170 CHEMOTHERAPY

JUNE 1986

L-105 D 8EH, ERKHERES
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w7 = 2 RGiER L-105 % 5 ZOEMKERBEDBECREL, TOBEBKHHRTOVT
BEtLic, BEOBREEOEEERC X ) HEIhEERIM v 7 r=v¥E 36, KBHE &
BEE1ATH -7, ThODBEBCKLAFS 1E 1~2g, 1 H2ECSFTRBEELRE, £
DRER, 5P 4FITHERBCEDD 2V IEHORE,LB LN, L IhLOERATIITT
BREOHEINRALh:, FAREFICEH - WENEERIRD bhichoic,

BUSERRPIEDRAEL LTh -4 b BERTRE2ME0H, T/hbb H influnzae & B
catarrhalis /T L-105 DRREMSHi% CMX, ABPC, PIPC r HEEKst L1z, FORKE L-
105 (% H. influenzae \ERZMTHD, £BEHE 0.05pg/ml LT MIC Ti#llx?:, —F B.
catarrhalis =5t LT, @ MIC i 0.05~1.56 pg/ml LB/ AL CMX i2id RiE7eh
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L-105 BBA Vv &) —H%RREHETHE Shi HFLu
F&® cephem RIn&EFITHB, FARFRE HR
Hors sBHEELSY 7 sEHEE TRIEVHEA S
7 AREL, Tk ABEMEECH L TRMOE=
#4R cephem H| L BERLDOHKRVHEHIXET B,

SEbRbNEER Y 5 OB T RERYE O BE
BT S BDT, TOBBRRBMC OV THRE
THrLLI, bhbhofiRcs\ T, MFREEER
EDWIEK L S8t Xt H. influenzae & B. catarrhalis
D2BEEOVTAFORE N MA L LB LA,

I.#%# & & R

$5 Lk LCRAKBEISAED B4R E TOBBTR
BERE (4AIBHKEXR, 1ARKEZIGEE) ©
BETBH 26, kE3ATH -1, 20, FRBRG
DAL DR BHRCER IR AEETRETE L,

I.#% & % %

L-105 %# 1[E1~2g, 1H 2[E, 200~250ml O £
BREK, 7 FUBER, 5\ % Solita T3 WL,
#9604 T RERE LT,

BEAHKIT 8 ~218 (FH15.2H), RELHEIL 14~
80g (F547.28) TH o1c,

I. AFHROHE

FeIRZ) R DHIEREIETIER DER (KK, BMEBOR
4, FRREOH R L), BRREE HE (i X
wEeEouE, Kk, CRP, BmMEREOEHIL, WK
FRXEOELHH\VIEHEKLE) X IBERLTHD
2. Thbb, BEBERE GBE 1BRLUR) ER

MRRL, BERPORBEREIBEE RENSIE-LP
Bt TRy, BRERDOHKEN BRI barbhd
2, BRIERIGOBEENT WS EEE Tlel, BEHo
BEEIDT LIBEATHCEDRVWEEATE TR,
FERREER DSAEE, B B\VIIEERIRE S — & O L THER
ALRTHHEVRHTET, BERFOBEREITETH
3L AR TR, BKRERD g il
BRET — 2 LA HES R LRI BAIIE TES) L
EL,
VNV HREAHNARE

BT H. influnzae 738k (1983~19844E 43 4),
B. catarrhalis 848 (1981~19844E538) T, W Thi M
R RPEREOERERREH T X H 10°CFU/ml Ik
DERTHBEI NI DTH B, HEAKFNIT L-105 0
iz B IEHF] & LT cefmenoxime (CMX), ampicillin
(ABPC), piperacillin (PIPC) #;8A 72, BZHREL
B A bRtk SR 1w X 5 BRPEREFRE T #-
7e®, BIEEHNL, H. influenzae i1 5 % Fildes enrich-
ment (Difco) jii, Mueller-Hinton agar %, B. catarrhalis
1ZiY 2 % Fildes enrichment % N fc @&t x AV, W
& d 108CFU/ml 3§k LCi@ L,
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5 Bl DMK B RERIE DIRFICL-105 2 L
BREUE% Table 1 ©% Lo, ¥ Akl EH%OBK
B#Ek5 — 2% Table 2 ITF Lt:,
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BUHSEZAOBETLSD, EXERCH KL
CHEREENIE®R, BWHIE LD P aeruginosa % 43
HLUARBS ¥R L, BWOREMKIBIEoTL
2R, Fit, BRREALXOBERERBOKEN LD
nT, BAEIWERCTRoAOT (&Y LHE
Lic, B BB AEERZABREh o2, B
7 - %k, FHBERESLBDOLR,

(EH2) 63 B
EBEBCHERFE2AD D, VWHPAEEHARKEX
AnOESMEMHO TREREXRIEBELTVWLE
E£Thb, SEIBFREYEFLLT, BHEKLY H
influenzae B LD T KHC X 5 BEY B L
to, TORR, BERE, HROEMIFATHEL -
ferd, WREHOBEZMHLMACKEL, EBAH
© H.influenzae % 22 W4k (77 LR IC—F
A. calcoaceticus w W) LicDT [H#] & HE L
fo, BROLEE w5 MIC iz $b» T E
¢ 0.025 pg/ml BLFCHotc, BIFEEZLNL
Mo lc,

(E#I3) 74m &tk
EMEBCHERREASL D, BEKEXXOBTRE
ThH, BHE LY E coli » 8L, ZhicxL
TERANBE SR, TORRE, BAKTEHLBH
B# L, amERK, CRP, Kt il 0 BRERK
NEE, BRFOFBEIWE LT [AH] &
HE L, BIFRRADRE o1,

(FEf 4) 68 &kt

AL EBERBCHEREY b 2BEREXKDOB
E¥ThD, EREAEXEonT LT I2REHEMS
WK, BRMAEF L e b, BHEEEN S H. influnzae
YRELAOTEAARC L 2B EABLE, TOK
R, BREXHBLTHLEBRCIIFFRBEEER
W& L, I3EMOERAIC & 5 BEREBECIXELRER
BdFXFToT, REED H. influnzae 3 T4 I
WhLt, KA TEH| LHESIL, FHEC
3% &F © MIC 1 0.025 ug/ml LT T 3 -
e,

(E#I5) 5S4 =i

S ZHGRIE O S E G TR B ISR
VY =F % b OEETHD, BHEERN S H. influ-
enzae X HHEL, AFBEEBDLLIH, KAH
RRAE,NWE R, BREROKENALNTHD,
BRERG b AKBCREShAOT ME%] L HE
Lic, SEEBECKT 5AH D MIC 120.025 pg/ml
HUFThotk, AlCEVTH, B - BH7EI1E

Table 1 Clinical trial of L-105 in patients with bacterial respiratory tract infection

Case
No.
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Table 2 Laboratory findings before and after administration of L-105
S-GOT S-GPT
Case RBC(x10%) | Hb(g/dD Ht (%) (TU/) (1U/D Al-P(IU/1) BUN (mg/dl)| S-Cr(mg/dl)
No. B A|B A|B A|B A|B A|B A|B A| B A
1 | 426 439 | 13.4 13.4[39.4 40.3 | 14 18 | 13 73 81 8 14| 1.1 1.2
2 | 470 447 | 13.0 12.2 | 39.2 37.0| 16 19 | 14 10| 86 78 | NT 14 | NT 1.4
3 383 378 | 12.7 12.5 | 37.3 36.6 | 17 3311 10| 75 8 | 11 NT | 1.1 NT
4 | 446 398 | 13.5 12.4 | 41.0 36.1 | 40 25 | 42 9| 76 66 | 17 18| 1.2 1.1
5 | 408 366 | 10.2 9.0 30.9 27.5|31 27 | 15 2| 113 83| 13 13| 1.1 0.9
Fig. 1 Sensitivity distribution of clinically isolated Fig. 2 Sensitivity distribution of clinically isolated

H. influenzae against L-105
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‘5 o—0 L-105
& S0r —— CMX
2 x ABPC
EE a—a PIPC
g3
SE
.8
L | ! | 1 1 1 1 1 1 1 1
;'r_“ﬂat;e <00250.05 0.1 0.2 0.39 0.78 1.56 3.13 625 12.5 25 50 100ug/ml
L-105| T |0 2
+ |11
| =161 1
CMX | 11
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PIPC
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AaBsbninnotes, 14 BHOEFRE KT HRE
S-GOT o&E LR &L,

2. MR

IERERIRE & UCEE s H. influenzae L B. catarrhalis
D 2BEIOWT, L-105 OHiE %k i & i Licks
B Fig. 1 /¢ U Fig. 2 1R Lic . T inb b, Bl
R bt TR X ) FEES W73k H. influenzae
(D5 11 #ix p-lactamase [F#) & 85 #kdD B. ca-
tarrhalis (7@ 5 369 ki B-lactamase B5#) 1235
FHOHE % WEL, £hdEF L cephem FRIKH|
TH5H CMX, X LRFERO—BEICEINEF TH 5
ABPC, PIPC LH#L7,

H. influenzae /2B U T3, H5E B-lactamase EEAIZ X 5
ABPC it D HB 2 ¥Rl LRI & oo TV 5239,
Fig.1lz & 5 &<, L-105 13 CMX t A& K, 8-
lactamase A DOFEICEH b I, 2EK%Y 0.0548/
ml P FoD MIC THix T35, Fhiclh~ ABPC &
PIPC ©» MIC {3 =0.025~50pg/ml & I\ 545
®RL, C&ic p-lactamase EABEKHLTILE BT

B.catarrhalis against L-105
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& 5 o—o0L-105
£ —eCMX
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1 L 1 Il L L 1 ! 1
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L-105
+ 2 17 4 25 18 3
emx |~ 13 2 1
: + 129 17 15 8
- | 16
ABPC + 3 5 8 12 2 16 4 1
- | 16
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1.56~50pg/ml L {ERSZHTH BT LIRS AT,

—7j, B.catarrhalis (38, RBREE & LTOE
FZHERHSh, bhbhd T TRBELTV 549, &
Bic  B-lactamase [BMEEE 4 BERBE D BT INAE
BEhtTw3®, Fig.2ihbhb X5k, bhbho
BRI § 85k 698kt p-lactamase BT H o7, &
ZHL TR ARB E CMX P FRTOBEDEE%0.39pg/
ml P FCRE LTW5238, ik L-105 o MIC &
NELR2HFFEMITWBDL HRT CMX DIz
RHEHDO R TiEbThcHE-> T\ 5, —F, ABPC,
PIPC |1 p-lactamasedEgEA B IOV TIX, $TXTO0.05
pg/ml LT MIC fECHRRENE TH 5 23, p-lact-
amase FEABHICS LTi%, ABPC 13 <0.05~6.25 pg/
ml, PIPC Ti¥ <0.05~0.78ug/ml TIRIE\ %R
L7,

V. # -3

L-105 i 7 fi7 fil8% iz aminothiazolyl-methoxyimino-
acetamido F#%, 3{rfil§4ici% thiadiazolyl-thiomethyl
EABA LI LERCRECHEY 3> cephem R



VOL. 34 S--3

CHEMOTHERAPY 173

EFTHBY, Fi, KFIL7 5 ABEE, DT AR
MEE CIEEVWARZ bS5 a2FTH5 2K, £EO
p-lactamase R LTHIRE TH B &5 EBET —
26, H.influnzae ¢ KV X BIFRBRIIED R
kEREVNE S h, T Thhbhui, §E, 5
PG TRERREDBECAFELHRE L, Hx DE
e oW THIE¥H), BRKEZHRYRE L.

H.influenzae %K H &35 3EMIC FFH X HEE LI
BRI XD TRIFT, TNTOESCHKERDHE
Babhicd z, TLAEBRBECR L, = hid, L-
105 OAREIFT5 MIC {EXAEBREHRTIBRF 71 %
Thb <0.025 pg/ml (2 #Ri30. 05 pg/ml) L5 Xdo¥
TRVHENZETHENDELT, +HCEBHETE
HERTH %,

H.influnzae L & 12, BoEPFRBREEE LT HE
it - T\ 5 B.catarrhalis W22\ ~T X, $EID BEEAI
CEENEH oI, BB I T H8HKOSEKED 5 B
698k, T75HH80% LI EAY p-lactamase FEAE T H -
72. bz B-lactamase PHDKE IR+ % ABPC %
5k PIPC o MIC Gikh b &, URTHIIKS
LM DEECWGAERL, ABCHLTZ h b oD
penicillin F|% AV BB, ZOAR+HTEET
LRENRDH D LB, —7F, L-105 O K E /3T
% MIC 1%, +XT 1.56pg/ml ST THofcds, 2D
fEix, CMX 2% 0.39 pg/ml L FTHBDLH~NSD &,
EF, EINEB L5 TH 5B,

X, Wb BE=HRD cephem F\it 75 4 Bk
B, T &I Staphylococcus it U HEIPLEE SI 550 & W
YT LMBARDORME ESRTERY, bhbhd BRIT
BUTH, ZhE CEEFRBERPECHRCEEDOE
AR cephem H% A LT & 7258, feasicis Staphylo-
coccus WA Lic FEFIA L 22 H ot &
DRRBELT, BRSHK KT 5 L-105 © @BZ s
fitt CEZ R ZTHBHEVSF—42D1%, ZhETO
F=HAR cephem FDOFALHS DOTHY, HEH
RIPDOTAFIE LR S5 G IR RS RYE DR
RELLTRETEBEHEE L bhB, 40, bhb
M OFFIRBRONL 5 FEFIDHTH - 12 h%, BIZAHRIE
ERRSTERIZ 1B A Bhich oz, §%, X bIKE

BReBERT, FRDEGHFRBREIEDEBRICKITSE
REXFHET 52 EVDBETHDEEL BRS,
E3 & (s}

Fl\v7 7o 28Y) vRHIAER, L-105% 5 gloic
A O DOEREEY AT BT RERPIEDBE T
AL, TDOME¥H, BRIZIE» CAFOFRKEIC>
WTHRE Uie, WRERSIC X 0 H. influnzac 3 B,
E. coli, P. aeruginosa % 1 FIpRAEE LT REI LT
B, AFIOMERICL b P. aeruginosa ¥\ 1= NTDIE
BITTRLIBREICHII L, BRI B o7y B o eh
DB ENTEL,

BT, UPHCRITDERBIEED 7L 2D b H.
influenzae k- B. catarrhalis @ 2 & DB IZ>WT L-105 o>
REMUEFHIL 25, H. influenzae 725\ Tit F-lact-
amase EHEDFREICHhbOLTELLTHVHE
(=£0.05 pg/ml) &2z LAEEH XN, B.catarrhalis vz
FHLTE CMX X hRREHHHMIBED 5\ E
(0.05~1.56 pg/ml) #HT5Z LIRIht,

X [
1) #BMARLEREEELSE, Fs v Ho v
4, L-105, FBF60% 5 5, B
2) =8 %, fb: BORBHELEEE MIC) mE
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D e B RE R O R F——Ampicillin fi{# 4 5 o
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4) ERE L, fi: FEREERRYIE I 3513 B Brankamella
catarrhalis DFEH & Hik HEEZH J. J. Antibio-
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5) DoErwN, J.M., et al. : Antibiotic susceptibility of
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6) Hikma, M.; M. Inove & S. Mirsunasur : In
vitro antibacterial activity of L-105, a new
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1984

) MEER, b ABC ST ARERORRARE
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BACTERIOLOGICAL AND CLINICAL STUDIES OF L-105

SHiroH IpA, Kivo Nisuioka and Tamorsu TAKISHIMA
The First Department of Internal Medicine,
Tohoku University, School of Medicine

L-105, a newly developed cephem drug, was administered to 5 patients with chronic respira-
tory tract infections in order to evaluate the clinical effectiveness of the drug. Studies of the relevant
pathogens using a quantitative sputum culture revealed 3 patients with H. influenzae and each one
patient with E. coli and P. aeruginosa. The administration of the drug was done by drip infusion,
a daily dose of 2~4g, distributed twice a day. As a result, 4 out of 5 patients had excellent or
good response, and all the causative organisms were eradicated in these cases. No undesirable
symptoms and signs were observed during the course of drug administration.

The sensitivity distribution of L-105 against H. influenzae and B. catarrhalis, both of which were
thought to be the most important causative organisms in the acute exacerbation of the chronic
respiratory tract infections, was compared with that of CMX, ABPC, and PIPC. The data
revealed that L-105 was extremely sensitive to H. influenzae, in which MICs of the drug were as
low as 0.05 pg/ml. On the other hand, the sensitivity of L-105 against B. catarrhalis was distributed
from 0.05 to 1.56 pg/ml which was not as good as the level of CMX.



