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AR - FBEKL « AR B8k &
D BAOKE « BF OATHE - S0 - EEAR
B’ L5« AREHET - HFEAF]
RIBKFEG R RATNE
X A B
BRI ITREAER

Penicillin & & ¢ Cephalosporin DM -5 7 #
LBFTEM B, MBI AHEIV®RL, Zhudis
UTZEEREIR AR U, #HHEDE, Wb A {L¥EREEE
HOBNEMETH B, PCG DFERICL - TEBHL
12 DIRFANL, Isoxazoryl RFEUKIC L ATEET v Bk
Bt 2 M I#E, ABPCICE % 25 A BYEiSE B
NDHEARY b5 AaDIEKEZORFHEELIAT, T
NCDOHERBYIE & -5 7 4 s R FUEME TH S —T
ABIINIEINTEIL,

SE, BI{L¥ OB OB F ¢ 2 T-1220Vi3 ABPC
iT Piperazine X EA L1 FHFEAKTH Y, CNET
PC RIEEFI D RSB ST AR S 72 h> 12 Pseudomonas
aeruginosa, Klebsiella pneumonige 75 ¥ D55 1 aVEFEE T
BUWHHENEETAETEREIN, T THENICH
BHEEVLEAC EEE-T,

ITRAE I NETELHITRNRE U T A fodhatt:
1B Y R I 23 RRYURE DA IZ,  Pseudomonas aeruginosa(P,
aeruginosa - W&E2) & Haemophilus influenzae (H. influenzae
LEEED) B\ T & TERUPRBERYYE LRI,
BICHE IS ECAHF L B 135S DRI ERyR R
TRELILE LS, BEREREANOEABITICET
AFUWEEEROBALE WL D2»DEKD 2 HIRY
BlzOTHET 5,

I. 5 *®

1. MRBHREHICKHT 2MEH

1) H. influenzae {343 2 E IRIEE DR

H. influenzae 13 X, VORRERF2ERT 2120,
bR % T X 5 Heart Infusion Agar (BIF
HIA) TORBZUHEHEIIARTETH S, T TRE LD
FHEICN T A ERE#TH 5 Fildes Agar HHOEBE
R U

BSYERE RS Hs « HIA<BBL> %5 X ¢¢ Fildes Agar

(Brain Heart Infusion Agar<BBL> iz, #{tZF &
WA 5% WTHATZE D)o

FHE : E. coli NIHJ, P. aeruginosa NCTC-10490, H.
influenzoe H-5163 P (0% B3 RRYYAE H SRFTRE D HERR) o

BfErs  HIA T, {REEERIERE I, HI
Broth T—®WH&E®% 1072 K HBRL T 1 H&EHERE,
Fildes Agar T3 Fildes Broth T—IRIEE®RFK,
107, 102 BRKE Zh ENEREL, SEEROFVE D
MREF U1,

2) FRRESRIR H. influenzae {33 % HE S

Kz#h : Fildes Agar.

HIE - IR EREETICX b 2107/ml Bl I hiz H.
influenzae 19 ®RIC DT T-1220 % & 15 EHlD MIC
ZRIEL T,

3) BRI P. aeruginosa 1< AHE )

BEyH 5 =2107/ml #H U1z P. aeruginosa 34 BRITD\U>
T, {LEEmEieaiEtEsck b MIC #R», CBPC,
SBPC, GM K th#dkat Ui,

4) ZOHORERENRIE S 5 s BEERE I 2 HH

il

WERE H =107/ml B U 72 E. coli 5k, Klebsiella
preumoniae 8 ¥k, Klebsiella ozaenae 1 #, Serratia marcescens
3HRICT T A MIC % 1k 22 B B e M RRIC & b 1T
U7

2. FiRpRERNELEDKRET

HBEEH 7 v FHEICL 2EHFENERICB T 2 RE
B, 5, BIRKOEEBICOWTRAELT,

TREH © Bacillus subtilis ATCC 6633

Sarcina lutea ATCC 9341
HzHh : Trypticase Soy Agar <BBL> (pH 7.3)
SL-15 <3#f> (pH 6.0)
FHMK : 1/15M PBS (pH 7.2) R %R
b EERRR

ULEZBOBOEELY THIEL, RFdHERD T

ZDEEE, WEDCH SR LT,
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Table 1 Effect of medium and inoculum size on i vitro susceptibility testing to T-1220

Fildes Agar

Heart Infusion Agar

Organism
10%ml | 107ml | 109ml | 10%/ml 10¢/ml
Haemophilus influenzae H-51-63 0.1% 0.1 0.1
Pseudomonas aeruginosa NCTC-
10490 0.1 0.1 0.05
(from Toyama Chemical)
E. coli NIH]J
(from Toyama Chemical) 0.1 0.05 0.05
Pseudomonas aeruginosa NCTC-
10490 3.13 1.56
(kept in our Depart.)
E. col» NIH]J
(kept in our Depart.) 3.13 1.56
*: MIC (pg/ml)
Table 2 MICs against respiratory pathogenic Haemophilus influenzae
Nous | T-1220ABPC| CBPC| SBPC MFIPC| CEZ | CEX | CFT | CP | TC |pOTC| EM |CLDM| GM | NA
1 0.050.2 0.2 |0.39| 12.5|12.5|12.5| 3.13|0.39 | 0. 78 0.78 | 6.25 | 25 12.5 | 0.78
2 0.05]0.2 {0.39]0.39] 25 25 50 12.5 | 0.78 1| 0.78 | 0.78 | 1.56 | 6.25 | 1.56 | 1.56
3 0.05 0.2 |0.39]|0.39| 25 25 50 6.25 | 0.78 | 1.56 | 0.78 | 3.13 | 6.25 | 1.56 | 1.56
4 0.05 0.2 |0.39]|0.39| 12.5| 25 25 6.25 | 0.39 | 0.78 | 0.78 | 1.56 | 3.13 | 1.56 | 1.56
5 0.05]0.2 {0.39]0.39| 25 25 12.5| 3.13|0.39|/0.78 | 0.78 | 3.13 | 6.25| 3.13 | 1.56
6 0.05|0.2 [0.390.39| 25 25 50 6.25 | 0.78 | 1.56 | 0.78 | 6.25 | 25 1.56 | 3.13
7 0.05 0.2 |0.390.39| 25 25 12.5| 6.25|0.78 | 1.56 | 3.13 | 3.13 | 12.5 3.13 | 3.13
8 0.050.390.39|0.78 | 25 25 50 6.25 | 0.78 | 1.56 | 0.78 | 1.56 | 6.25 | 1.56 | 1.56
9 0.05|0.39 | 0.39 | 0.39 | 25 25 25 6.25 | 0.78 | 1.56 | 0.78 | 6.25 | 50 1.56 | 3.13
10 0.05 | 0.39 | 0.39 | 0.39 | 25 25 25 6.25 | 0.78 | 1.56 | 0.78 | 6.25 | 50 3.13 | 3.13
11 0.05|0.39|0.39|0.39 | 25 25 50 6.25 | 0.78 | 1.56 | 0.78 | 3.13 | 12.5 1.56 | 3.13
12 0.05|0.39 0.2 |0.39| 25 25 12.5| 3.13|0.78|0.78 | 0.78 | 3.13 | 3.13 | 1.56 | 3.13
13 0.05]0.39 0.2 |]0.39| 12.5 |25 50 6.25 [ 0.39 | 0.78 | 0.39 | 1.56 | 3.13 | 1.56 | 1.56
14 0.05|0.39|0.39]|0.39 | 25 50 12.5 | 6.25 | 0.78 | 0.78 | 0.39 | 1.56 | 1.56 | 1.56 | 1.56
15 0.1 [0.2 [0.39]0.39] 25 25 50 6.25 | 0.78 | 0.780.78 | 1.56 | 6.25 | 1.56 | 1.56
16 0.1 10.39/0.39]|0.39| 12.5 |25 12.5| 3.13]0.39]0.78 { 0.39 | 1.56 | 6.25 | 1.56 | 3.13
17 0.1 /0.390.39|0.39 | 25 25 12.5| 3.13|0.39 | 1.56 | 0.39 | 6.25 | 12.5 1.56 | 3.13
18 0.1 [0.39]0.39]|0.39| 25 25 25 6.25 | 0.78 | 0.78 | 0.78 | 3.13 | 1.56 | 3.13 | 3.13
19 0.39 | 0.78 | 0.78 | 0.78 | 100 25 25 6.25 | 0.78 | 0.78 | 6.25 | 1.56 | 12.5 1.56 | 6.25

8. Tv MBI BEIFNME
Wistar 85 » M, (FEH 100g # 1B 3L L,

T-1220 100 mg/kg % ABEMICHE L, BEE AN E
U, MUE, M, FF BriEHL CEBREELIEL

120

IER LR MWK 4 CItOEE S ¥, MBL2omL
Tk &L Uizo B, B, Bk 258D 1/15M PBS pH
7.2 %%, Universal homogenizer <HZAET> it
THREVF AU BEIZWTh L HESET—-20Cic

BAEREL M, WIE S Tic 4 EEREREA T2 T

%o

W « Sarcina lutea ATCC 9341 % REB & U,
Trypticase Soy Agar <BBL> *H\2#E» v 71

THIEL, #E%EE3 1/15M PBS pH 7.2 R CIE

120 raS
BRERBIIC B (T 2 MARRE, mEiarhihtt, g

4.

BEDRET

BV IR AR RRYYIE 4 PliCAH] 3 ~10 g & SIHEHEL ,
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Fig. 1 MICs against respiratory pathogenic Haemophilus influenzae 19 strains
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T-1235

0

0.025 0.1 0.2

0.39 0.78 1.56 3.13 6.25 12.5 25 50 100

MIC (xg/ml)

A HERS, EIRIS & ORI A RIEL T,
MEIZFEK 107 #JEL, BKBX OMERIZ 20% N-
acetyl cysteine Y51 (pH 7.2 ICHHE) * 1/4BINA T
37C 30 NHERIRERIFL THEY FAXL, Z0%
FRIEE LT,

HEZ 3 L [EKE Sarcina lutea ATCC 9341 H TR &
THHEED v FHETIT L, EHE S 1/15 M PBS
pH 7.2 TYEBIL 12, :

5. EREREEMIIC B(F 2HR5T

R ERRUE 11 B, IRERRGYE 5 B, HHEHOPR
R1BlcFHLZREL, BIELZDOAn=X 1, BIfE
i RAQ N IAPR-Yy 5 x4 PN A

o. B ##

1. MREFBREREICHT IMEN

1) H. influenzae 1333 % PiE STRIEE DK

Fildes Agar itk b T-1220 DHEIVHEEIN S
BEhETNA 129, P. aeruginosa NCTC-10490 & E. coli
NIH] #Z& MR L OEHREFEXEEE THE L 1203,
WeH & bic Fildes Agar ¢ MIC 3.13 #g/ml, Heart
Infusion Agar T1.56 g/ml T1EBEOZETHYH, C
D¥EHNE MIC B ICHATRETH 5 ¢ LR I NI,

Fildes Agar it & % B HERIEICIT, H. influenzae
® MIC i3 108/ml, 107/ml, 10¢/ml D 3 HHEFEED S
b 0.1pg/ml THEEEBODEDISWC EBRINT

(Table 1),
2) WRREHKIE H. influenzae 1T B LB ]

Table 2 3L (8 Fig 11c MIC RRigix =3 T-1220 i
15 FEFIHE L HCIE I ARL, 19 e 14 BT 0.05
pg/ml, 4¥£0.1pg/ml, 1#£0.39 #g/ml ThHbH, h
T CAREICH UR b B IDH» - 12 ABPC T H 0.2
pg/ml 8 1%, 0.39 #g/ml 10 ¥k, 0.78 ug/ml 1#RTH
h, T-1220 13 ABPC icthU H. influenzae DEEHE I
134~8f5F <N T2, Table 2 THREMEC & ITEEH]
@ MIC % H#d % &, T-1220 T 0.05 pg/ml L{EfED
Bi#kl3 ABPC, CBPC, SBPC |23\~ T & {&RMED § DS
%<, T-1220 < 0.39 pg/ml D#kI: ABPC, CBPC,
SBPC T#& 0.78 pg/ml LB <&, TDV~uTh T-1220
@ MIC 134D PC D MIC & DEEMSHEEI NI

3) IELESRIR P. aeruginosa \e33 5 HiE I

T-1220, CBPC, SBPC, GM icsdd % 34 D MIC
7% Table 3 33X O Fig. 210" 7, T-1220 13 2 itk
DOHBERRL, ¥©—213 3.13 pg/ml 10 ¥, 100 p#g/ml
IKT, ZOWHELXL—2 LTHIALARETID2IE
R LT3, CBPC, SBPC Tidiis A X DD 25
~100 pg/ml 1253754 %, CBPC, SBPC T12.5~50 18/
ml OEIF T-1220 Tidi3 & A E551.56~6. 25 pg/ml D
B TH h, T-1220 ORBE N T 5 HENZ
CBPC, SBPC M ZHUcthLizE AL 1058 LTI T
W3, U»sic CBPC, SBPC T =100 #g/ml D¥EIZ
T-1220 T § 25~=100 pg/ml &ML L TR H, AiC
1.56~6.25 pg/ml O BEEEX FEL T2  DE2ED
720 GM I3 1.56 pg/ml 18 ¥, 3.13 pg/ml 14 ¥k & 94%
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Table 3 MICs against respiratory pathogenic
Pseudomonas aeruginosa 34 strains

No. CBPC SBPC T-1220 GM
1 25 12.5 1.56 1.56
2 25 25 3.13 1.56
3 25 6.25 1.56 1.56
4 50 50 1.56 1.56
5 50 50 3.13 1.56
6 50 25 3.13 1.56
7 50 25 3.13 1.56
8 50 25 3.13 3.13
9 50 >100 100 1.56

10 50 25 6.25 3.13
11 100 25 1.56 1.56
12 50 100 3.13 1.56
13 50 25 3.13 1.56
14 50 25 3.13 1.56
15 50 25 6.25 1.56
16 100 100 12.5 25

17 50 50 3.13 3.13
18 100 25 6.25 3.13
19 100 25 3.13 3.13
20 100 100 12.5 1.56
21 100 100 100 1.56
22 >100 >100 25 100

23 50 50 50 3.13
24 100 25 50 1.56
25 >100 100 100 1.56
26 100 100 100 3.13
27 >100 100 100 3.13
28 100 100 100 3.13
29 >100 100 100 1.56
30 >100 100 100 3.13
31 >100 100 >100 3.13
32 >100 100 100 3.13
33 >100 100 >100 3.13
34 >100 100 >100 3.13

Fig. 2 MICs against Ps. aeruginosa (34 strains)

Strains

20

15

10

—o T-1220
0-—--0 SBPC
Oo----0 CBPC
""'A_: LA G M

A
7\ /F\\ { \
/ k
J /
F /
[ A
H ,/".-0—" _‘Zﬁ ......... _‘..----'\A-n..m..,
1.56 3.13 6.25 12.5 25 50 100 >100
(wg/ml)

Table 4 MICs against gram negative rods

isolated from sputum =107/ml

CBPC SBPC T-1220 GM
E. coli
1 >100 >100 50 1.56
2 >100 >100 50 1.56
3 >100 >100 50 1.56
4 >100 >100 >100 1.56
5 >100 >100 >100 3.13
Kilebsiella pnewmoniae

1 50 50 3.13 1.56
2 50 100 3.13 1.56
3 >100 100 6.25 1.56
4 >100 >100 3.13 1.56
5 >100 >100 3.13 3.13
6 50 100 6.25 1.56
7 >100 >100 100 1.56

8 >100 >100 >100 12.5

Kiebsiella ozaenae
1| 10 | w0 | o0 | oz
Serratia marcescens
1 6.25 12.5 1.56 1.56
2 6.25 25 3.13 1.56
3 >100 >100 6.25 1.56
E. coli )
NIH]J I 6.25 l 12.5 1 1.56 J 0.78
Pseudomonas aeruginosa

NCTC-10490[0.78 | 1.56| 1.5 | 3.13
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Fig. 3 Standard curve of T-1220
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Diameter of inhibitory zone (mm)

o

Nw oo

10

0.1 0.2 0.5 1.0 50 10 20 50 100
Concentration of T-1220 (ug/ml)
No. of Solvent .
Stgl?g?erd Organism Medium T—gfz 2 Regression curve C&fﬁeilc?éﬁ? Range
1 S. lutea TSA PBS Y=13.43 logX+29.0 0.992 0.1 #g/ml1—100 pg/ml
2 S. lutea TSA Plasma Y=14.44 logX+28.5 0.990 0.1 pg/ml1—100 p#g/ml
3 S. lutea SL-15 PBS Y=13.50 logX+30.9 0.991 0.1 #g/ml—100 #g/ml
4 S. lutea SL-15 Plasma Y=13.99 logX+31.1 0.977 0.1 p#g/ml1—100 pg/ml
5 B. subtilis TSA PBS Y=11.18 logX+23.4 0.993 0.2 p#g/ml1—100 pg/ml
6 B. subtilis TSA Plasma Y=12.02 logX+22.7 0.994 0.2 pg/ml—100 #g/ml
7 B. subtilis SL-15 PBS Y=12.21 logX-+16.30 0.993 0.5 p#g/ml1—100 p#g/ml
8 B. subtilis SL-15 Plasma Y=11.91 logX+18.35 0.981 0.5 #g/ml1—100 #g/ml

note S. lutea : Sarcina lutea ATCC 9341, B. subtilis : Bacillus subtilis ATCC 6633
TSA : Trypticase Soy Agar (BBL) pH 7.3, SL-15 : medium for Sarcina lutea SL-15 (Eiken) pH 6.0
PBS : 1/15 M phosphate buffered saline pH 7.2, Plasma : pooled human plasma

MHFEL, 25 pg/ml, 100 pg/ml BSKDORD 1K ThH -
2o

Z DFERIZ T-1220 ORFWE I3 2 B HIOERIR
ITFNT VB ERRTE EDIT, FHMEL BV
NTHLBWERE, TTRMEEBEDhE L, 20
1x CBPC, SBPC Ditt:{bictEd D Th 5 & #RL
T3,

4 ZOMmDOWEKE H 2107/ml SR 3 55 Ak

BRIt 32BN

Table 4 iz MIC R#i%RT, E. coli 5#kix CBPC,
SBPC |zid >100 pg/ml OTHEE TH b, T-1220 icxd
LT#4 50pg/ml 38, >100 p#g/ml 2 ¥ & (L2 R
Utzo GM iTid 1.56~3.13 pg/ml & REEE 23D T
LA

Klebsiella pneumoniae 8 #% Tix CBPC, SBPC T4£:#% 50
pg/ml Ll ETdh 5HS, T-1220 iT i3 6 ¥k H5 3.13~6.25
pg/ml, 2 BEHS100 pg/ml Ll ETh - 1. T DRI,

BB s D TEINT UEE DS, T-1220 35K Kiebsiella
pneumoniae iIT$ SHIZIEIEEB L, L DRTRKD PC
REHIEBULER D, 12X UAEDES b CBPC, SB
PC OERICE 3 LEZ SN BAARATEEDOHEBAS
Nize GMIZHU TIIRERDORE E BRHC, FEAED
BTSN D b, 1EEDAITHE/LL A S s,

Kiebsiella ozaenae 1 #%Ci% 3 PC Hlr T-1220 12D A&
ZWENDH - 12,

Serratia marcescens 3 B3 T-1220 izsfL 1.56, 3.13,
6.25 pg/ml % 1 %<, CBPC, SBPCicH. U 4 ~16 {55
WHBEIERL, GM It 0BV TH - 12,

2. {EiRPRERIE RO

BoEE, H, BRROZhZhOEAEbRICL S
R % Fig. 3 1TR T, HILMRIX Sarcing lutea DT5H3
K&, BHBE b Bacillus subtilis £ h 3 Sh T30
L8554 Bacillus subtilis D5 H0R@EBETH - 120 B
ESOME 1%, Bacillus subtilis D 11.18~12.21 It L,



1110 CHEMOTHERAPY

JULY 1977

Fig. 4 Tissue levels of T-1220 in rats
ug/g,ml T-1220 100 mg/kg i. m. (n=3)
40

Thin layer cup method
Organism: Sarcina lutea ATCC-9341
Medium: Trypticase Soy Agar (BBL)pH 7.3

30 Solvent for standard solution :1/15 PBS pH 7.2

before measuring, refrozen 4 times

o——e Serum
A——A Liver
0-----0 Kidney

20

0 1/41/2 1 2 3 4
Hours

0

Sarcing lutea 13 13.43~14.44 L K5 <, BEEEICE H§
WTh b, Sarcina lutea \TI\TIE, BEHIDE L, T
KDBE T AREHROE T E AL 2\D5, HHEIR
3 PBSWRRDGH e MIMERFRE b & 1ITEL,
HEED/NS Y XD BMEDOFEREL b, BED
T-1220 BEREIX, MERE Sercina lutea ATCC 9341,

It Trypticase Soy Agar <BBL> W A2HEEH v
FEEICT sV, BEHIE T-1220 RO 1/15 M PBS
PH 7.2 BFCRFITIER T AL L & LT,

3. T MBI BEIRMEE

Fig. 412 100 mg/kg i O REERREEHR 2R T,
v — 2 HIZIE, i, B, HOE D0 36.8 pg/ml,
22.8 pvg/g, 19.6 pg/g, 10.6pg/g Thh, MmiE, &,
fiTid 30 i, Tt 16 it — 2 BBH 51T,
WIN O D S A IEEKIIEP»TH h, 2 Bf%kicE
W d 1pg/g LT Thbh, 4BHEKICIERES
N -1, ORI, EBETEOEIRUIZX 51T,
FRARN 4 HOBHRBEEDO b DTHA L L, %
DFHEIFRNREDEMA2H S C LTk 2 D
YL T 5B,

4. BEERGIC BT 2 ERIBITHDIRT

4 BIOBHEPFIERRYYE (BlEKEY - HREXAK2
B, [ETIRRIE 2 B L MO PER 1 fledgic,
MERTT 4 B, WBIKE1T 2 B, "E¥K 1 B, Probenecid ic
N BRGD 1 Flxkkat Utz 2D 2 BIORE % Fig.
5, 6ITRL, BHERER - HKEIRDOHD 1L
OB O N IT D W TR D IEITR U 120

1) RRUgh-1z 18, BEOEMIicE T i
W 725%, 38kg OLTFT, AEIS58%5% T FUHE250
ml ICEREL 1 R TEBELIZL DT, A 30 31E 196
pg/ml, RTEHKTFIE 428 pg/ml TERIL 36 5 TH

Fig. 5 Serum & sputum levels of T-1220
T. 1. 3 31 y. 48 kg Bronchiectasis, Bronchial asthma

wg/ml
100

50

T-1220 3 g 5% glucose 500ml
to run in 2hours & 10 minutes

thin layer cup method
organism: Sarcina lutea ATCC-9341

Half life of T-1220 in serum
36minutes

o

2 3 4 5

7 8 9 10 hours

(=}

T
i

6
)

U] Wl

]lln\\\./

\

B

\ Sputum level
ug/ml

1

Volume of sputum
ml/30min.

[ e
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Fig. 6 Concentration of T-1220 in serum, saliva & sputum
K. I. 2 59 y. 46 kg Bronchiectasis

600 -
T-1220 10g d.i. (Zhours) b.i.d.
500 - at First Administration on Aug.9
= Half Life in Serum 38min. 52sec.
E O===0 T-1220 10g d.i.(Zhours) b.i.d.
% with Probenecid 500mg p.o.t.i.d.
= 400 at First Administration on Sept.1
£ Half Life in Serum 1 hour 27min, 50sec.
2
L
]
£ 300
12
=
2
=
£ 200 N
5 ™
) N
13 S
S N,
O N,
1004 \‘o
0 + T Y
0 1 2 3 4 5 6 7 8 Hours
Concentrations in saliva & sputum
[Aug. 9 i ! !
Saliva 0g/ml 1.0 0.54 0
7 M M ¥
Sputum 0,2/ ml 0 0 0.07
Aug. 10 ) em
| Sputum 0 0 0 0g ml
! Aug. 31 . . ! i
Saliva 0g 'ml 0.95 0.41 0.38
Sputum g'lg ml 0.08 1.42% 0.54%
Sept. 1 ! ! |
Saliva 2.0g'ml 0.28 2.2
| Sputum 0.05 0.060.07 0.08 (.09 2.1 0.75% ug/ml

* ! not purulent, apparently mixed with saliva

2126

2) HECERA No. 7 DIEBITH b, Fig. 5ICKRD
KUEICTEAK3g HEBE LSS DMAEE &, WHEh
BERSIOBEEYRUIIE— 2 HT AR TEICH )
108 pg/ml T, HFHNL 36 T Th > 2o BWEFEE
— 23R TEICH b 5.5pg/ml CHAFAEEe—2 &
DHIZ 5.1% THEBEBEARU 2o WHEAREEII ST
FRICHEI L, AT TR 5 RERTERE L T,

3) #ECAESINo. 9 DEESITH %, ABlicks\ Tidi
PR & 2 T IS A BRI, MERRIEEE D
WO E, MATEED Probenecid 1T A KIGH: &
ZHUCHIG 3 2 W5 - R AEEOHR 2R T 5 C
ExBEME UL, TDERBE% Fig. 6L,
TubbAK10g 5% 7 N 500ml ITHEEL,
2 BER DT CTAETEL ICR OB, Alhr—2i
TTIR1IKMIchH Y, AHKTRETERL, Z0HEI
506 #g/ml T h, REKTHRDKBIIN 39 T TH
> 120 CHICKL Probenecid 1,500mg B A#EIcEs
U3 ER, RBEOFAREICE 3 IAEEERIZ, R

DEoiIKmBBEDY—2 b EL, XMW 1KE 28
FEEEUT, ©—2 Hid 549 pg/ml, #5#% 2 RFREHE
4 200 pg/ml P E#H#/RUTZ, Probenecid FEBfFIF DME
WrhBE L EEE TRICE L, AR AARTH - 1228
TR T 4 B HRIC 2.2 pg/ml L EEZR LT BEA
B DMEIR i B v — 2 I3 TEBFRIRS D 2 5 Th - 2o WBIK
FRYE R FEDE R D A EICIE L A ERD SRT, B
FRED S I, ATERICEERZEI, BEOEA
DHEEINT,

UEOBRBUIRDE S ICE LB NS,

i) MAEEe— 2 AR TRICES NS, K&
DEEZNLRNIC B 5N, TR TETT 2. M
FRISEE DREIE 36~38 & & K —FL, HRHEDHES
M5 T L HRTREL T 5, Probenecid £ F B i il A BE
LR, PRUHERE CRIGOSHREICE S N

i) 2flicis T RIFZBERBT(LBIZER), 1
BT W TERZERBTORN T 2 REVEB S NI,
FED 1 PlIIKETILRE ICRBDEPE U 2Bl CH—F
THOPCREMBITERLE L, —ROWEHIcKT 28
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Table 5 Therapeutic
Case Sex Isolated organisms
Name B.W. Diagnosis Underlying diseases
No. Age Before After
1) Respiratory infections
Mycoplasma H. influ.
1/J.0. | M 17| 51 pneumonia* 108/ml No sputum
2 [ R.I 69 | 36 | Bacterial pneumonia g‘f;rl&sg:cgm‘;mal cords, | Normal flora | No sputum
3 .N. 79 | 34 | Bronchopneumonia dAi?;rslgSClemtlc heart Normal flora | No sputum
4 | S.H. |M 80| 38 | Chronic bronchitis | Bronchial asthma fg;/gﬁmmo : Normal flora
5 | T.S M 84 | 49 | Chronic bronchitis H. infiu. Normal flora
: 108/ml*
6 | T.K. | M 44| 50 | Chronic bronchitis Silicotuberculosis P. aerug. P. aerug.
. . . Mixed
7 | T.1 M 31| 48 | Bronchiectasis Bronchial asthma infection Normal flora
. . P. aerug. P. aerug.
8 | K.I M 47| 96 | Bronchiectasis 107 /ml* 107 /ml**
P. aerug. P. aerug.
108/ml* 108/ml**
9 | K.1 F 59| 45 | Bronchiectasis P. aerug. P. aerug.
. 108/m* 107/ml¥**
P. aerug. P. aerug.
107/ml* 107/m1**
Chronic P. aerug.
10 |H.T. |M 63| 58 | poncho-bronchiolitis 107/ml1* Normal flora
Chronic . e . P. aerug. P. aerug.
11 M. K F 73 37 broncho-bronchiolitis Chylurla (FllarlaSlS) 108/m1* 108/ml**
I) Urinary tract infections
Right hemiplegia, D. M., | Kleb. pnenmo. | Kleb. pneumo.
12 | S.F. | F 82 UTL Indwel. catherter 105/ml 105/ml
Spinal cord injury, Indwel. | Prot. vulgaris | Kleb. pneumo.
B3| T.M. | M 37 U T L catherter, Chr. hepatitis | 107/ml 107/ml
Hypertension, E. coli _
4 UW  F 715 UTL Arteriosclerosis 107/ml (=
Right hemiplegia, P. aerug. P. aerug.
15 | I.M. /M 74 U.T.1 Silicosis 10°/ml 105/ml
Left hemiplegia, Diabetes | E. coli E. coli
16 | N.S. | F 64 U.T.1 mellitus 10°/ml 10*/ml
U.T. L . " E. coli
17 | S.M. | M 29| 67 (Pyelonephritis) Epilepsy, Hepatitis 105/ml D)
m) Other
Supravalvular aortic Str. viridans
18 |R.M. 'M 22| 38 |SBE stenosis syndrome 600/ml Sl
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results of T-1220

Dose of T-1220

Singl Total Clinical Side eff N
Method of | ©I81€ | Times ota. ide effect ote
A dose |. days dose effect
admin. 2) in a day (2)
. _ *Cold agglutinint, CF titer?,
d.i. 2 2 12 48 | Good (= mixed infection
d.i. 2 2 8 32 | Good GD)
d.i. 2 2 7 28 | Good (D)
d.i. 2 1 14 28 | Excellent D)
i.v. 1 2 7 14 | Good D) *MIC =0.025 ¢g/ml
d.i. 2 2 16 64 | Fair -
d.i. 3 1 7 21 | Fair* D) *Status asthenicus
d.i. 12 1 5 60 | Poor D) *MIC 100 #g/ml, **100 #g/ml
d.i. 10 2 5.5 110 | Poor =) *MIC 0.39 #g/ml, **0.39 pg/ml

With Probenecid 0.5g p. o. t. i. d.,
d.i. 10 2 21 420 | Poor % *Leukopenia, **MIC 0.2 ¢g/ml,
**%0, 39 #g/ml

Inhalation 1 3 5.7 17 | Poor SD) *MIC 0. 39 #g/ml, **0,78 pg/ml
a.i.{ 3 2201 222 | God (=) | *MIC 0.39 pg/ml
d.i. 10 2 8 160 | Poor (=) | *MIC 1.56 p#g/ml, **3,13 prg/ml
i.m. 1 2 10 20 | Poor (GP)
d.i. 2 1 8 16 | Poor -
i.m. 1 1 10 10 | Excellent | Eruption* Zﬁgfeaaﬁgysnugitx? gdgzéo‘iitsﬁggfired
d.i. 2 1 10 20 | Poor )
i.m. 1 1 8 8 | Good )
Sm | | 1|8 | 5 |Gwe -

_ Continuing to administration, Cerebral
99 | Good (= vascular accident on 6th day,

o

-
—A—
(320 VRS,
DN
D W

(9189
[——’
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Fig. 7 H. T. & 63y. 58.0kg Chronic broncho-bronchiolitis
20/ X 1/X 10/X 20°X
T-1220 3g d.i. X2
L LR { T-1220 6g d.i. X2 ,—l
10° //\B‘eudommms
aeruginosa
107 O
Sputum P L -9/;{7/;/\7"°
culture 10°¥ _ & Neisseria S o
—~ — -,
C/mD g MIC of ~ ST mal
T-1220 ~ J ~-
10* 0.39.g/ml _ ~ Kleb. pnewmo. ',’ 5
| Qa- Strepto. s} ‘ 2.
10 Netsseria ~ _ _ ! 2.0 Sputum
, .
peak levels
1.5 of
Sputum peak levels of T-1220 i T-I?ZO
(reg/ml)
201 ... MIC against Ps. cerug 0.39pg/ml 105
Volume 0
of
10
sputum
(ml/day) '_,_ﬂ_r
0 M
ESR(1°) 65mm 72mm 30mm
CRP 2+ 2+ + + -
WBC 8600 10300 8600 6300 7100

BT L—HT 5, ArEOMD 1 FlidmBEIRIEL
TWisWh3, D PCRIEFITLEREDOHBEY LD, &
NFTIBEERELCEIEE IO —HLUIL, BEDRE
ERBTRBTEFAOHICORT X 51, REFOMIA
21X 3 b DEHEEL TS, D SIERIEESRRY
BEzz4DEs55,

5. BRERAEEIRLAR
TRRERRYYE 11 6 (RMERA 3, BHRERAS,
SETIRIES, BHREX - HKEXR2) LEBEK
BaE T % REBYYE 6 5, MEEHOPIEEA 1 HIDE 18
EBIDSZ DR TH b, 2fEH% Table 5 ITRL T,
BERIZ, BEBEBETIE, 1g 5OMTOEEL
H2@EM1H, &b 103, 30 5% 3HEMITOE
WEHEHRET2g 1H1E»S 10g 1 H 2 A% TTHRE
ERiZ14gh 5 530gi1Tblc %, RERIIEAE, HWE
BoEl, BXERTHREL, BEEIRAKETH S, 1
Blicids#1gx 1 B 3ARAT S HFEXRAT.
FRERRYYE 6 Bk 5 Blid e AREEcRE L 1/ 1
4%, 1H2EH1EVTNE 1 BERSRIZ28THY,
O1IFIX1IE1E2g A% 5 HEA, 6 HEL D
1H1E1gHEEXT s> 12, #5AI8~10HMT
BREEIZ8~208 Th = 170

MELOREXR 1B 5g ST L H 2 %3RS, 3
BEXY2g A1 H2EICEREL, I5IC5HBXY
HU'5g S 1A 2EICEEL T, FHEARIIHERL
L O SBT (Serum bactericidal test) D#ERICE » 12,

BHEERBIE, £, B8, ©°FY, &0 e
IWTFew, BRI, $TIRIR U EED T
A, BREOHERBLOBDERE SEBEIILTW5,

BRAIRI, PIRERYYE 11 FlhER 16, A5
B, FER) 2 B, &S 3 BITHENEI 6/11 (55%) T
Holie BREDOWEINIEMNTRS &, MARE1
BIER), 4> o0z o2 HER, RS BIREL
1, RPBFEL, EYS Tho o REEYYE 6 B TIk
EL, B2, EHITENDIHF2HIHEY > —
FVHBFTD & D, D 1Bl EEREEDER TH - 12,
BRETIIRBE 3 BIIED & U 13E%, MEs
1 BUSERD, fRMEEE 1 BUERD, ZTEE D 5 MisiEEIcER
R1BIEHORBTD - 120

MEHOAEE 1FTIIBOREsE sz, UT
WCEBERNCIT 2 FF DRI ONWTRR S,

1) AR A A PP R B8 R 2 SE B DS

fEB 1 (B%H)) case No. 10 (Fig. 7)

H.T. B¥63m) 58kg M, BHUEAEY - #HK

BX Ko

W2 ERE bk, HEk, EERTRERESHEL,
EEZSZZUMBL T ichs, EERIZEELIL S E(L
Utzo MBHTT A 15 H AREHEE Y IR IR AR RBRYYE D M D
FRICABE L, IAEMEEATEY 5, EABEMEL, ER
BHRUTS A 20 HiBBE LT, ABRFRBIRNSE M
B EOREICTERDOZN % 5 U1z, ZOBEY
9A 20 B b FHREESHIRL, BEOWEHH R &
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Fig. 8 K. L 2 59y. 45 kg Bronchiectasis
10/ Vv 11 20/ V1L 1/1X 10/ 1 X 20/ 1 X 1/X
‘hings T-1220 10, T-1220 10g T-1220 10g T-1220 1
Antibiotic di(9%) ._f I—[‘“' (2") zL di. (30°) X2 ]J inhala!iongl
therapy X3
[ Probenecid 1.5g per os |
10°+ .
Pseudomonas aeruginosa

Pathogenic 4
organisms

in 10 Pad
sputum ~N—m" \/
('ml 107
MIC of T-1220 ©-3%«& ml 0.3%  0.39 0.39 0.78  0.39 0.39 =0.2 0.78 =0.2 0.39 0.39 0.78
_ 209 D28-0m| D 38.2ml
Volume

of
Sputum 104 -I—I_ ________
(ml/day) ----—JT—J—‘ —-L_J'-L’_Lr_\

” /

Sputum Culture ~~.__
| s acrug. 15100 miT =g
WNeisseria 3>10° /ml
Intrabronchiolar Secretes
1.negative

2.Ps.aerug.5<10° /ml

3. Ps.aerug.7x10° /ml 3..%

_-Throat Culture
| a-Strepto. +
Neisseria +
Ps.aerug. +

Sputum Culture
Ps.aerug.

1X10/ml « _
Prot. morg. 3%10%/ml ~

_.--+Throat Culture

/ { Neisseria +
Intrabronchiolar Secretes Ps.aerug. +
1.negative
2.Ps.aerug. 1X108 /ml -3
3.Ps.aerug. 3x107 /ml
4.Ps.aerug. 5%108 /ml 4 -2

2h 9B 22 HEABE U, 9 A 14 HEK AR ORI
12 5X10%/ml T - 1245, 9 B 22 HiTi3107~108/ml ic
HWinL, chE—HUIRREOHEMSED 5 iz, M
WH A1 ABEH PaOe 57.4 mmHg, PaCO: 40. 7 mmHg,
AaDO; 44.3mmHg L E(LL T\ 72, 9H 24 HX b T-
1220 3g#%#5% 7 FUE5s00ml ICHEMRL 2 B TO
EiE 120721, 81 EDSAHEKL H REEITE
JROEHHBEG L sy, BIRPFREIZ9 A 30 HORS
ETIZTTITHEL, miEH 2129 H 29 H PaOs 62.5
mmHg, PaCO; 49.6 mmHg, AaDO: 28.8 mmHg &k
FEUTL, UL UEKIISEMETkE S 1 H 10~15ml

bbby, 10 A6 HE b AH 6g % 2 R AT
1H2EITHRLUIZEC S, BRRIKRDX 5 IKER
Utzo AFIOEAED MIC 13 0.39~0.78 #g/ml Th
h, WEHEKAREE ¢ — 2 HI3 3g AR 0.57~1.43
pg/ml, 6g fETEFFIC1.53~2.4pg/ml Thh, £LD
4 MIC »ikZ, dose response #Ed7z, T DK
FRIREEDSFIR B AR LDIZ D TH S 50

fEF 2 (GEZ)E]) case No. 9 (Fig. 8)

K.I. %tk 59i% 45kg, RELHRIE,

10 £ERY, B, FICKA R, MifikE U T2 E/E
$ (SM, INH, Sulfonamide 7z &) #5211z, Z DK
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BIREAEH TG - 1205, 9 1ERTH»
5B, RO, BT s B iz, &
ExX%#ZL., ABPC, TP zX0®E%>

Fig. 10 S. H. & 80y. 38 kg Chronic bronchitis,

Brochial asthma

30/11 1/NV°76 3 5 7 9 11 13 15

381

4

TS, REERDRSE U SEHCRRAN 3

Nice WEERICIZARIME b5 4X10'~5X108 g

ml #H S ., T-1220 © MIC i3 0.39 g/ c oo
ml Choto 8H9HL H T-1220, 10g 10
%5%7 FUBE 500ml (YL, 28R Bacteria |
TOARY1E 2 EF0, H2HALE S:;tum 10°
4 BEICOERESREMINL, Fvr—v 10°
BRVBD SN0, RPE L 4X10°~2  ggrp)

X108/ml THEDb S, HKERELL WBC

Iz 2o Fig. 8107 DRAHR TS, H gg};

@ MIC i3 T-1220 Hf# 4 0.39~0.78 GPT

pg/ml TIHEALL 222> T2, ABIO I A

B, BWKAEEYAESTS L, R0k S ichhr—2
Eid 506 pg/ml Th 555, BEHK TIIE 1 HEH O SHK
T# 6 KR E DOBEER T 0. 07 pg/ml R S Wiz SHIE
2 BE E TOBRK TRIRIETD =71,

8 A 25 HREXRIFKELYEMEL, Fig. 8 TBROX
WWRT & 5T, ZETFTRIEE 5X10%/ml, £ THMET
131 5 FTERRYE, 1 % 3T 7X10%/ml THREX#ETRD 5
PERBIEMEHEE INTI. ZOREREERK &t
vrF v awiEfT (Fig. 9) U, &£ - THEOK
X DEW 2 IRRE 1 X O MBI IR I DR fn » SRR
INTe DL IKERR IVORENIEET 3RE
A, Bl Z MhBKER~NOEEBITELEL {H
EL, (LFREDRPBONZ VW D LHEEINIL B
R & 3 ic Probenecid BEfEIC L » TlirbBEIZE L,
POFREHHAYERINIC ST, BWEREADRT
BED TEL, BARE LHEERLZ» 12, TT28m
I > THRBBLNZNIZDEFDOBA R E (1
g X3 [0, H, Ultrasonic nebulizer) % 77z 12 »5K
TROL 5 IKE L HEI NI

Db 2 B B R B RYME B Y, SRR
1B &R U 1208, FENCERZH®LZRIBEL, ORORE
Db HBEZ, 7 OBSTHICIS U CHEE S 1 T B
JUET S ZOMRVERFEINEH, BEBEOL 5 ITEED
K[EXHIRFEICNA, EYEEL L TELNIOROR
EVHIHEICIT, 1L ABZUEFREL W TR
HHIFTE W EWRINI. OBt WTEHIC
NUTOBZUEGEE Uz otz & 3 FE HDOREY
B A—HEE35,

2) FHAEREEME, 4 70 L PR R YYE D

e

| T-1220 2g d.i. ]
O Str. pneumoniae
Neisseria
////\t:3>—/’/
a-Str. T Tm——
89mm 44
10000 5200 4600
4+ 2+

24
12

24
10

IiREREIC L 5 B RELRESIIRIAICE 2 R E%
4 DT Fig. 101 Z D#XBETRT. FHI28%5% 7
F¢ﬁ5mmlmfﬁb.3%WT§M?%ﬁET&5
U1zd3, Jifie EREE DI LR 2
Bﬂ%w&%i$nto

47V U FEBGRONE, v~ 4375 X< HADER
BRGH L BUEREZARDE 1HIT, BiEIT2g AL
H2[E, ##31g50MBELR 2 EECRERLHE
DR LEREROWELXBOE L LHEL IS
EBD DI SBES UMD, 4270 o FEMEE
RARBYUEICHIMES DI LB N B,

3) MEEOARK 1EFOKSH (Fig. 11)

R.M. 22 %BF. MEMILIMEL,
KEEIHABOARESN THY, EMEBLELT
Supravalvular aortic stenosis, Peripheral pulmonary
stenosis & U CTBEICHEG SN TV BEFIT, BEPXH
iZ SBE #&Ebiv, MARDX 5212 A 21 B 3 WEliz
ABEL 720 [ H OFE 30 MikkEET 600/ml OREEE
DR Shice B3 NELL Db OMBE 51F, &
#5g/5% 7 FU¥E 500ml, 3ERRIAMEE 1B 2 [ET
B5TEE LT ARIOKREMAIX, MK 1ml Y7z
DIENRE W &, BEREOEBEER Y oz L, i
(10H27H) X V{AEETOMMIPBEVC LItk o,
23 A @ % THED SBT (Serum bactericidal test) {
13 512 5T, Rtk 8 BERIT 3 SBT fHiz 4 f5a{FHEL
7o RIRIRARELE EROEWHLRO» oK 28 X 2
E/H &L, 26 BIZRT 5 S TR SBT 13 256X &
BETH o7 28 AR X D FE8L, GRS, nhifn, BN
KL, WAHImBAEbRS, AE % B 5g x 2[E/
H&Ll, GM 80mg/BHu#HA L, LaL GM BEFET



VOL. 25 NO. 5

CHEMOTHERAPY

1117

Fig. 11 R. M. & 22y. SBE, Supravalvular aortic stenosis syndrome

height 148 cm, weight 38 kg

29.x 13/W 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31
CE i Ad 2
CEX 1.0g | CET 2.0 g d.i. ] nhema‘fi"ﬁ'e;fof 1220 Sg wi ) g di —l T-1220 5g d.i. X2
Intern. Med. of
our hl,sp SBTx1:2°(=1:256)[GM 40mg i.m. X2
39 f/\A/ sB'r'rz* =1:512)
E M M
. A A A
-~ =V
Blood 36
culture Streptococcus viridans 600/ml +(<1/mb) - =
Osler’ [(Dexamethasone 16mg
sler s . e il
spot right temple meft sole He'““;;“'sls IA(rc!;f‘;i:’alllfd)eswrmon
J Unconsciousness
ESR(1°) | 96mm 92 97mm 132 85 89 117 118 110
RBC 432 355 329 318 354 294 338 317 288
WBC 7300 13200 9000 11300 12100 21006 21500 25500 25700
Stab. 109 18% 11% 9% 4% 1% 2% 5%
Seg. 767 7% 66% 73% 71% 76% 92% 83%
CRP 5+ 3+ 3+
T. Prot. |8.5g dl 7.1g/dl 7.8g/dl 8.0g/dl
a -gl. 8.4% 6.4% 7.9%
7-gl. 26.3% 24.7% 26.0%
GOT 30 17 17 18
GPT 17 13 14 18
Al-Pase | 7.0 7.6 6.6 8.0
LDH 356 344 480
Mucoprot. 264 251 2717
ASLO 166 250
RA + +
Thrombocyte 33 104 29X10* 40X104
Fibrinogen 468mg/dl
SBT* : Serum bactericidal test ; maximal dilution ratio of the serum after administration of

antibiotics to be able to kill the pathogens isolated form the patient himself

PERGIt I ks Th o7, REFIE1IH 6 H
I L, HWREh S DNERS KBRS LIcRER S
Niz. BLEDEED S AFIOBSILORERITE UER)
Th b EHELIY, FHBEEOFDHBRL TROFE
VR B 5 A1 EDIIMRETH %,

4O B OEH

Table 6 ic—f& U CHEBRBERBE LR TLH, BERAIR
Table 51TR$ & 51c, FE 1B (FHIHLLE 3 HTH
%) BB SN, FHEEREEIL Case 1 1K@ 5N
P, BiE~ 4375 XvRCHFRELELT 2 00%
{, ABRd TICHEREZEBD 12 & 506 FE~BIC
%D EHTEINT, Case9 ICHHEE GOT DEEEE (43)
EREBMEREDS (2,900) BED Shizds, KFL &
4 1T Probenecid 3B INTE hH, EE5DE Yk
3L DOPHETE L =120 1217 UKL BIERL L
T RESRRYUEDREFITITHEE, BHEORERBAS
NEVRERELEETH Y, FHNCE 5 D TRV,

om. & =

FREOKEXMRECEBERES - HKEX R ED
HEA AR PR BIBYUE I\ T, 4 HIE S LR
FINE L CBEFEINGAINTY, £ IIRBEBYYE

DIERFR T RS PC REHIDHERIC K » THiRIZERK
YUEITRITL, BEITH > TI 3 5 ICRBEBRYYEILE
b->TWa, HATNEAORBEICYT2HBENDES
LIGHEPED ICHELT A C Lick b, ZOLFFEE
DETETHERTACLRIBOTELBRTILETD
Bo CODEfIzYzh T-1220 HEEFE I h, FEEICET
AEWHENE cE T PC REMD S BB 120
RIEFEICRHT 2B CHENERE T 5 L BB N,
SERRDHEEBRYYE LT HIRVIEZT I NI, L BIT
HAWICC OVERIZREET 5 b, BRcAK O LHHE A
> b AFNCH T 5 TR, WEMARESEETS
CEVFAE L ORMED S BHHS DIt h, W s —>
256 4 CBPC, SBPC L DR XD & HEE I Nt
Ih e OMERIE, BoRbIRFEOMED PC RIUREE
BETRTLEETD =12, K-> T, EFMITHE >TW
AIFEEICN T AHE S (MIC T 3.13 pg/ml) DK
Xt B RO B I—FIEDRE, HEROBIK
RE—DREE LB, D ERMAEREEICT LT
LA TH %,
SHEORBEEH 5 W IIMIAIREIC K 2RI T A%
R, BREVBEZELH T 5R b #%D CBPC, SBPC
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Db 8~10 OB VETHIMEMLRET S C L5,
CNETOERERDS bR/ TE 505, MERFICH
U T ERERBBDETH Y, 731759 av FREH
LOBEAYPEEINS,

FAHEIDMODK X 2HBHIL, 41> 70z oFHEILETS
BWHENICD . RERORBOHE 1% 4 2 ABPC
ICHUVEULKBEAIVE V. —ficA v 7 ol
P 2R RRIUAE 13 — RS UL IR R & b T 2 I REE Tl
23S, FAE HDRUTAED 5 1 BUBYUED D {L R
HILC DX 5 BHEIIDOE WEY DFEH\ D>z 5 BIR
HEOLPKEARHEL 2S5, 1212 VRS RIID 4
Yo E PREEYYE I Amoxycillin Dk 5 R H
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15 FHIFR b FLEIB T SN TG
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pg/ml ERESEDPCHIERish, T ShicliEIERL
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4) Klebsiella ozaenae 1 ¥, Serratia marcescens 3 #R3N
TIBEVWIEIERUI

2. 5 v MTEH 100 mg/kg FHER ORERRIEE Y
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H= 16
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ICAF R A UM, R R X ORI A
FE VIR DR R B0
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4. [PIRERRRYLE 11 B, RESBRYYE 6 61, ML
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LABORATORY AND CLINICAL STUDIES ON T-1220

— ESPECIALLY IN CHRONIC RESPIRATORY
. INFECTIONS CAUSED BY PSEUDOMONAS AERUGINOSA —

Kerzo Marsumoro, Yosuio Uzuka, Tsuvosur NAGATAKE,
Hirosur Suzuxki, Kiwao Wartanase, Yukio NocucHi,
Makoro Inraoka, Kivrrosur Tamaki, SHIEKI RHa,
Haruko Iwasakr and MasaTtosHI Ipk
Department of Internal Medicine, Institute for Tropical Medicine,
Nagasaki University

Hisao Kimura
Department of Internal Medicine, Fukushima Rosai Hospital

The laboratory and clinical studies on T-1220, a new derivative of penicillin, were
performed with following results.

1) MIGC values against 19 strains of respiratory pathogenic Haemophilus influenzae
ranged from 0.05 ug/ml to 0.39 ug/ml, and were several times lower than those of am-
picillin.. In vitro antibacterial activity of T-1220 against Haemophilus influenzae was
the best in 15 tested antibiotics.

2) MICs against 34 strains of respiratory pathogenic Pseudomonas aeruginosa were
devided two almost equal groups, whose peak values were 3.13 ug/ml and 100 pg/ml.

3) 6 of 8 strains of respiratory pathogenic Klebsiella pneumoniae were sensitive
to T-1220.

4) Klebsiella ozaenae 1 strain and Serratia marcescens 3 strains were all sensitive
to T-1220.

5) After intramuscular administration of T-1220 100 mg/kg in rats, tissue concentra-
tions reached peak values in 15 to 30 minutes. Tissue levels in order of concentrations
were serum, liver, kidney and lung, and disappeared within 2 to 4 hours.

6) In 5 patients, the concentration of T-1220 were measured after intravenous
instillation. = Serum levels showed dose response, and increased and prolonged by pro-
benecid. Sputum levels were almost the same as those of other penicillins. In cne
patient with bronchiectasis, whose sputum levels of T-1220 were extremely low, blood
flow of pulmonary artery was remarkably low in focus, and this fact was thought to be
the cause of low sputum levels. In a patient with subacute bacterial endocarditis, the
serum bacterial test just after iv. administrations of T-1220 5g was 512, and 8 hours
later it was 4.

7) 11 patients with respiratory infections, 6 patients with urinary tract infections
and one patient with subacute bacterial endocarditis were administered T-1220 mainly
by iv. instillation. T-1220 was remarkably or moderately effective in 3 patients with
respiratory infections caused by Streptococcus pneumoniae or Haemophilus influenzae. In
the patients with chronic respiratory infections caused by Pseudomonas aeruginosa, T-1220
was effective as long as the pathogenic organisms were sensitive, except one patient with
bronchiectasis whose pulmonary blood flow was remarkably low in focus. In 6 patients
with urinary tract infections, T-1220 was effective except 3 patients with hemiplegia or
indwelling catheter. In one patient with severe subacute bacterial endoca'rditis, T-1220
was effective.

8) Eruption was observed in one patient, and disappeared soon after cessation of
administration. In one patient administered with probenecid, transient granulacytopenia
and mild elevation of GOT were observed.



