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Sodium 6-[D(—)-a-(4-ethyl-2, 3-dioxo-1-pipera-
zinecarboxamido)-a-phenylacetamido] penicillanate
(T-1220) IXELLEFRFTHBAFE L IZH L KSR
=2 CRITEHETY, ZOHEA RS b Carbe,
nicillin (CBPC)? z¥{lL, broad spectrum T& 5
5, 75 nEMREEIc U Tid CBPC X b & & b
HEAXEL, & IRBEEICHL TEBNICHEN 2R
FTEuvbihd, ZOHERII Fig. 1D C &L T, &N
REMELTRIN—2—5 2 2 2 BOBMBRULIZH D (T-
1220B : $iE 77t L), piperazine OBBEULIZ 4D (T-
1220A : HEHH H) BL O T-1220C HEx 5h 3D,
4@, T-1220 i DWW TEBRBERNIRF T8> 120
THET %,

I. iBA~Y ML

HEFFDEERY VT T-1220 DHE A <2 b
AWERFE LT (Table 1), R/PNFEEMIEEE MIC) ©
I B AR XEERICE U T2V, BRI
1R (HEEEE 108 E) 2R Ui, T-1220 i

Staphylococcus aureus 1ZXtL T 0.4~3.13 #g/ml THE
#MHIEL, chid CBPC & IMFABREOHRENTH S
»5, E. coli 1T U Tid 0.1~3.13 pg/ml O MIC T,
CBPC #X0t SBPC® &b 4BNT\ 5B, Proteus iC
MUTH 0.1~6.25 pg/ml THREXMILT 25, Kleb-
siella 1t UCIE 50 4g/ml Td b, FHETIEH Vo
Pseudomonas aeruginosa 1< L TlX 3.13 pg/ml @ MIC
TENIHBENIYEL, T-1220 OKIZRHFETH %,
I. RESBOREHEOBRZHEST
NEPRERROSTREE, 3725, Staph. aureus,
E. coli, Proteus mirabilis, Klebsiella 3 X U Pseudomonas
aeruginosa @® T-1220 12349 % &S (MIC) Z#HIEL,
CBPC® 33k 1% SBPC & M # Uiz (Table 2), Staph.
aureus 54 D T-1220 2T 3 MIC D% A% &,
0.8~100 pg/ml DORJITIBILL A3 L TWT, Bk it
12.5 pg/ml IT—F&Z <, LIKB D 5 b, T hicH
U, 100 #g/ml Ll EDMR¥ERRIZ 198k 50 W= 1F5,
CBPC Tid 6.25~25 pg/ml (T 46 1 (85.2%) & KB

Fig. 1 Chemical structure of T-1220 and its metabolites
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Table 1 Antimicrobial spectrum of T-1220,

CBPC and SBPC

. MIC(pg/ml)
Organisms T-1220 CBPC SBPC
Staph. aur. JC-1 0.8 0.2 0.8
209 P 0.4 0.4 3.13
Terajima 0.8 0.8 3.13
Smith 3.13 3.13 25
Newman 0.8 0.8 3.13
ATCC 6538 0.8 0.8 3.13
Streptococcus cook 12.5 12.5 100
S. faecalis ATCC 8043 3.13 6.25 25
M. luteus ATCC 9341 =0.1 0.2 0.8
Klebsiella pneumo. PCI 602 50 >100 >100
Bacillus pumilus IFO 3813 0.8 3.13 1.56
Bacillus subtilis ATCC 6633 | =0.1 =0.1 =0.1
B. cer. mycoides ATCC 9654 0.8 50 6.25
ATCC 11778 1.56 100 1.56
Corynebacterium Nozi 1.56 0.8 6.25
Escherichia coli K12 3.13 6.25 12.5
B =0.1 1.56 3.13
BMW =0.1 1.56 1.56
C1l4 0.8 1.56 1.56
NIHJ 0.4 3.13 12.5
JC-2 3.13 6.25 50
Shigella sonnei 1 0.8 6.25 6.25
Aerobacter aerog. IAH 1102 | <0.1 0.8 1.56
Proteus morganii No. 1001 6.25 3.13 50
Proteus sp. (MB 838) 0.1 0.4 0.4
Pseudomonas aeruginosa 3.13 6.25 3.13

ATCC 10490

53H353%5 U, SBPC Tid 6.25~12.5pg/ml 1T 51 4k

(94.4%) DO LU T\ %, Lo T, Staph. awreus Tl
T-1220 iz T, CBPC & %\ i3 SBPC X b & Mitt:tk
MBRPELEEL, Lol H, T-1220 1T H1F 5 EER
DO537E CBPC 12313 3 EFZMERO 571 & IFERIL
TW3dEWVAD,

E. coli 54 BD T-1220 ie3d§ % MIC 437713, 1.56
~6.25 pg/ml i 37 #k (68.5%) DRSSV, 100
pg/ml DL EODTERE T 2 BN EZ R T, CBPC %5
X0t SBPC THEED ¢ & H v & 35 p5, CBPC Tik
3.13~12.5 ug/ml i 38 #:H3, SBPC Tii 6.25~25ug
/ml (T 36 BRI LT h, BERREHCk W Tk T-
1220 45 CBPC #X 0t SBPC L h 4 i OB Tk
WTEBhTWB EEZZbN S,

Proteus mirabilis 27 #% D T-1220 iz 3 % MIC 43
fixkH b E, SBPC X0 1B 6 »icd ShicpHERL
T h, SBPCiTi\ Tl 1.56~25ug/ml 1T 25 HHS5Y
HADIckL, T-1220 Tid & H{Ewv 0.2~3.13 pg/
ml T 25 DB BHEL T b,

Kiebsiella 27 % i, CBPC %X 0* SBPC led L £
DS 100 pg/ml Ll EDOTRMERRTHS, T-1220 T U
T 6.25 pg/ml (28, 25pg/ml (1 #K), X 1850
pg/ml (9K) @ MIC Z/RIEEMBDH b, T-1220 i
Klebsiella 1<f U S F O HREYBHETH LT TR 2w
2, U UCBPC & %\ & SBPC 2ttt &, Fh
BIDIIROPRCEAIEE LTV B E WA S,

Pseudomonas 54 ¥k T-1220 izt d % MIC Sfix s
A&, 6.25pg/ml T 78, 12.5pg/ml iC19%k, 25ug/
ml 12 15 RO FFHELED 5 1, 100 pg/ml Ll E X 5 8

Table 2 Sensitivity distribution of clinical isolates to T-1220,CBPC and SBPC

MIC (pg/ml)
=0.1 0.2 0.4 0.8 3.13 6.25 12.5 25 50 100 >100
Staph. aur. |T-1220 2 3 5 11 3 3 4 19
54 strs. CBPC 3 1 17 15 14 2
SBPC 3 21 30
E. coli T-1220 14 4 4 1 1 11
54 strs. CBPC 10 15 13 3 1 12
SBPC 12 17 7 1 3 14
Pr. mir. T-1220 1 7 13 1 1 1
27 strs. SBPC | 13 4 2 4 2
Klebsiella T-1220 1 9 3 12
27 strs. CBPC 27
SBPC 27
Ps. aerug. | T-1220 7 19 15 7 1 5
54 strs. CBPC 3 5 27 19
SBPC 9 30 15
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Fig. 2 Cross resistance (Staph. aur. 54strs.)

Fig. 3 Cross resistance (Ps. aerug. 54strs.)

g /ml reg/ml
>100 >100 o e e e W
100 100
50 50 “ . .
2 2 .
12.5 “ e 12.5
o 7
& 6.25 [t 2 6.25
8 3.13 . / % 3.13
. 1.5 " 1.56
0.8 w . 0.8
0.4 0.4
0.2 0.2
=0.2 0.4 0.8 1.56 3.136.25 12,525 50 100>100 /¢ g/ml <0.2 0.4 0.8 1.56 3.13 6.25 12.5 25 50 100 >100 xg/ml
T-1220 T-1220
Table 3 Serum levels of T-1220 *500mg i. m.
14 1/2 1 2 4 6 hrs.
0.S. (7.25mg/kg) 12.4 10.3 8.9 6.4 0.9 n d pg/ml
A.Y. (8.33mg/kg) 17.8 14.9 10.2 3.6 trace n. d.
M. F. (7.14mg/kg) ‘ 11.9 12.4 6.8 1.9 trace n. d
 Average | 14.03 12.53  8.63  3.97 trace  n.d
Table 4 Urinary excretions of T-1220 *500mg i. m.
‘ 1/2 1 2 4 6 hrs. Recovery
T A
(52.9%)
34.2 43.2 112.3 62.4 12.2 mg
A.Y. 1, 222 2, 4?2 2, Zg(; 522 S:Ii l‘g/li‘ll 250. 5mg
m
(50.1%)
29.3 4.1 125.4 45.6 6.1 mg
M. F 1, 22(5) 2, sgg 1, 5:(2) 62? Eg ﬂg/Tl 235.5mg
m
47.1%)
32.0 55.0 64.7 66.5 17.3 mg
Average 1,020 2,050 1,727 570 99.5 rg/ml 250.1mg
31.8 47.4 100. 8 58.2 11.9 mg (50.0%)

DHThbo Chiext L, CBPC Tid 25 pg/ml i3
Bk, 50 pg/ml iT 5 ¥k, 100 pg/ml 1227 ¥k & O° 100
pg/ml L Fic 19 8k25537 U, T-1220 123\ Tix CBPC
Eh S DICENTBZESELBRD SN,

RIT, Staph. aureus 54 #kD T-1220 L Ut CBPC T
Y BRI AY A 5 &, BHRRIZB W TImEIOR
BEZI3TE L3, CBPC Iz LT 12.5~50 pg/ml
D MIC AR RTHICS VT, ZDREEDH T-1220
iU 100 pg/ml BErzh kD MIC ZRLTW
% (Fig. 2)o

Pseudomonas 54 #kD T-1220 3% 8 CBPC izt 9%
RSEYEAERRR 55 &, K¥R4T DRI CBPC 1T 100 #g/ml
BIOENUETHS 2, £h b DRk, T-1220 1T
6.25~50pg/ml @ MIC Z#/RU T Y, Pseudomonas |T
SHUT T-1220 1% CBPC & b 8 LB I ENL T 5
(Fig. 3),

M. meREES & CRepHEH

BB F 3 &ic T-1220 % 500mg fiik L CRERs
ficlirRs & CRAEEEAHIZEL 2. WEEISHEREIC
Bacillus subtilis ATCC 6633, 47z Heart Infusion
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Fig. 4 Serum and biliary concentrations

Table 5 Tissue concentrations of T-1220
20mg/kg i. m.
average of 3 SD rats

1/4 1/2 1 2 4  hrs.

of T-1220
1g/ml .
700 2.0g iv.
hy
[N Y
[ERY
[} A Y
Y
] .
' .
' .
500 K \
' Y
/ ]
I \
] Bile \
J \
, \
w] ¢ N
’
° \‘
Ay
\
\
\
\
\
\
Ay
\\
100 Serum \
‘\0\' >
1 2 3 4 5hrs.
Serum 58 3 10 ug/ml
0~1 1-2 2-~3 4~5hrs,|
Bile 280 670 440 64ug/ml

Agar (HIA) 10ml, single layer #f\ % % v FHET,
AR & U iR AR ITiE Moni-trol I i (¥
BEE AT : 2 FY+5) TRRUIZEDERAW, R
rRE ORITEICIZ 1/15M pH6. 0 B Bk (PBS) T
BERUIZ DAV, Bk, MFEK T K3
pH 6.0PBS T M4 IicHIRL CHIEICE LT,
MA@ 3 ZOVLETAS L, MEILFTHRITK
B 14.03 pg/ml %/RU, 3043 % 12.53 pg/ml, 1
%% 8.63 pg/ml, 2 EsfE%% 3.97pg/ml THh bh, 4
Fr RS IEER, 6 Rf%kidili i 22 5% (Table 3),
R 25 &, BHE300#5»5 1,000 pg/ml EL
LOBBEARL, 1RHAKICREIRE 2,050pg/ml i
BUT:, 2EER%ICH 1,727 ug/ml L BB TH 505,
70D, 4B 570 pg/ml, 6 Bf# 99.5 #g/ml &
B9 2, RebBEUERIZ, 6B#%3 TT 50.0% Td
% (Table 4),
V. BBt & i E
JEASEICTIED S #Hffs L OREE F vy —o (T
Fa—T) BT 2BET, T-1220 O B HEEY
WiELt, BEIfE 1 BRL LRAL, RAERIFERY
FIEUT3HU Lz TRY, FFEEEED D TH
%, T-1220 2.0g % 20% 7 Fo¥EW 20ml ITMREL,
W3S TEELRKIZL, 2, 3BIV4EMER
MAEEARESTS & & b I REEYRIELIZ, ]
g s 1HBEEE T, 1B 2HEMEK T
T, 2Ef%» 5 3K T T, BIU4RHEENSS
BE#T TR ENFNEEL, 2R 5oV TEERH

Brain n.d. n.d. nd nd n.d peg/g
Heart 0.6 0.63 trace n.d. n.d. »
Liver 11.7 10.35 4.65 n.d. n.d. »
Kidney 34.2 29.1 9.84 trace n.d. »
Lung 7.11 4.38 trace n.d. n.d. ~»
Spleen trace trace trace n.d. n.d. ~»
Muscle 6.36 6.24 0.75 n.d. nd ~»
Muscle(inj.) | 95.7 57.0 22.2 1.14 n.d. »
Serum 5.05 3.40 2.08 n.d. n.d. pg/ml

Fig. 5 Tissue concentrations of T-1220

20mg/kg i.m.
#g/g-ml average of 3 SD rats
100 4
\. Muscle
\ (injection)
1 \ Lung  e---e
501 '\ Muscle o---0
. Serum o—e
Kidney \. Heart x---x

4hrs.

U, T-1220 1 pH (&Lie7vh ) Itk b E
ZcRT B 12w, BBH RS2 5ic pH6.0 PBS
12T 3L EITHBR LTz, Bioassay Bficidz 1 b JEH
%351z pH 6.0 PBS I THISHERL, » v PEYHA
WTHISEU Tz, T-1220 DR H A 1E, 0~ 1 RF %
280 pg/ml T 1 REHDMAEE (58 pg/ml) DY 5 £5
wRU, 1~2RH%ICRBEE 670 pg/ml ITEL, 2
B oMb (33pg/ml) D20 f51T/s5%, 2D
BIIEAD L, 4~5ER% 64 pg/ml THY, EHER
13ED 5 gy (Fig. 4o
V.B#EANRE

SD %35 v iz T-1220 % 20mg/kg DH & i
U, BEHICKEREMU 724, SREEY L D HUTHRE
HRE LT, BERcAS E, Btk b EBEELRL,
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Fig. 6 High speed liquid chromatogram (1)
(human bile)

A — ———_ Contro!
5 10 15 20 min.
_/;__A e~ 1/2h.
5 10 15 20  min.

T-1220
T-1220B
—/L - 1h
15 20 min.
20 min.
AN N\ /\"\ 4h.
5 10 15 20 min.

15 734 34.2 pg/g (&) ¢, 30 431#29.1 pg/g, 1 1
% 9.84 pg/g WAL, 2 BRI B R B 1o
Hansdksiwgh, EREEMIZ SV, KROCTHICEH
<, 15 DRITIEEE 11.7 pg/g 2RTH, 2K &
ITBTEREEL 2 b, FFL b OHELHELLTH %, Mi
NMIBFMARE & FUWBBRGHH H, HIR~NOR
fTo s, MADBITRIBY S hizh -1, i, il
EUTOIREET T H0nTH Y, kORI
b I REFTH % (Table 5, Fig. 5).
VI. £ il

BIFED v MEHITDWT T-1220 O JH#H A A #0
BRE 21T - 120 IR IE$EREE,, 727251 pH 6.0 PBS
wAREN Y, BRICREL TR T2, B
VOBEIL, BERAKs v~ by 74— & O Bio-
autography 2k hfTs-ti, BEKAE I v~ b5 7
1 —IZ L F D&M TIF2 - 1o Instrument : Shimazu
830 Liquid Chromatograph, Column : Zipax SAX (2.1
mm¢ X 1m), Mobile phase : Gradient Function No. 3
2.5x107°M HCIO:s (pH 6.5)—2.5%10~2M HCIO4«(pH
6.5), Column pressure : 67.5 kg/cm?, Flow rate :
about 1ml/min., Detector : UV Photometer (220mg),
Chart speed : 1 cm/min., 7z, ¥ &L Tid T-1220
HBERIDOBH A U1z, Fig. 6145 & ¢, Chart
LTy 10 s3t4ic T-1220 D LHsEbHR, DUWTH 18
SHIC T-1220 B (T-1220 DX— % —F 2 & L EHBH X
B NaE-128 D) OB bN D, T-1220 BL O
T-1220 B ORI 4 A 2 &, ¥ 30 Dkic T-
1220 3B 6 ICED 51, LhiTHL T-1220 B 3%
RHTHLHRD O, 1R#ICE T-1220 135

Fig. 7 High speed liquid chromatogram (2)
(human bile)

T-1220 T-1220A
T-1220B 2h.file
T-1220A
5 10 15 20 min.
T-1220B
2h. Bile
_i-
N T-1220B
5 10 15 20 min.
Fig. 8 Electrophoresis
5000 V
40 min.
pH 6.5
O
Origin- 4

1 "
conc. Bile (1h.) conc. Bile (1h.)

+
T-1220A

KiEE s h, T-1220 B HHEYEICEDOLNS X ik
b, 2EHHITIE, T-1220 A 3R T 5%, £h
3L T-1220 B i3 iinL Ciekffiz R, T-1220 A
& T-1220 B i3i2iFFEE 2%, ZDHIZETY %0
918 3D LAs T-1220B ThH 5 & & DRERDID
2 K% MaH 1T T-1220B # A CHELTA 5 &,
18 PERDUMEBICEL L2D8BD 5 W, Fiis
ZHBELUSWDT, Z2hds T-1220B Th 5 Eh5h
»% (Fig. Do KiT, T-1220A DEFL A 512, 2
Rl REic T-1220 A %0 2 CHIEL CA % &, T-
1220B DD ERTIC T-1220A D M HE b, 1%
overlap LT\ % (Fig. 7). £ DT LI3ED T-1220
A PEELTS T-1220B O JicBEshTL T 5 a4
HdhDH L LEBKRT %, 3\ T-1220A BB %
BIH0DT, A HHEEZRICE DL 72 H & Ele-
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Fig. 9 No.l1 S. N. 65yrs. M. Intra-pelvic abscess (rectal cancer)
76 22/3 25/ 27/ 1/4 3/
c T-1220 2.0gX2/day (i.v)
40
) CP TC KM CER ABPC CBPC GM
Staph. aur.(w) (8) (#) (%) () (%) o
39| pusedE.coli (%) (#) () (8) (#) (x) (#) Serratia ; >10°
Eniero. (%) (+) (=) (4) (#)pA (#) f
pyuria urine
) f\/\ /\/\/\ /\J/\ ~
A
B V M2V
W.B.C 19,200 18,500
GOT 15 15
GPT 15 13
Al-ph. 7.3 9.0
UN 16 23
Creat. 1.4
Fig. 10 No.2 E. S. 50 yrs. M. Bacteremia (esophageal cancer)
76 11/3 15/ 18/ 21/
c 120 5 . 2.0g solut. in 20%-
o T-1220 2.09x2/day, (i.v.) "6 20ml
o one shot
E)
39 |2 CP_TC KM GM CER ABPC CBPC CL
=l

(#) ()

36
W.B.C 12,600 15,900
GOT 112
GPT 142
Al-ph. 27
T-Bil.
CRP 5+
U-N 20
Creat 1.2

ctrophoresis (5,000V, 40 min., pH 6.5) %#{3/s\> Bio-
autography #fifFUtz e ¢ 5, T-1220 A iK% T %
fHIEMEDSH 3 icEBy stz (Fig. 8), 3 7xb b, T-
1220 A BHEICEINTWAC Edbo1, M ED
FEREI b, T-1220 ' MeEET 5 &, BHFHIIF
T-1220 & T-1220B i3z IcHEM 3 h 5 »5, T-
1220A 3 DT LEITNT NS,
VI. B% B fE AR

SNEMREEICR T 2ETOEM I U T T-1220 »f#
FAUTHEE KM ic# 3t U1z (Table 6), T-1220 iX 2.0
g% 20% 7 ¥ OREK 20ml ICERLC, 1 H 2 E#E
Utzo 8 1 B EREMEER BB BRI S
by, BEFEHBEICE BELREAETRICE NI EE
T, BRI 2 RERALERL, BROBYD LN
T\ b, BEMRY> 5 1% Staph. aureus, E. coli, Enterococcus
PEHIN, wIhd CBPC KB EF T %, T-

pyuria ‘_,,,[E. coli (B) () () (#) (%) (%)
38 urine
o - \ A\ ) )
[ v v

IAVIVAVA A

(25/3)
53 30
52 27
32.7 353 22.0 8.0
1.6 (1/4)
13
0.9

1220 ZfHLIZEC S, 2HBEX W BEfEm» H b,

B A 2P UT, U U4 HBEE h BO38C @
FEDHBL, R (BWR) »5 Serratia H5 10° {ELL LR
Hant, COERTIZ T-1220 i3 R B B 43 8L
Th-120, BEICHUTRPRBD- L EEZ LN
%o BIVER & UCHAE#% 6 HEIT BUN i & 0t Creat-
inine O FFHED 5 NnizhS, REBL, REEEDH
h, Zhhs T-1220 IKX % D THBHE IIHET
d7su (Fig. 9), 8 2 Pl BB DWRI TH 5 05, ABtth
39C BORERHOFE#HMBHEL, HIimEkEK 12,600,

GOT 112 (KAU), GPT 142, Creatinine1.2mg/dl ¢
b B MMHELIREER ARBER»BH - 1) 2174
>z 3, E cdi PIEBSLIORE b I h, R
BEguh> b EIMFER ST Uz b D EE A SNz, T-1220
Bifick hBE X b EH L, 7 HEOMEH TES
B L T2, TR ROBHRICRE VTR BEE b E L
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Table 6 Clinical responses of T-1220
2 | Adju. | Side
No. | Name|Age{Sex| Disease Organism and Susceptibity Dose/day § ther;p.y ef}'ect Response
1 |S.N.| 65| M |Intra-pelvic ABPCCBPCCERCPKM|2.0gx 2| 19 — BUN1| good
abscess Staph. aur. — #H O H H Crefati nine 1
(recidiv of | E. coli Ho 4
rectum Ca.) | Enterococcus it #H W+ —
2 |[E.S.|50 | M ?{‘fﬁf‘*}nia ABPC CBPC CER CP KM [2.0gx 2| 7 | — — | excellent
esophageal | E. coli 4 H W W
o Ca)
3 |K.M.| 58 | M |Wound ABPC CER CP TC KM |2.0gx 2| 4 — — ?
infection
~ (Decubitus) G.N.B. + HooH
o Abscess in
4 Y. A.|22| M abdominal ABPC CER CP TC KM |2.0gx 2| 27 - — good
wall G.N. B. — - + 4+ -
(after appe-
L ndectomy)
Subphrenic _ —
5 |[K.S.|48 | F abscess L 2.08x2| 4 poor
(after .
0 gastrectomy

Fig. 11 Laboratory findings

142 PT
T Creatinine
1001 100 30 BUN 3,
20 2.0
40
L) ahhthht N 10 1.0
B D A B D A B D A B D A

12 (Fig. 10, DD 3 Blaaw,
L BIDZYRA (AR 8 & Tlamtgh T

B L Z5,

B : before D : during A : after

5 filic T-1220 % ER)

4 t My p T-1220 MR, 500mg A

FET) wBR A SBliCH %) Td - 1z (Table 6) BIfEH
&Iz o 1208, Flkd T & { BUN k0t Cre-
atinine OBRE FHEHE 1Hlich - 12 (Fig. 11D
¥ E®

D #FlLuvr=v ) RN E T-1220 122\ T
HEEEY, EEPRAUMRE21T/2 - 120

2) T-1220 OFE A< kovid CBPC i8I L,
75 s G & ORI VIRV BB 2 E U,
EITGRBE I U CERICIE 2R T,

3) SNERHESEEOSERERDS b, &K A
vE Th 2 KB, ZHE, MR & okl
iU T T-1220 i CBPC kb BN HE &R

% 15 7 CEc7S 14.03 pg/ml 1ICEL, 2 B9 3.974g
/ml Tho 2o RAEEIZ 30 3# 05 2 RI%ITHI
1,000~2, 000 #g/ml OEMWELRL, 6kEEKITD
RApEIXERIZ 50.0% Tdh > 120

5) & Mgl % BEH AR IL T-1220 DB &
I AR R D 5 ~20 fEDEEEITEL T2,

6) Sv MIBUIEERNBREYAS L, BidkbE
o TR, B, #5, MiE, DOETH - 12,

7 T-1220 ® & MEHAHRBEDIZ T-1220B 53 &
AETHY, T-1220 L iFERICHI NS, T-1220
AVEETBH, HECHRETH %,

8) HEHEBICEY 2 EE D5 flic T-1220 %A
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U, %36, #2161 R 1BIOKRLE.

1
2)

3)

X Bk
25 23 [ H A{LBBMEFERFEE AT TS,
vUBre Y a1, T-1220 W5, 1976
AILEX, W #, BEE— YE ZE BR
#h, JIIE A, L—i. BHEE, BEKE,
KEBEEE, REHY [E 3 : Carbenicillin (CBPC) o
EBHE RN B %5, Chemotherapy 17(7) : 1202

Y

HE, ABHE, EREX, )OSR E,
#_EARZ#k : Sulfobenzylpenicillin (SBPC) D#:
s & OB PRAYEFFC, Chemotherapy 19(8) : 988
~998, 1971

A, dili—, B4AKE, BHEE, KN
BESE, )0, IREERL, JIIMGAE, KEHBTF
5 Flic 1 3 Indanyl-Carbenicillin OIY,

e, {3 & KIS o Chemotherapy 23(2) :

~1207, 1969 671~680, 1975

Ak, JLE 8, Rl—# SEEE, BHF

FUNDAMENTAL AND CLINICAL STUDIES ON T-1220
IN THE FIELD OF SURGERY

Smunj1 Ismivama
General Science Laboratory, Nihon University

TakasHI SAKABE, Isser Nakavama, Hmoeo Iwamoro,
Smiceromr Iwar, Mursumr Takarori, TAkAaMIcHI KAWABE,
Mirsuru OmasHI, Ixkvo Murata, Hroakr Sucivama
and Hiroko MizuasHI

The Third Department of Surgery, Nihon University School of Medicine

1) Fundamental and clinical investigations on T-1220, a new penicillin antibiotic,
were carried out.

2) The antibacterial spectrum of T-1220 was similar to that of CBPC, having wide-
spread antibacterial® activity against gram positive and negative microorganisms and espe-
cially the excellent antibacterial activity against Pseudomonas was observed.

3) T-1220 showed the more excellent antibacterial activity than CBPC against gram
negative bacilli such as E. coli, Proteus, Klebsiella pneumoniae and Pseudomonas aeruginosa
among various kinds of pathogenic microorganisms isolated from surgical focus.

4) Blood levels in human volunteers muscularly administered T-1220 at the dose
of 500 mg reached to the maximum level of 14.03 pg/ml at 15 min. aftet administration
and 3.97 pg/ml at 2 hr. after administration.

The concentrations in urine showed high level of 1,000- 2,000 pug/ml from 30 min.
to 2 hr. after administration and the recovery rate in urine within 6 hr. after administration
was 50.0%..

5) The concentration in human bile after intravénous injection of T-1220 showed
about 5-20 times higher concentration than in blood level.

6) The highest concentration in the tissue of rats was observed in kidney and then
liver, lung, muscle, serum and heart, in order.

7) The metabolites in human bile of T-1220 were almost T-1220B and the amount
of excretion was as same as that of T-1220. T-1220A was also demonstrated, but the
amount was very small.

8) T-1220 was used for the treatment of 5 cases in the surgical field and the result
showed that 3 cases were good, one case ineffective. and one case unknown.



