524 CHEMOTHERAPY

JUNE 1986

BHME IR B R SE 5 % L-105 DEERAIHRET

WTIRER - IRER— - W #
L - [LHERHE
ABKRKFRZHURBEFE LS
(EE © IWHEBHEHID)

FHRYEBN 7 = aRFERTH S L-105 21§ G RBRIEI FA L, BERHRS
IURMOBH R T o1, BEFEILHALBMETIT, 52T 16K L-105% 18, 1H
2@, MEES BHE%RANE Lic, UTI BELFFME%ED &« X 2BIRRAE T, EH40, F
#H106, M%) 7 HIT, BEBHRIL66.7% Th -ic. MEFHRHEIT, 1384 258k L, 76%
DEHEIETH o, BEWFACBL T, BREEERKT GOT, GPT o EFM14lkib

hico

L-105 @ HA Vv A ) =2 R LAHBRESR L 7 »
v 2R Y VR AR C, 744 ¢4 C aminothiazolyl-
methoxyiminoacetamido %, 3 {i {il44C % thiadiazo-
lyl-thiomethyl # % 5 L (Fig. 1), HF&EHE, MKktko 7
7 285, BEHoOBHMMECH LIEVIREAR? A%
AL, BEHR v 7 - aFOREH DRI S, aureus
W FHEL SR T B,

S, o Rk PR 8L M P DR B RE YA 21 W AR ) A
AT 52D C L ORERBRE ARG T %,

Fig. 1 Chemical structure of L-105

S COONa
S 0) S
H:N N7 Xy-CH:S A
T T
N C—CONH-- N
i S
N H H
\
OCH3
1. M & FH &

KRR IR B X O BHR G 2B A B B
D5 Y, GHEHM: RERYEZIGICRAIE LT 1
L-105 % 1g, 10 2[E&EHETHRE L, #5HK
EEAIE LTS AR & Lic, BEBRZIHE O f@iz, UTI
FELH AL HED WP » THIE Lic, ¥ A ERT %D
MEAECENBAEOHER, EMhEREIER O FEY B
EOR AN

. & &

SEGlD —Fi#k Table 1425 Uiz, 21009~ UTI 38

BAHIEBEC AR L TE DY, T h b o BEEKDRY

Table 2 (7R Uiz, 3% 4 4, A%H106), &L 76, ¥
%, FEhxEbRIBRAFEHRL66.7% (214h 144)
Thole & h % KEBRBREIC KL Table 3
ThDH, HHERGITH I X U ERERY 4 floFHR
3, ThEh71l%, 50% THh -1,

AR i3 Table 4 wiR3T 24 < BEFR
b 13ERE25R A lE X e P. aeruginosa 6 #rh 2 %, K.
pneumoniae 1 #:rb 1 £k, M. morganii 2 #kh 18, A
anitratus 1 ke 1 Bk, P. fluorescens 1 kb 1 Bi& [ &, 25
Boh 19k A B G- Mk LT R b, T6%0MHARTH
Stco WEHMBEIZ, 6 B 8 HHBd bht.

FENZ LB L Bbh s AtENEERI2ARD L
¥, MBI CFHRE CRENBCARIC LIS bOLE
hhb GOT, GPT fEnEEY 1 ER B (Table
5),

I. % %

VA, PIEEE LK LED - & b EAREORVE
Fliz_=o9 v, 7= 2FTHB, —HTik &
hoo B-lactam Ry Flic k3 5 B S BERORHED
M@ LT B, Z0 X 5 itk Eo p-lactam K
YA R R B MBI B0 g2k 35 p-lactamase 2t
FRTHBY, o TRETIE p-lactamase KREHEY
b oHAFIBAR A D b T E T\ 5, L-105XB&V
Y — i BIR L F R AR £ 7 7 v AR Y YRAL
HThh, 5 WEED 75 ABKkE» 77 LB
WEE CREVWHEAS? b 5 akFiT, EXETFY
REcit CEZ L izigMSomuiEhxH L, L
7 5 MAHEBEICRB=HAD © 7 = 25| & ASORES



525

CHEMOTHERAPY

VOL. 34 S—3

01 smppaquw "y — — 100Ued [eusdJ
(=) | wuoqpaoxy | yuapEoxy — —_— g AP ZXS0 | VD (C) W\ 96| 11
0T sypaavf g + - D00
90T smppauy "y - - ! ‘H'd'd
(G peon 100 | — [ AP | gXG70 | 1-D | maypaan | - — | W | ¢, | 01
90T smpuY Y + —_ ‘ ‘000D
101 vpipun) — - W 1oppelq orua8oInaN
(G PooH) | 91eIdpON — S ATP L gXT | 1-9D | 'yLan d 2L 6
0T wnanf g + — " ‘500
01 vsourdniw g - — 19ppe|q drudfornaN
(=) | poon 1004 “osowdnan g | 1 S |ATP| ZXT | 6D | mwpain T W |eL| 8
01 syvoavf i +_‘ - 20D B
¢0T | -ds souowopnasg | — — 19ppe|q 21ua8oInoN
= poon) | 91BIIPON —_— | — | S ATP | gXT | 1-D | eI | —————— | N [ ¥9 | L
0T wnavf o + - D00
w01 vsourSniav g — — 19ppe[q drud3oInaN
=) poony Ioogq e g AP X1 -9 | eipoan -t IN | OF 9
01 vsownian g H - FONON0)
20T syvaanf i H - - X i 190UBd I3ppelg
(=) | poon |aespon — s |warplogx1 |10 | S0 VI | 09| S
90T nuvsiou gy +_. - n 40D
0T snaunp *g — + I120U®d 1IpPpE[g
(=) | 1uoeoxy | 3udPoxy N N e S ATP| gxXT | 7D = SN IS ¥
90T vsowrinion g + + FONONO)
501 avwownaug )y 4 — Awos 130Ued I19ppe[g B
(=) | 00g Ioog —mneenm | T S [ATPl eXT SO | g | T — W ¢
o1 qiqoani g + — 400
9 avwownaug Y ! , -
0 =) + — Awoss SISOUQ)S [elIyldl()
= poon | 91eIIpoN S — S WTP L SXT | T-D | gk W vl ¢
101 vsourdnian g H - 9 RO N0 N0)
0 ) — — BINISY [RIYIDIN)
(=) | yuoqEoxy | 3Ud[ROXY o1 T syvoanf g q B S AP ZXT | 6D | eapRIn 5o WioL| 1
¢ vsoulsniay g 00D
&ep) [, o [Kep/x5)
Inoy « uonipuod Suifropupn e
$109]J3 1 d £ *Swo} [uoneing | esog |dnoiS| (anoix) g ON
xox I *xILN OIN |3unoy xS9102dg eunAg) X3G |93y
3pIS * i« dwdg N LLO | PRye) ssouserq ase)

GOT—T UM Pparean sased [N pareoljdwod jo Arewrwns [eowury) 7T 9|qeL



JUNE 1986

CHEMOTHERAPY

526

uoneniead sa( : iq

jusuneal} Iayy

1L Jo antwwo) ayy, 4q euu) : LLa Jusuneony sxopg ¢
0 G3) ¥ - 19ppelq d1ud8oinapN
(=) | yupeoxy | areropoy - — | S ATP| XTI | 1-D | 'pRin - W sL| 12
101 1o g #+ - ‘000
(—) |9resdpopy | 9yerd i = i " Hdd
PO | 31219pojy — - || S |wvP| gxI |gD| (=) W |sL| oz
101 030019 " H + ‘000
s0T | “dssnoosoplygdoyg | — — 130Ued 13ppelqg
(=) | Jareg |orerpoy Tosounmy g | | T S |aTp| XTI |99 | (-) 4 |eL| 61
101 stooanf ‘i + H ‘000
) s0T yuvdsou "y i - 120ued IIppEIg
- 1004 100g _ G A « _ 2IUID.
o1 P — m _ Pl X1 | 1-O Y1 500 d (6L 81
l1do JUS[PIXY | JUI[OX lo < — |I+ AT : TR Hen
110D TPoXY 190X : S ATP | 2XG7°0 | I-D | wayloin W6z | Lt
0T Suassazipws g + + o o o
0 -) F - SISOU3)S [eIyIdI)
(=) | sresspopy | a3e10poN _—— | — S ATP | 2XG°0 | €D (CD) d 65| 91
sOT | swpuussprds °g |+ + ‘4’00
01 syvaanf g F - 1appe[q orudfonaN
(=) | 9sr1e1spoly | aresopoy e el S ATp | XTI | D (CD) 4199 ¢t
90T snanp g + - D00
0T ppipun) H - I9oued Iappelg
(=) 1004 100g —_— | — S ATp | gxXI | ¥-D - 4112 91
90T 030017 " H + D00
0 ) + — 19ppe[q 2ruaSornapn
) 1004 | 91eISpOIN —_— | — | — S ATpL XTI | T-D | myun dleL| et
0T | swprussprds °s | + - 000
- 50T suaasasonyf g H - SISOUS [elylarn)
- 100g 1004 —_— | — S AP | Z2XG0 | I-D | eiyIn V
s0T suassadonyf " H - 00D N
P) |5 oml K2R/ X3)
o Suify
muwo%o wrId *+IL0O | DI [3uno) *Sa100dg elnkg| ¥ 01 tonemq Al ss0q [ dnoss (aamox) | ONIPUO mHpun xag |a8y| °N
PIS N . ~dukg LLO | 29D §1%9V] asen
% jusw eI ], sisouSerq

(penunuo)) T 9lqeL



VOL. 34 S—3 CHEMOTHERAPY 527
Table 2 Overall clinical efficacy of L-105 in complicated UTI 1gx2/day, 5 days treatment
\Pyuria Efficacy on

Cleared Decreased Unchanged Y
Bacteriuria bacteriuria
Eliminated 4 H 3 4 11 (52.3%)
Decreased 0 0 0 0C0 2%
Replaced 3 0 1 4 (19.0%)
Unchanged 3 0 3 6 (28.5%)
Efficacy on pyuria ’ 10 (47.6%) 3 (14.2%) 8 (38.0%) Case total
I | Excellent ‘ 4 (19%)
| | Moderate ‘ 10 14/21 (66.7%)
| ] Poor l 7 :
Table 3 Overall clinical efficacy of L-105 classified by type of infection
Overall
Group No. of cases Excellent | Moderate Poor effectivenss
rate
1st group (Catheter indwelt) 11 ( 52%) 1 6 4 64%
) 2nd group (Post prostatectomy) 1( 5%) 0 1 0 100%
Single | 3rd group (Upper UTI) 1¢ 5%) 0 1 0 100%
4th group (Lower UTI) 4 (19%) 2 1 1 75%
Sub total 17 ( 81%) 3 N 9 5 1%
5th group (Catheter indwelt) ‘ 3 (14%) 1 0 2 33%
Mixed 6th group (No catheter indwelt) 1( 5%) 0 0 100%
infection
Sub total 4 (19%) 1 ‘ 1 2 50%
Total 21 (100%) 4 ; 10 | 7 67%

Table 4-1 Bacteriological response to L-105 in complicated UTI

Isolates No. of strains } Eradicated(%) ‘ Persisted
P. aeruginosa 6 ’ 4 (67%) i 2
K. pneumoniae 1 } 0 (C 0%) i 1
P. mirabilis 1 ! 1 (100%) 0
. marcescens 1 ‘ 1 (100%) ! 0
M. morganii 2 ‘ 1 (50%) 1
E. faecalis ] 4 1 4 (100%) 0
E. faecium | 2 2 (100%) 0
A. anitratus | 1 0(C 0%) 1
E. coli ‘ 1 1 (100%) 0
P. fluorescens : 1 0C 0% 1
S. epidermidis t 2 | 2 (100%) 0
S. aureus , 1 | 1 (100%) ; 0
E. cloacae } 2 2 (100%) | 0

Total 25 19 ( 76%) { 6

Persisted : Regardless of bacterial count

Table 4-2 Strains appearing after
L-105 treatment in
complicated UTI

. No. of strains

Isolates 1 (%)
S. aureus 1 (12.5%)
E. faecalis 2 (25.0%)
Pseudomonas sp. 1 (12.5%)
A. anitratus 1 (12.5%)
Staphylococcus sp. | 1 (12.5%)
Candida L2 (25.0%)

|
Total 8 (100.0%)

Regardless of bacterial count
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Table 5 Laboratory finding before and after administration of L-105

Case | .. | gux [Before| RBC Hb { Ht WwBC | GOT GPT | BUN | s-cr
No. 8¢ After | 10*/mm) | (g/dD) | (%) (/mm) (KU) (KU) (mg/dl) |(mg/d)

Lo } M | B9 14.3 | 421 5100 | 29.0 16.0 15.0 0.9
A 62 | 139 | 393 7800 | 27.0 15.0 16.0 0.8
o | 7a |y | B | 422 11.3 35.8 4700 | 38.0 28.0 19.7 0.8
A | 401 10.7 32.9 4900 | 36.0 27.0 18.0 0.7
sl | m| B | 28 8.2 26.4 16000 | 11.6 12.0 30.2 2.6
A ‘ 271 8.0 | 250 13000 | 10.6 10.2 46.8 3.5
PR P | B 38 | 119 | 351 5100 | 25.1 18.0 23.2 1.1
A 405 | 126 | 38.0 7700 | 24.8 5.7 18.5 11
s | 60 | Mo | B 312 9.1 | 299 10900 | 33.0 14.3 15.1 0.8
\ 11 A 405 12,5 | 39.7 9200 | 26.3 2.1 17.1 0.9
6 | 40 | | B 372 | 117 35.4 ‘ 9200 6.0 7.0 19.3 1.5
| A 38 | 15 34.2 | 9500 9.0 5.0 24.8 17
e | M| B 310 10.9 32.7 3000 | 24.0 12.0 16.1 1.1
A | 383 11.9 349 4000 | 16,0 7.0 14.1 1.0
s | 23| M | B 405 | 11.8 35.4 5200 | 16.0 8.0 13.1 1.0
A 08 | 121 35.7 4300 | 12,0 7.0 13.9 1.0
o | 72| p | B 311 | 1109 36.6 3900 | 15.0 8.0 14.9 0.8
A 382 | 120 35.7 4200 | 15.0 5.0 14.7 0.8
w | 72| M| B 450 14.2 42.9 i 8200 | 18.7 9.8 18.0 1.0
A 427 13.1 0.9 | 6200 | 128 3.9 17.3 10
n | ss | v | B 484 ‘ 15.8 46.6 9400 | 25.3 18.2 13.5 0.9
A 489 | 158 47.1 8000 | 21.6 15.6 10.1 0.8
2 | 27 |y | B 418 | 126 37.9 6000 | 19.8 11.6 8.6 0.6
A | 4| 123 37.0 6200 | 19.2 9.7 7.9 0.7
3l | gl B 38 | 103 | 30 10700 | 32.0 18.0 170 | 11
A 379 | 10,4 34.5 9200 | 29.0 13.0 18.0 0.7
wl | g | B 381 | 111 34.0 5600 | 32.0 27.0 18.0 0.8
! A 38 | 12.4 35.0 6000 | 39.0 24.0 17.0 0.6
5 | e | p | B 361 120 | 318 6800 | 19.0 11.0 9.7 0.6
A | 3% L4 | 325 6600 | 21.0 13.0 10.6 0.7
6 | so | g | B 400 | 122 36.3 6100 | 21.0 22.0 12.5 1.1
i A 418 12.6 37.0 6600 27.0 17.0 13.5 1.1

" .
7 |2 | M | B | 459 | 13.4 39.7 7500 | 23.0 25.0 5.5 0.8
; A | 457 ‘ 13.4 3.4 6800 | 53.0 99.0 8.6 1.0
w8 | 75| p | B 324 10.9 | 307 4000 | 28.0 14.0 7.6 0.3
A 339 1.2 | 32.0 5400 | 31.0 20.0 12.6 0.5
w | 73| p | B 440 13.4 41.0 3800 | 23.0 9.0 24.3 0.8
A 394 1.6 33.5 6000 | 25.0 12.0 17.2 0.3
0 | 75 |y | B 419 17.5 40.8 4600 | 33.0 23.0 15.4 0.9
A | 445 14.9 42.7 4600 | 31.0 20.0 17.7 0.9
o | 75 M | B 472 14.8 38.0 7500 | 38.0 24.0 9.1 0.3
A 454 | 141 37.9 6400 | 37.0 18.0 1.4 0.4

B : Before A After
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CLINICAL STUDIES ON L-105 IN COMPLICATED
URINARY TRACT INFECTION

TAKURO YAaMAsHITA, YouicHi Matsuba, Tsutomu OKABE,
Suinsut Nopa and Kousaku Eto
Department of Urology, Kurume University School of Medicine
(Director : Prof. Kousaku Eto)

1) L-105 was administered to 21 cases with complicated urinary tract infection.

2) L-105 was clinically evaluated to be excellent in 4 cases (19%), moderate in 10 cases and
poor in 7 cases, the efficacy rate being 66.7%.

3) In bacteriological study, out of 25 strains, 19 strains (76%) were eradicated or replaced.

4) Drug-related side effect, elevation of S-GOT and S-GPT was observed in 1 patient.



