386 CHEMOTHERAPY JUNE 1986
7 o 2R PUEME L-105 B84 5 AR - FEIKAVFR
— PR 3% REYLE A AT —
BA BB M- REEK - BREER
BEWGE - IUGCE - BREH - RE
AOERKEE - HNEEER
BT & WIIET - BERL— - FHERERX
A . RED
FLLBRIhict 7 = ARTMEWE L-105 1250 T, BRSHBECHTHHAEN, b~ &

ME, €7 7e Al vikE T-ACA O 32 F 722137

S LB EOMPRES L OBERANDOBITRE, FRBREPIECIX O E LIBERDREZRF L
UTFOBREE,

HED RO ABOEERM R S5 ME Uiz 902 %k (7 5 »BBMEEKES 106 Bk, BPIAIE 537 i
7 ¥ OB IR 7 5 APRMERRER 212 #, Bacteroides fragilis 4TH#E) o\ T, BARLEREFLSHATE
DFEC X W BINFEBEIEEE (MIC) 23IFE L, RAEFCRIFE L latamoxel (LMOX), cefotaxi-
me (CTX) tDOHEHEHE LI,

AENL, Staphylococcus aureus, Enterococcus faecalis =y LT LMOX, CTX X b {Bh, B
PR LT, i iERSORBHY R LI, 7V UREEREE 7 7 AR Ecy LTk, L-
10543, LMOX, CTX LiigRBOHENZRL, 2fCCRAEE 25 <,
aeruginosa \Z b PLE INIED - 12, B. fragilis 13 LTk LMOX 2334 » & HiEE N8, CTX
LBIFREORMBTH 12,

M EE, BR~OBTIRE  BMERBERYRIE 3 flic, L-105 1g % 200ml DB & & i 1
o TR ME LB o MR EEE, mMR T RIS 38~70ug/ml, LIBHIR L 6 KRR H i< 0.2
~1.3 pg/ml THh o1, BR~DOBITIE, SEKETED O 1B Ofic 0.3~0.7 pg/ml ORE
»E LRI,

FRIRGTD « [UE A% 2 6, BHEKEZR 20, [LEZILRE2 O, EBMEE 1 00 7 flic
AHI1H28H0mHMER 4 ~10AMT- 7o, BRDRIZ, BR26, 2LHR 46, &2 10
LHFES hic, AFEEMERICKT2 BENTR, 0K - AEFEPIREL, LQRRBEIEDDL
nigho 7o

Pseudomonas

Fig. 1 Chemical structure of L-105

LORIB AT~ DEMIECEL, HFrLVEERE7 = 4
TIEMHSHE IR TV B,

L-105 4%, BARVvZ Y —#%REKLTER, M 3h
REEGRE7 -r AXY VAITHY, EHHIELTH:
LBRALD w7 = 2aRY vE T-ACA @ 77 {184
3
g1z thiadiazolyl-thiomethyl Z£# ¥ A L7 $ 0 T, {k
EOCREREETH AL &h 5 (Fig. 1),

KR OPEHEEL, 77 aBYEE» SENE E TOE
BVHE AR b5 2%k, A0 -7 742 ~—«
CHLRETSY, My REERAY RTE3hnbHY,

1Z aminothiazolyl-methoxy-iminoacetamido #,

COONa

S S\.
mNTT ] O N \\Uh&[ ﬂ
N C—CONH-- . N
N H 1
\
OCH;

¥ i, ARlO—fHEE, —KERL L OMBERRR B
RE T HABRCTEELEIE LD TEH L EARNDD
RTuvahd,
SEMDIE, FRXAFET R ENH-1DT, &
FoEBMOBEERMBIDME CTT HHE S, © P ~ETE



VOL. 34 S—3

CHEMOTHERAPY 387

BELABAOKRABES L FREBBREDBEKE

BRHEMA 0T, TORBEBET 3,
I. RBAEROTICRERKE
1. BRASEECTHED
1) RBIE

BEOERMAEA SO LI 902 i >\ T, B A
tEEEFLREOFEY - CRIREH LB E
MIC) % JisE Lic, B E A F ik 5 1%, Mueller-
Hinton X (BBC) #{FHL, SHEEXDOBRER
Fik 100pg/ml 55 2 EHRM LI 12 RFIZERLTH
NPA- DA 4

— (EAMBUERT) THEME L, SR, Staphylococcus

Wi, BEEEEIT 108 cells/ml &L,

aureus PCI 209 P k% A\ 7o,

FHLCER S IOBEKL, LToLsh)THS,

ERER -
L-105 (A& LV # Y —@iRED
Cefotaxime (CTX, ~F & + ¥ 4 - v @IREL)
Latamoxef (LMOX, 155 #HBIRGRE)

ERBk

7 7 slGHEERE
Staphylococcus aureus 53k
Enterococcus faecalis 538k

77 AEHERE

BPAE
Escherichia coli 53k
Citrobacter freundii 548k
Klebsiella pneumoniae S48k
Serratia marcescens S48k
Enterobacter aerogenes 358k
Enterobacter cloacae S48k
Enterobacter agglomerans 18k
Proteus mirabilis 538k
Proteus vulgaris 54k
Providencia rettgeri 27k
Providencia stuartii 278k
Morganella morganii 54k

7V UREIERRE 7 T AR HEIRE
Pseudomonas aeruginosa 528k
Pseudomonas fluorescens 27k
Pseudomonas maltophilia 27k
Pseudomonas putida 26%k
Acinetobacter calcoaceticus 54k
Flavobacterium sp. 26k

AR

Bacteroides fragilis 478k

Fig. 2

100

Cumulative %
wn
=3

MIC distribution of L-105, cefotaxime and
latamoxef against 53 strains of S.aureus

MIC <0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 125 25 50 100>100 (#g/m1)
L-105 1 4 18 1 3 BB 5 3
CTX I 1 10 T 5 10 4
LMOX EIE » 1
Fig. 3 MIC distribution of L-105, cefotaxime and
latamoxef against 53 strains of E. faecalis
S 100
¢ [
Z L
O
3 50F
g VL
3 -
© L
N 1 1 1 1 1
MIC |05 010 0% 09078 1% 31365
L-105 2 6
CTX
LMOX
Fig. 4 MIC distribution of L-105, cefotaxime and
latamoxef against 53 strains of E. coli
« IOOECTZ\:—-‘ L.‘IOZ)
R
Y
= sorf//
£ 0/
SE//)
i//LMOX
MIC |05 U000 0818 1B 0505 5 35 T0Sim amD
L-105 nx
CTX | # 2
LMOX [ 8 ® § 1 3
Fig. 5 MIC distribution of L-105, cefotaxime and

100

Cumulative %
wn
=3

latamoxef against 54 strains of C. freundii

LMOX ~— ==
T CTX
T
[T 105

v

| 1

A . T
MIC 05 010 0.20 039 018 1.% 313 625 125 25 30 1005100 (pm/ml)
L 105 | 1 15 10 1 P
CTX [ W 15 2 3 7 5 3
LMOX| 8 % 35 P
Fig. 6 MIC distribution of L-105, cefotaxime and

Cumulative %

8

[*N
[=3
T T

latamoxef against 54 strains of K. pneumoniae
CTX e -

W —,LL»los
/

/
/'L.\IO.\Z

1 L Il Il I L 1 il L 1 1 1
0.05 010 0.2) 0.390.78 1.96 313625 125 25 X 10 >100 ' #r_mi
< >

H 5 2 2

P

3

2
2 ¥

P




388 CHEMOTHERAPY JUNE 1986
Fig. 7 MIC distribution of L-105, cefotaxime and Fig. 12 MIC distribution of L-105, cefotaxime and
latamoxef against 35 strains of E. aerogenes latamoxef against 54 strains of P, vulgaris
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Fig. 8 MIC distribution of L-105, cefotaxime and Fig. 13 MIC distribution of L-105, cefotaxime and
latamoxef against 54 strains of E. cloacae latamoxef against 27 strains of P. stuartii
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Fig. 9 MIC distribution of L-105, cefotaxime and Fig. 14 MIC distribution of L-105, cefotaxime and
latamoxef against 18 strains of E. agglomerans latamoxef against 27 strains of P. retiger
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Fig. 11 MIC distribution of L-105, cefotaxime and Fig. 16 MIC distribution of L-105, cefotaxime and
latamoxef against 53 strains of P. mirabilis latamoxef against 52 strains of P. aeruginosa
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Fig. 17 MIC distribution of L-105, cefotaxime and
latamoxef against 27 strains of P. maltophilia

Fig. 22 MIC distribution of L-105, cefotaxime and
latamoxef against 47 strains of B. fragilis
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Fig. 19 MIC distribution of L-105, cefotaxime and
latamoxef against 27 strains of P. fluorescens
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latamoxef against 54 of A. calcoaceticus

L0 e ,
2 7 ’

2 /

£ CTX;

2 50

3 Vi

9] J/ /

7 A Mox
1 | 1 [ A ") A 3 1 L . Ll

MIC 0.05 0.10 0.20 0.39 0.78 1.56 313 625 125 25 50 100 >100 (ug/ml)
L-105 1 1 7 % 12 4 3
CTX | 1 1 18 5 7 1 2
LMOX | 4 12 18 8 ]2

Fig. 21 MIC distribution of L-105, cefotaxime and
latamoxef against 26 strains of Flavobacterium

sp.

%

R 100

TT T 1T 7T

Cumulative
o
=3

S

L
50100 >100 (pg/ml)
2 1.2

L-105
CTX 2 %
LMOX I 4 6 13

EKERBFIE, Fig. 2~221L/RLc, av b e —nfkd

7 §. aureus PCI 209 P gkizxy34-% L-105, CTX,
LMOX o MIC ¥, zh¥h 25ug/ml, 50 pg/ml,
12.5 pg/ml T,

77 ABHREC M3 5HEMY, 3EHDO>L L-
105 2% » & LRV IEESEEZ R Lic, S awreus 543
% MIC 4 #71%, L-105 i 35 \» T 0.78ug/ml & 25
pg/ml, CTX % 1.56 pg/ml & 50pg/ml, LMOX
Ti% 6.25pg/ml & 50pg/ml 2 ¥ — 7 % o itE A%
K bhic, E.faecalis i35 MIC 4k, L-105 @
BT 25 pg/ml iw e — 2 2% H, CTX, LMOX i3\
Thd 100 pug/ml v — 7 Kb,

BAMELI2EGEIC OV T, L-105 @R L
7o CTX, LMOX 0Zh & 3 A EEL SRV FET
Hotc, T, E coli, K. pneumoniae, P. mirabilis,
P. stuartii w23y LT 0.78 pg/ml 7z~ L 1.56 pg/ml D
BV BE THRALBEIEIE L, L-105=100 pg/ml OF
EEMttERRL, E.cloacae, E.agglomerans & Fh Fh 7.4
%, 5. 6% R DdLNIC,

7N O EIERE S AAMRE 6 oW TY, ¥
Firha L-105 OHEIML 2 H & A TH » 7 25,
A. calcoaceticus it LTI CTX B2 EEH, MIC
BHDOE— 213 L-105 254g/ml, CTX 12.5xg/ml,
LMOX 50 pg/ml &H -7z, ¥ 7o, P.maltophilia 15t

LTit LMOX o #ilH 2 8 h, L-105 © HgH I
CTX ozh&iziEAETHD, =100 ug/mlice—2
SHILHZ BRI,

B. fragilis \wxT HHE AL, LMOX pih o L 3 38
<, L-105 o MIC v — 7 5#it 25 pg/ml, CTX o
Zhik 50pg/ml iI2H -1,

2. MHPEER L OERBITEE

1) EBRAGE

MFPRES L OEHRABITIES, 3 BIOMFR KR
FEEE (KFPEB No. 1, No. 2, No. 3) &5\ T #ll
EL,



390 CHEMOTHERAPY

JUNE 1986

Fig. 23 Serum levels of L-105
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Fig. 24 Sputum levels of L-105
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Table 1  Clinical effect of L-105 on respiratory tract infection
Dosis(g) Lab. data
N l\iar:e Clinical Bacteria Chest Response Side
0. Segx. diagnosis Da.ily Days Total In sputum WBC | CRP [ES.R X'ray P effect
dosis ¥S | dosis A
. Normal flora 6380 | 0.4 4
T.W. |Cystic
1 coe 2 8 16 | ! | |Unchanged| (4) )
48, F bronchiectasis Normal flora 5490 | 0.0 8
P. aeruginosa(H) | 7530 | 2.5 | 25
Y. S.|Chronic E. coli(+) | ! |
2 |63, Mibronchitis 2 7 14 ! Unchanged| (4) GD)
P. aeruginosa (H)| 6080 | 1.6 | 20
5 |H. S [Chronic o | g | g [prewmenieltt) | 67001 361 2T Islighy ST P
78. Mbronchitis Normal flora 6140 | 1.1 | 18 inproved
Obstructive
. Normal flora 4060 |2 (+)| 26
4 1 Ve Puimonary | 2 | 7 | M J | |Unchanged| (+) | (=)
. cancer) Normal flora 3490 |3 (+)| 20
Normal flora 2880 (4 (+)| 24
5 Yiloneumonia | 2| T | 1 | | [Unchanged (+) | (=)
. P Normal flora 2250 |4 (+)| 142
. K.oxytoca (a few)| 8600 |3 (+)| 38
S. U.|Cystic ,
6 . . 2 10 20 | ! | Improved €D =)
54. Mibronchiectasis Normal flora | 8700 | (+) | 27
E.faccalis* () | 12000, 2 (+)| 109
Alteromonas | ! &) &)
.T. |11 1 )
7 éf) T labeas 2 4 | 8 putrqfanerlm (49 | 11860 5 (+) 96
decreased
* Isolates from abscess
Table 2 Laboratory findings before and after administration of L-105
No 11(}30 Hb (15)41/ Eosin | GOT | GPT | Al-P | BUN | Creat.| LAP | 7-GTP
: (19 )| /@y (A07)) @ | aw | AU | au/ [mg/d (me/d) | U/ | U/
1 B 501 13.3 25.9 3.0 17 10 164 11 0.8 47 13
A 468 12.5 18.3 3.0 19 6 171 11 0.7 47 14
2 B 442 14.0 17.8 4.0 21 8 108 22 1.0 44 18
A 393 12. 4 16. 8 5.2 19 0 102 13 0.8 41 18
3 B 409 12.8 24.6 10.6 18 7 182 14 1.0 54 24
A 382 12.3 26.7 13.3 28 4 169 15 1.0 48 22
4 B 336 10.0 12.1 1.8 70 71 207 12 0.6 79 55
A 312 9.7 11.5 0.7 57 30 346 13 0.6 85 75
5 B 269 8.7 16.1 2.8 13 6 109 8 0.6 40 9
A 277 9.2 37.0 0.9 26 9 161 9 0.6 47 12
6 B 463 15.4 37.2 1.1 25 13 376 8 0.7 133 194
A 448 14.8 29. 4 4.0 22 11 299 9 0.9 119 172
7 B 422 11. 4 i 43.0 i 2.0 38 37 164 11 0.7 53 40
A 397 10.6 | 45.7 | 1.2 24 19 148 10 0.8 51 34
! 1
B: Before A: After
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L-105, a newly developed cephem antibiotic, was studied of the in vitro activity against clinical
isolates, and of the concentrations in blood and sputum when administered to patients with
respiratory tract infection and other infection. Also the clinical effectiveness was evaluated. The
following are the results.

Antibacterial activity. 902 strains recently isolated from clinical materials included 106 strains
of gram-positive cocci, 537 strains of Enterobacteriaceae, 212 strains of glucose non-fermentative gram-
negative bacilli, and 47 strains of Bacteroides fragilis. The MICs of L-105, latamoxef (LMOX),
and cefotaxime (CTX) for these strains were determined with the method of the Japan Society
of Chemotherapy, and their antibacterial activities were compared.

L-105 activity against Staphylococcus aureus and Enterococcus faccalis was a little greater than
those of LMOX and CTX, and against Enterobacteriaceae the compound showed similar activity to
those of LMOX and CTX. Against glucose non-fermentative gram-negative bacilli, L-105 showed
slightly weak activity which was similar to those of LMOX and CTX. Also, against Pseudomonas
aeruginosa, L-105 displayed less potency. LMOX was the most potent of the three against B. fragilis,
and CTX and L-105 were similar in the potency.

Concentration in blood and sputum. To 3 patients with chronic respiratory tract infection
L-105 1g in 200 ml solution was drip infused intravenously over one hour. The concentration in
blood was 38~70 #g/ml at the end of iv. drip, then gradually decreased and after 6 hours
reached 0.2~1.3 pg/ml. L-105 concentration in sputum was 0.3~0.7 pg/ml within one hour
after the end of i.v. drip infusion.

Clinical evaluation. In 2 cases of bronchopneumonia, 2 cases of chronic bronchitis, 2 cases of
bronchiectasis and 1 case of cecum abscess, 7 cases in total, L-105 2g daily, divided into two
times, was i.v. drip infused for 4 to 10 days. Clinical efficacy evaluation showed 2 good cases, 4 fair
cases, and 1 poor case. No noteworthy subjective side effects finding or abnormalities in hematology

and blood chemistry were recorded.



