 0.25~50 pug/ml and the distribution pattern was similar to that of CBPC.

2) The peak of serum level in the rabbits intravenously injected at the dosis of 50
mg/kg was 58.0 ug/ml at 15 minutes after injection and the concentration in aqueous
humor was 1.7 ug/ml at 30 minutes after administration. In the cases injected muscularly
at the dosis of 50 mg/kg the peak of the serum level was found at 30 minutes after
injection and the concentration was 16 ug/ml; the peak of the level in aqueous humor
was found at 1 hr. after injection and the concentration was 1.0 ug/ml.

These results suggest that the serum level and aqueous humor level might be higher
in the group of intravenous administration than in the group administered muscularly.

3) In the tissue concentration of the eye of the rabbit at 30 minutes after adminis-
tration the level in the group administered intravenously was higher than that in the
group of intramuscular administration.

4) The concentration in aqueous humor of the rabbit dropped the solution 5 times
at 1 minute’s interval to the eye was studied. But it could not be detected at 3 points,
such as 5, 15 and 30 minutes after application. Any irritating activity by dropping the
solution to the eye was not observed in healthy 9 adults and it might be useful as
the eye drop drug.

5) By intravenous injection of the drug at 1.0~4.0g once a day for 4~8 days to
6 cases of infectious diseases in eyelid, 3 cases of ophthalmological infectious diseases
and 1 case of postoperative infectious disease favourable results were obtained.



