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KR4 Penicillin T-1220 122> A3 % B IREIBTA

EE Fe ALK FHE B - IREETAD
KERFEA « 5 Fth - ILERA - FFREE
HREEARRES 2 W

T-1220 j3bHET % S h 7z f-lactam T D HHt
EHITH B, AFlE ampicillin © amino &iT 4-ethyl
-2, 3-dioxopiperazinylcarbonyl FZEA L 7% DDONa
T, gram Mtk BB L CTRENEEL, &<
2. Klebsiella, Proteus, Pseudomonas, Serratia 7t. &1 3 <
HENEBL T,

4E, bhbhik T-1220 oV TEER 217
5L LbiT, PESREEEYE IS 5 AHFID BRI
ZRBLIDT, TOFRERET 5o
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1. BEREEPTORENE

1 F &

T-1220 icht 32 RS ERERIC X > TEBER
VLB L T BRI 5 i Klebsiella pmeumoniae 45 1 W, T
7rbh KI1-50-53 #k & KI1-50-32#kz v, Zh b2 R
ZXNFh broth HIT—REFEL %, AWHREE
L., 10%ells/ml & 10fcells/ml > broth HE¥kZ{EHIL
2o

T-1220, ampicillin (LT ABPC & HB&), carbenici-
llin (BAFT CBPC &%), penicillin G (BLF PCG &
%) 100 pg/ml FINEE % £ T hBlEic>< b, 37C
[EIEMRNT 2EERIRR L. 13X 2%, 100C
TR TR R L Xk, £oRLEERA
Vv, ZRENOBRETEERE 2BIE L2, BIER B. sub.
ATCC 6633 ZIRER & LB cup BT EEL, &

Fig. 1 Stability of T-1220 against f-lactamase
Klebsiella pnewmoniae K1-50-53

Control

Residual activity

[ 10%cells | 10°cells

o my m
T-1220 | 100 | 6.25
CBPC 00 | 100
ABPC| =100 | 50

MIC (#g/ml)

PCG

~ P

hr,

Incubation time

#Ei: 1/15M pH 7.2 @Y vEskEEE (PBS) THESL
L7z,

2) B M

BiHE Fig. 1, 20T & KT, EERHEI X o TR/
SBMLIERE (MIC) OZEEN LSz KI-50-53 kD
10%ells/ml & Tix PCG DI D 3HIX & dic & %
B R 4 & ®inho 7228, 108%cells/ml © B & TiX
3HIL BIEMIBESRAO L, BRAEEERIT CBPC 223
5L 3B, oWwT T-1220, ABPC OJETH D, &Fl
DEBFFRIIFI 55% ThHoT,

—HEBERIC X > T MIC OZ8sk <, 3FITH
+% MIC 8Wihd 100pg/ml Xl ETHo7
K1-50-32 ¥k BT 13 3AI & d H & 10°, 10%ells/ml
TIEMEIRE O WA LB, BTGk R CBPC, T-
1220, ABPC DBz <, AHIDLhix 1R 40%,

2 B8 25% ThH oo

DI DRk SAHKIY Klebsiella pnewmoniae D BERTE
Moz X o TRE NS, KOS ABPC XD
1353 <, CBPC XhixeeBHWHm»H 0, »
SAHFID Klebsiella pneumoniae 12 35\F 5 HEHRIT X5
MIC O ZE By 3BT RIC X - THE S W REMES
TR XHiz,

2. ESERPBEEICT 5 T-1220 OHREH

D HEFE

BEpE 58D E. coli, Klebsiella pneumoniae, Proteus mira-

Fig. 2 Stability of T-1220 against S-lactamase
Klebsiella pneumoniae K1-50-32
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Fig. 3 Susceptibility of E. coli to T-1220
—50 strains—
inoculum size 100X

<02 0.4 0.8 1.6 3.2 63 125 2 50 2100
MIC (rcg/ml)

Fig. 5 Susceptibility of Klebsiella pneumoniae to
T-1220
—50 strains—
inoculum size 100X

1004
CBPC

501

S ABPC

50,'2 0.4 0.8 1.6 3.2 6.3 12.5 25 50 =100
MIC (reg/ml)

bilis, Pseudomonas aeruginosa =508k, 35 X U8 Serratia
10 BRIz oW T-1220 © MIC # #FERE 106cells/ml
T B A LR SARUERD ([CHEU o R R IC L -
THEIEL, Rz ABPC, CBPC, gentamicin(BAF GM
EBED DN EHEBHRG L, X 5IT E. coli, Kle-
bsiella pneumoniae, Proteus mirabilis, Pseudomonas aeruginosa
D AEBCOWTIERER 10%ells/ml To MIC
BIE D by TR o

2) Bk M|

T-1220 @ E. coli =X+ 32BN Fig. 3, 4 R

&< 0.78~1.56 #g/ml i peak 23D, 3.12pg/
ml F7E LT T 50 bR 42 Bk (84%) O R H %=
1L 27223, 100 pg/ml & 72132 bl ROtk 2 Bk
Holco TORME 2 HEHRRIIT ABPC X b 1~2 B
f%, CBPC X Dix 2~3 B3 <h T\,

T-1220 iZx13% Klebsiella pneumoniae D 5% % 4545

Fig. 4 Susceptibility of E. coli to T-1220
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------ inoculum size 100X
—_— 7 0x
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504
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Fig. 6 Susceptibility of Klebsiella pneumoniae to
T-1220
—50 strains—
------ inoculum size 100 X

.. — V4 0Xx
160'

50+

<0.2 0.4 0.8 16 3.2 6.3 125 2
MIC (s:g/ml)

X Fig. 5, 6 IT/R"d4Z &<, 3.12~6.25 pg/ml iT peak

A0, 100 pg/ml FEiiZ L, LD 7 RTH

o7c, TORMIX 1.56 #g/ml IZ peak ZH L, 3.12

pg/ml ERF T T Cek0FEEZ L L 272 GM

XL oTWic,

T-1220 iZx13% Proteus mirabilis DEZ M1 Fig. 7,
8D &< 0.39 pg/ml iz peak #FH L, ABPC kb
1~2 ExE, CBPC XD 1EXFE iU ThH o7z, %
T ARBNTXT % Proteus mirabilis @ J& 3 1% Klebsiella
preumoniae [FIkR, PEERE 10%cells/ml Tt L 10%ells
/ml TREBULBEmZTRL T,

Fig. 9~11 27”7 & £, Pseudomonas aeruginosa 17 xF
T B AFIDOEZ M 55> i 1d 3.2~6.3 #g/ml T peak &
BLTEY, TORMILL.56pg/ml i peak 2FHT5
GM XD 1~2 LS EHMmICH o7z LL, GM T
25 pg/ml & % Wi T E OB R L 2 EKRTIX

S—

50 =100
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Fig. 7 Susceptibility of Proteus mirabilis to T-1220
—50 strains—
inoculum size 100X

%
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Fig. 9 Susceptibility of Pseudomonas aeruginosa
to T-1220
—50 strains—
inoculum size 100X

%
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Fig. 11 Correlogram between T-1220 and GM
Pseudomonas aeruginosa : GM =25 p#g/ml
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Fig. 8 Susceptibility of Proteus mirabilis to T-1220
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o —_ Vi 0X
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Fig. 10 Susceptibility of Pseudomonas aeruginosa

to T-1220
—50 strains—
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Fig. 12 Susceptibility of Serratia to T-1220
—10 strains—
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Fig. 13 Serum levels of T-1220
healthy adults (n=3) 1.0 g i. v. inj.

150 4
half life (hr.)
reg/ml e 0,56
— 0.63
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50 4
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Fig. 15 Serum levels of T-1220 in Uremic
patient 1.0 g i. v. inj.
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40 4
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FANC GBI 2 R TR R D D, &
7oKL 50 #g/ml . peak %7+ % CBPC X9 3~4
BT ShIHENZTRL T,

T-1220 O Serratia \Zht+5HLE T Fig. 12 iR/
T &<, 108k 4 ¥R2S 6.3pg/ml 25 WIZFNUTD
MIC ZRL TWiehs, ZORMEIE 1.6¢g/ml &5 \\iE
THhUTTEROBEEF LML 272 GM O Fhkvd
> TWic,

Fig. 14 Serum levels of T-1220
2.0 g/100m! drip infusion

drip infusion

b——
150
reg/ml ”_f- with probenecid
1004
wi thour.
501 probenecid ™.
10 20 35 50 80 140
Time (min.)
o. RN - B, BERMEE
1. BEHE
1 mrpRes

PERERRA 3441 T-1220 % 1.0g 1[EEHEL =D,
5, 15, 30, 60, 120, 240 ZIZHRILL TX D MrhiRE 2
HIEL 72,

E7o, R 14120 TAHNE FIRT 30 4742 pro-
benecid 0.5g Z{HMAL, &Alick 32 probenecid ®
F%% cross over THiETL 7z, T-1220 1X 2.0g % 5
% glucose 100 m1 IZIEFIL T 20 HRIC A M IE L,
10, 20, 35, 50, 80, 140 H#EDMAHREZEIEL 7=,

S OICRHIMIENT 2 £ L TV 5 18E ReEE
T T-1220 1.0g Z:ENTBALAERTIC 1 AL L, #Ek
1R GEITBRZATE LI:RD, 2, 3, 4, 5 XUV 6 B
DIt RIREE & BIE L TIEBNTRED Th & HEk L, AFlo
BT L,

BIEVx B. sub. ATCC 6633 %€l & L7=i#fF cup
ETEML, Z#Ek: pH7.2 @ PBS TERIL 7,

2) [RepHk

RN 344 T-1220 1.0g 1 [E&E % 0~1, 1
~2, 2~4 FEEORABIBEZHIEL, ZofEfcrhFh
DREZFCTRPHHEEZEH L 72, F@BELO
o HERE 4 B % T ORPREINR 2 Kb, BIER I
FRIREE DA L FIRRIC B. sub. ATCC 6633 % i\ /=g
J& cup BT X o728, #ikIR%Z pH7.2 @ PBS T 50
fEICHRL THIE I L 72,

3) EERPNIREE
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Fig. 16 Urinary excretion of T-1220
healthy adults (n=3) 1.0 g i. v. inj.
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KE 250g RI%OD wistar & rat (1EE31C) i T-
1220 20 mg/kg % 1 [EIFHEL 7DD, 15, 30, 60, 120
HENTNEIES R, Jf, IF, BoKEELZHHL,
FO—EBRITA4{EED pH7.2 PBS % hix T homo-
genizer TEILL, TOEL LiE% IEa%ANIREAIE R
L L7z, HES BT P IRE R HEC 72,

2. B #®

D iR iRE

B 341 T-1220 1.0g % 1 [RIEREL 72 M
FRIBEEHERSIT Fig. 13 IWRTZE LT, MIE5H BT
130 p#g/ml OfEZRL, MAEHBIT LML T
120 542121 6~10 pg/ml, 240 5 #%121E 0.51~4.8 pg
/ml E75 o7, Mm% 0.56~0.63 BERTd o
72o —7 probenecid PFAEHITIX Fig. 14 KRT T &
{'T, probenecid BfFRRZIEGHRRHT A 2~3 50
MArREE# R L, probenecid iz X 5 HE i 2% 5h
7o BB AREBEITIY 5 MAREX Fig. 156 0
L TENTBHIIEBITRIC LR 1/2~2/3 DREZRL,
AEND MABEITIC X B BITER A E D S,

2) [RepgEit

R 84T T-1220 1.0g 2 EHEL <IED 4 Kl
F TORPEINRIZ Fig. 16 27T & <, ¥ 78.5%
TAKIORPHMIIRIFTH S, TOKREFIIEHE 2
Rl RPICERE S, SERP IRE T 2,200~2,800
pg/ml iTEL T,

3) IHBAIRE"

T-1220 20mg/kg 1 [EIFHRERED rat iTR1) 5 flgEN
JmEElx Fig. 17T WRTZ & L, £® peak fETIXE
P25 54.6 48/ LB EL, OWT, I, MmiE MMolET
Holte

Fig. 17 Tissue levels of T-1220 (rat)
20 mg/kg i. m. inj.

ng/ml or g
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Time
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Table 1 1Z733C & <, WIRERRYHE 13 B (HHES R
RILHl, JIESREIR LG, BRYMESE IORE 160D,
FRARERGYE 36 (B S5 241, FFRE 140, RE
RYE 17 6 (AbeREitd 6 B, (B EERES 341, Ak
BIBRK 24, BEBIBAHD, BMmE2HIIT
MRMERHIRE 1 FIOHEN 36 Fllic T-1220 2 {FRL 7=,

1. (ERFEL S OIS ERLR

AHIOFHEIZI1IHE 1~6g &L, 2~3 @I 5
MEEIIAEBER L e, KAl U T#ETIZ20%
glucose 20ml F72i34RK 20ml iIZRC THI 5 5T
L, SEEATIE5% glucose 250 ml 12 AFK% IR
faL, 9 1~2 BRIZELCHERLZ, £, MHIETIE
1g % 0.5% ¥EFEY ¥4 vk 3ml 2B LA
7o [EFARARIE 1~32 B, #&E 2~113g TH5,

2. BERERMHR¥IEERE

BhEHIEFLUE I FBBELA 3 B EANICH - fhEFT R ootk
EPRDIHOEER, 4~7T BTHELZALIOEE
%, THLEOBKEZEL (HEEZA IO ERREH
%h, WERBLEDONL» 272 dH D WIEELLZHD
N E LI,

8. B #&

Table 1~5 IZRTZ & K, MR 88 YL fE 13 BT X
=52, HE6, OLER2, 3G, IFIDERGYE

SETIIERL, LLEML, FALF GUWERHEBEI
X BB, REBERYUE 17 BlTI13Esh 2, A8, ©
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Table 2 Clinical response to T-1220
Type of infection bclg.sec;f Excellent Good Fair Poor  Unassessable
Bacterial pneumonia 11 2 4 2 3
Tracheobronchitis 1 1
Infected bronchiectasis 1 1
Cholecystitis 2 1 1
Liver abscess 1 1
Acute cystitis 6 1 2 3
Chronic cystitis 3 2 1
Acute pyelonephritis 2 1 1
Chronic pyelonephritis 6 3 1 2
Sepsis 2 1 1
Thrombophlebitis 1 1
Total 36 5 17 5 8 1
Table 3 Clinical response to T-1220 Table 5 Clinical response to T-1220
Respiratory tract infection Total 27/35 (77.1%)
. No. of . Type of infections
Excellent Good F: P
Organisms cases | ~Xcetent bood Hair ) Loor Respiratory tract infection 10/13 (76.9%)
E. coli 1 1 Hepatobiliary tract infection 2/ 2
Klebsiella 3 1 9 Urinary tract infection 12/17 (70.6%)
Pseudomonas 3 2 Sepsis 2/ 2
not identified 6 1 4 Thrombophlebitis 1/1
Isolated organisms
Total 13 2 6 2 | 3 E. coli 10/13 (76.9%)
Klebsiella 4/ 6 (66.7%)
Table 4 Clinical response to T-1220 Pseua.lomona.s 5/ 8 (62.5%)
Urinary tract infection not identified 9/ 9
Daily dose
Organisms I:I:g'se(;f Excellent Good Fair | Poor 2g 4/ 4
3g 6/ 6
E. coli 11 2 6 1 2 4g 15/22
Kilebsiella 2 2 5¢ 1/ 1
Pseudomonas 4 1 3 6g 2/ 3
Total 17 2 8 2 5 e
‘ RFERN2, EEH5HITHY, FmE 2 FliEES, B3
Sepsis NN 1Gl, MmRHEEIRKD 1B TH -7, SHE
HIERFED 1 Flafr 7o 35 FITRDRLE\EERE D 5 &
Organisms  No: % Excellent Good Fair | Poor 2THINHITH D, HERIE 77.1% Thot=, 753,
LD 8 Brh 7 HIIEE R EREER L BT 2 ERTH -
E. coli 1 1 -
{Kosdomonas |1 1 EREAAESE 255 & Table 5 0 & <, E. coli
Total ) ‘ ) ) ZX5HDIE 76.9% LEVWERIRETRL 72235, Klebsi-
° ella &G 66.7%, Pseudomonas O FHi% 62.5% i©
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Table 6 In vitro sensitivity and clinical response

MIC |- -
Cug/m1) |S1-563.13) 6.25 | 12.5 | 25 | 50 | 2100

Excellent @)

Good 000 OO0 O (@]
Fair !

Poor ° eoe eoe
LEFoT,

BIRZMEEIEL 272 16 FlicoWVT, BKZE M LR
RENF & OBEM: 2R3 % &, Table 6 © Z & <,
R OAFNT 5 &3S 12,5 pg/ml 5 Wikt
NENTOEFTIL 1 FlEFREES), 25pg/ml & 5 Wik
B, EDEFISESNBIO S WS & E D Dz,
DELEKFNEZNEE L —ERHERTT,

RER] 1 635%, &bk, 1SMEEREESMRE GiuE, A

BEER)

B AR BRI T ABRARE R, BIE, ML L
CHEE (39.9C), B, HERBEELREZEL, HRE
OFER, KIFHEIZ X2 ZEBEER, MlE LBl T
T-1220 #¥)El5g, A XV 1H6g 22 HR, +hh
%1B4g 20 BMAWMEERALCEZS, BRI
fREL, 3 B BICITmiiEE, MEROREL, B - i
EROYEE %72 (Fig. 18),

4. EIfeR

T-1220 DEWEMIZ Table 7 ITR3Z& <, MEN36
Bl 6 Bl (16.7%) THLRLH, FD 5% 4 Flic il
HBLE B LD, ThOERD 1 BEREIX4~6g T,
WEMRERIX 84~103g Tholc, LHL, WTFHh O
BlbAFUERAFILYE 3~4 B THMEREIIERLL 72,
FLZDSLD2HT 22%, 12% TR SITFEGERISS,
1 BlITEREE O M/ MRIRAD & B & DTz,

A BE 4 5 51T 13 4 Blic L transaminase (&
DERBHLNIZN, TD 5% 3 FIEAFER IR 7
~22 AT transaminase fEIZEF{LL 72,

FE72, FAIE ORRBRIZASHTIER VA, Faas
26, BRA1BlICH L DB,

V. ERE S CICHRE

T-1220 i 2T, TDHEH, B - FEE SR
BERSIR ARG LcE 25, UTOZ L SER% 2/,

1. EBRBRPTOREM

ARIOR/NEBHILREIEEHE, HHAERO
pH MR, BRI S HIESC X o TR S 28, &

{ICHEEERIC X 2 RBIRETN R BB OB RIS

Fig. 18 K. H. 63Y F Sepsis, CML

20/v0 23/VI 11/VH 17/vIl
6 171220 drip inj. 4z
g

Sg

BT. T
39 /\
L P VN Sy N NS
Blood 1
culture
Urine E.coli  Neg. Neg. Neg.
pultwre E.coli  Neg. Neg.  Neg.
WBC 6~8 many 5~6 0~1 0~1
CRP Neg. 4+ Neg. Neg.
WBC 6800 18000 11800
GOT 21 24 19
GPT 20 14 13

THEAOLREM E mutant H B B ITERTS 2 & n
F\, DT EnBbbiVIAHFID Kilebsiella pneumo-
nige DEFFRTENE (BIRE OERL) T4 5 LEt 2 st
L7z, &AX carbenicillin X ) RRARLETHS DD
DEEERIC X > TRIEBIERESEL <LFT5
WHRTIIE & % 10°cells/ml iT & § % & carbenicillin
FRE EAEREINEWZ E R Hlotz, 2D T LI
Kiebsiella pneumoniae \Z 3V} 5 AFIOEBE £ 12 X 5 &
INEEBRL IR IREE DB O — RIS EERIR M3 5 $EHT 1
ZHDHTLETRTEIDTHS S,

2. MEH

T-1220 /3JA&EPA 7 HLH spectrum #7435 B-lactam
R AAIT ampicillin @ BE KT H5H Pseudomonas
aeruginosa, Proteus mirabilis, Klebsiella pneumoniae 1= % L
TIAHERD penicillin FhicH~, F<h-HBE N2 H
LT3 & IhTWwd, bhvbhORiTTdLh &[S
DFFENS 2 B, E. coli TiX ampicillin, carbenicillin
XD 1~3 W+ <h, Klebsiella pneumonice T\
ampicillin, carbenicillin X D x5+ < E N
B L T\Wic, Proteus mirabilis 1zt L C 1% ampicillin
X0 1~2 B3 < T\ % %3, carbenicillin & 1313
EFRZEOHEINTH 72, EIAKNCH$5 Pseudomonas
aeruginosa DIEAZFMEIT carbenicillin X b 4 By pg L s 8
BTHY, gentamicin X v 1~2 EXFE Sl s e
DB R, gentamicin 1T 25p#g/ml 5 W FHDL
D&% T U o Pseudomonas aeruginosa “C i3 AT
BB TR RS LD 5h, KHIO Pseu
domonas aeruginosa T3t 5B IS TRE Iz,

3. WRUN - HEftt, WEEERAEE

AFIDOWML « BEME, FERR N IREEIC OV CORET Tl
FIREEX 1.0g DEHET 130 #g/ml i D i AR EEE 23
TSR 5 FREBINIC 2 S, SRR S R T RIF T,
4R E TR 78.5% HMRPICEI XN, s»oR$
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Table 7 Side effects in T-1220 study
Age Administration Side effects
Sex |Daily dose| Duration [Total dose| Onset Follow up data (days after
g) (days) (g (day) Problems observed cessation)
WBC 9,500— 3,000 | 5,900 (4th) 6,700 (5th)
4 7 Eosin. 0— 22% | 18%
M 94 18th
7 6 1 GOT 13> 56 |13 | (7th)
GPT 12— 64 23
WBC 6,500~ 3,700 6,800 5, 500}
6 11 GOT 15— 93 55 29; (16th)
5M 0 17th th
2 4 6 o GPT 17— 103 69 (4th) 36
B. T. 37.0—~ 40.2C | 36. 8C
76F 4 21 84 21th WBC 13,300~ 2,500 | 6,500 (3rd) 7,200 (7th)
1 2 GOT 20— 46 24} 21}

M 1 5th h th
35 2 4 0 GPT 19— 57 | 63 a7th) 29 (22th)
55M 2 1 2 1st Nausea disappeared (1st)

WBC 10,800— 3,000 | 7,900 (3rd)
Eosin. 0— 12% 5% (4th)
5 11 Platelet34.4 < 104—>7.0x 10* 32.0x10%(11th)

M 1 th
82 4 12 03 22 GOT 52— 256

GPT 66— 66
B. T. 36.5—> 39.8C | 36.6C (8rd)

EEEL 2,200~2,800¢g/ml FLICEL 72, X5 IT rat
&RV ERNIRE ORE TR - IFRNIREY iliggsic
HBL THEDTE L, FRB~OED T BRIFRBITES
BEREIN, ZhDORMEE T-1220 558 - R Y
fE, FIRERGE T 5 BRRERITHD C L2RT
[DTHH5,

%7z, probenecid DPERRFTIZIEPHARITHAN 2~3
RO I FRIBEE S 2 DD T & h DAKI OB PR P
ftho> penicillin FIFRRMEFLTHS T LB RE S
niz?, Lo TERVWILPIREZLEEL 7285811
probenecid OBRIIMER DD D EEXD,

X 5 IAKIO MBENTIT X 5 BITHEORET TILENTR
RIEEITRRC LR 1/2~2/3 DRETH Y, hEEDE
FlEr RT 0 L Bbh 3,

4. BRERRKAE

R B RRYE 13 4, T ARGEIRYE 3 B, SR S RK YUiE
17, BfudE 2 4, mARdEsIRS 16, HE 36 i 4%
Flz1H 1~6g, 1~328MEAL, E356, B
174, B 56 (B3R 77.1%), &8 6l H=E
R 1O E 272, HWRERICHET T 5 & Klebsiella
pneumoniae 7 X5 4, Pseudomonas aeruginose 1T X % FR

PRIRYLAE I EEANBIN S < BZbhrchs, Tablel 2R3
L4, ThHEMTVTFRAEEREBREZELTY
530D THolc, LLEPHERLR T 2 HEERIL
THEDBEIT D o 7B E&B i L, gk, i
B, B R E S  ORRYUE I T 5 RFIDOFE S
AR XN TW5,

BERIC oW Tidbhbh oG T ik B m kA 4
Bl (5 2 BlidiFEEERIES, 1B IMRIRA 2 FE 5D,
Mi% transaminase {ED -5 4 fl, FE2 4], B 145
TEH6 flicabhic, pmEkRAZEL 2 4 FlixvTh
LEW, KEMFERESITHY, FAUERFILIC X b HE
HIT o i QMEREGIIEE (L L 72, /2, MIE tra-
nsaminase { k% 4 flicH e D, 2D 5H 1HliEA
KMEFIRT X b I fEEEps g 7o fE 4l T 1L iE trans-
aminase {H_ B3 AFIERDOEETH 50 EBEBIEL
DT H, fhd 3 FlEAFHER IR IC X D M trans-
aminase i IEF L L7z, ILICARIERORELBb
NBEFEHB 2Flc R EDBNT, Lich > TEHERFID
EERR(ERIC IS U TSRl X A 58, MkkEE, FEE
ZhT A RS EE Bbh 5,
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X fik 2) kHE & OBEK BN A AR K, BHHE
D /NEFHEES, BR{EFREYS MIC RIEERS i, RPN, HETET, PHES FHE
EERBL R REMIERE (MIC) BlErktkaT J6BA : Carbenicillin 12B84 % %L, Chemothe-

122w T, Chemotherapy 22 : 1126~1128, 1974 rapy 17 : 1140~1146, 1969
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CLINICAL STUDIES ON T-1220

Yasusur Uepa, Fumio Marsumoro, ArsusHi Sarro,
Jincoro Suimapa, Masamisa Oomori, Koova SHiBa,
Takenuisa Yamajr and HiroNoBU IHARA
Second Department of Internal Medicine,
The Jikei University School of Medicine

The antibacterial activity, absorption, excretion and clinical effects on T-1220 were
investigated and the following results were obtained.
1) Stability in the culture media
T-1220 was slightly instable than carbenicillin, but it was distinctively more stable
than ampicillin and penicillin G.
2) Antibacterial activity
The antibacterial activities of T-1220 against the following clinically isolated strains:
ie. E. coli, Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas aeruginosa and Serratia,
were 1-3 steps higher than ampicillin and carbenicillin to E. coli, remarkably higher than
ampicillin and carbenicillin to Klebsiella pneumoniae and almost equivalent to carbenicillin
to Klebsiella pneumoniae and almost equivalent to carbenicillin against Proteus mirabilis.
It was about 4 steps higher than that of carbenicillin against Pseudomonas aeruginosa
and also was effective to some strains of Serratia.
3) Blood levels
The peak concentration of T-1220 in healthy adult volunteers after intravenous injec-
tion in a dose of 1g attained to 130 ug/ml within 5 min after the injection. In the
cases whom T-1220 was administered in combination with probenecid blood levels 2-3
times higher than those without combination were observed.
From the studies on the dialysability of this drug, the blood levels during hemodialysis
were 1/2 to 2/3 of those without dialysis.
4) Urinary concentrations
Within 4 hours after intravenous injection 78.5% of the drug was recovered in
average from the urine and the urinary concentration reached to 2,200~2,800 ug/ml.
5) Tissue concentrations
In the studies of rats renal and hepatic concentrations of the drug were significantly
high followed by the serum and the lung in order.
6) Clinical results
The drug was administered in total of 36 cases consisting of 13 cases of respiratory
wract infections, 3 cases of hepato-biliary tract infections, 17 cases of urinary tract infec-
tions, 2 cases of sepsis and 1 case of thrombophlebitis. The results were 5 excellent,
17 good, 5 fair, 8 poor and 1 unknown. The overall effective rate was 77.1%.
As side effects in total 6 of cases consisting of 4 leukopenia (2 with eosinophilia),
4 elevation in serum transaminase, 2 of drug fever and 1 nausea wére observed. These
turned to normal by discontinueing the drug.



