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8-ox0-5-thia-l-azabicyclo (4. 2. 0] oct-2-ene-2-2-car-
boxylate ©, 4Fkit CieH;iN;O58,Na,53F & 535.56

Fig. 1 Chemical structure of L-105
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Table 1 Clinical efficacy of L-105 after intravenous administration on acute peritonitis

Case No. L-105 Isolated organisms | Clinical

Age (yD) ; ; Daily dose MIC 10¢ cells/ml and

Sex and Diagnosis, remarks duration (days) (pg/ml) adverse

Body Weight total dosis Bacteriological effect effect

1. T.X. Acute localized peritonitis with 28 (1x2) Before L-105 treatment Good
18F phlegmonous appendicitis L, iv.d, K. pneumoniae (4) 0.1 None
55kg appendectomy 1 day not tested after L-105

28 (1x2) treatment, unknown
i.v.d. 4 days
108

2. S.S. Acute localized peritonitis with 2g(2x1) Before L-105 treatment Good
29M gangrenous appendicitis Lod E. coli +) 0.05 None
59kg appendectomy 5 days S. xylosus + 0.78

108 H. alvei + 0.2
B. fragilis  (4}) 6.25
not tested after L-105
treatment, unknown

3. KT Acute localized peritonitis with 2g (2x1) Before L-105 treatment Good
3IM gangrenous appendicitis i.v.d. E. faecalis ) 25.0 None
70kg appendectomy 5 days K. pneumoniae  (#f)  0.05

10g E. coli ) 0.1
not tested after L-105
treatment, unknown

4. M.T. | Acute localized peritonitis with 2g (2x1) Before L-105 treatment Good
53M gangrenous appendicitis i.v.d. E. coi (#}) 0.1 None
71. 5kg appendectomy 5 days not tested after L-105

10g treatment, unknown }

5. C.O Acute localized peritonitis with 2g (2x1) Not tested before and ‘ Good
29F gangrenous appendicitis iv.d. after L-105 treatment, | None
50kg appendectomy 5 days unknown ‘

108 \

6. K.H Acute localized peritonitis with 2g (2x1) Before L-105 treatment ‘ Good
20M gangrenous appendicitis i.v.d. E. coli ) o.1 ‘ Eruption
70kg appendectomy 5 days B. fragilis () 6.25

108 not tested after L-105 ‘
treatment, unknown }
Berd TR Lic, FIETHEC T 617 Lice ERA K & L T heart

AR1d - < b EMEE, miEEEoE ¥, B, B
e &% 3,000 rpm 1545 M@ LWEHE O EiEYBIEC
Lt MBIFFRK, LOBERO 4FRL LD 0.1M
phosphate buffer solution (PBS, pH 7.0) % #n %,
polytron homogenizer |z C homogenate # {E#%Y, 3,000
Pm 155 M0ROIEERE, TO LERRECE L.

L-105 EERISE L E. coli NIH] # iE#H & T 5

infusion SEREH A A Uiz, EERRINI MBI
M L0 0.1 M PBS (pH 7.0) %[, [Oil,
ik, Hfkicix 0.1M PBS (pH 7.0) @ TIERIUERA L
Foo AT ORI, 0.025 ug/ml TH - 72,
I.#% & & @&
L-105 D #isissFE % Tablel 28 71257 L, Table
1~4 i3 L-105 oBERZR OB E AR L, Table
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Table 2 Clinical efficacy of L-105 after intravenous administration on acute peritonitis
Case No. L-105 Isolated 6organisms Clinical
GD | D e [Tl | NS el
Body weight total dosis, Bacteriological effect effect
7. N.E. Acute localized peritonitis with 28 (1x2), Before L-105 treatment Excellent
19F phlegmonous appendicitis v, i.v.d. E. coli ) 6.25 None
42kg appendectomy with drainage 1 day, K. pneumoniae () 0.1
28 (1x2) E. cloacae () 25.0
i.v.d.,3 days no growth during and
88 after L-105 treatment,
eradicated
8. MY. Acute localized peritonitis with 2g (1x2) Before L-105 treatment Good
61M phlegmonous appendicitis iv., iv.d., E. coi (#}) 0.2 None
58kg } appendectomy with drainage 1 day, no growth during and
ABPC 1.5 g administered orally 28 (1x2) after L-105 treatment,
| for 4 days treated before L-105 ) eradicated
f trcatment, clinical effect ivd., 6 days
i was poor l4g
9. S.M. Acute localized peritonitis with 2g (1 x2) Before L-105 treatment Excellent
54M phlegmonous appendicitis i.v., i.vd,, E. coli () 0.1 None
72kg appendectomy with drainage 1 day no growth during and
28 (1x2) after L-105 treatment,
i.v.d., 3 days eradicated
8g
10, Y.S. Acute localized peritonitis with 28 (1x2) Before L-105 treatment Excellent
13F gangrenous appendicitis iv., Lv.d. E. coli () o.1 None
53kg appendectomy with drainage 1 day K. pneumoniae (§f) 0.1
28 (1x2) | no growth during and
iv.d., 3 days ’ after L-105 treatment,
8g ’l eradicated
11. K.N. Acute diffuse peritonitis with 28 (2x1) Before L-105 treatment Poor
S50 F gangrenous perforative Lv.d. E. coli €] 0.1 None
54. 5kg appendicitis, appendectomy with 12 days 5 days after operation,
drainage, on 5 days after opera- 24 g during L-105 treatment
tion, subcutancous abscess, inci- B. fragilis (#) 25.0 l
sion with drainage appearing after L-105 |
treatment, persisted :

5, 6iTi: L-105 Dkt X OHRPIIREE DB 3% &5 B
%, Table7 iz L-105 &5 74D BIRKREME % /R L
7o LLTFHB I ETR AT,

1. ERRSHRAH

i« DRE O Ak MR PR LR R X 0%
W11, REERT s & O 1 B, BRI S Dt
Lic 2B TS 3 X O INTE, BF & & 140, & 15 fc

L-105 ok hantc, L-105 opbi, BiETir20
ml DABAHBICEM LT3~ 52 THEFL, M
PRSI TIL, 250~500ml 5% 7 K B ¥ ik
500 ml ¢ Lactate Ringer YWicifE L T 1~ 2K I©
THE Ui, SWEBE%D > b 6 4lik, 28, LH1ED
SIS X, ik 18, 1 A 2 @oME 13 AR
W X 0 BS Uke, #5000 L ALx128 /), fbik4
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Table 3 Clinical efficacy of L-105 after intravenous administration on skin and soft tissue infection

Case No. L-105 Isolated organisms Clinical
Age (yr) ; ; Daily dose MIC 10 cells/ml and
Sex and Diagnosis, remarks duration (days) (ug/m) adverse
Body weight total dosis Bactceriological effect effect
12, Y.H. Abscess of abdominal wall after 28 (1x2) Before L-105 treatment Excellent
39F appendectomy before 20 years iv., ivd. E. coli HhH 0.1 None
48kg removed abscess wall with drainage, 1 day, no growth during and
CCL 1,500 mg administered orally] 28 (1 x 2) after L-105 treatment,
for 2 days treated before L-105 iv.d., 3 days, eradicated
therapy, clinical effect, was poor 8g
13, S.N. Fistula ani with abscess, fistulectomy| 28 (1 x 2) Before L-105 treatment, Good
54 M with drainage iv., Lv.d. E. coli ) 0.1 None
61kg BAPC 1,500 mg administered orally| 1 day, no growth during and
for 22 days treated before L-105 28 (1x2) after L-105 treatment
therapy, clinical effect was recurred| i.v.d., 5 days eradicated
128
Table 4 Clinical efficacy of L-105 after intravenous administration on biliary tract infectious disease
Case No. L-105 Isolated organisms Clinical
Age (yr) i ; Daily dose MIC 10¢ cells/ml and
Sex and Diagnosis, remarks durarion(days) Cug/ml) pree
Body weight total dosis Bacteriological effect effect
14, EM. | Acute cholecystitis with 28 (1x2) No growth by ERCP bile, Good
36F cholelithiasis, cholecystectomy iv.d. before L-105 treatment, None
43.5kg after L-105 treatment 6 days no growth by gall bladder
128 bile after L-105 treatment,
unknown
15, K.F. Acute cholecystitis, cholangitis 2g (1x2) Before L-105 treatment, Good
68 F with cholecyst-choledocholithiasis, iv.d. from ERCP bile None
46. 5kg cholecystectomy, choledochotomy 3 days E. coli (+) 0.2
with T-tube choledochal drainage| 1g (1 x 1) no growth by gall bladder
after L-105 treatment iv., 1day bile after L-105 treatment,
78 eradicated

~8HMTh e, BEEREIZ T8 LD 248 RRAT
Wit

BAEE LTI3f L b 228%1B7-2%, 1280 E. coli,
K. pneumoniae 4k, B. fragilis 24§k, E. faecalis, E.
cloacae, S. xylosus, H. alvei % 1 ¥ Th -0 EFH L b
AEEShic E. coli IFHEBED B. fragilis @ RN %
T, 6PIIBREHOEBREN TEih » ehl, fRite
BIDBRE & hie,

RKZR2ER 46, & 106, EBH16l, A2 X
9B.3%Thotc. BIFAR LOFRCT LD EELhBER
RREEORHXTD bhigh - 1.

2. L-105 {k¥eds X OESEARE

FEFID 5% 9 BT, FMaT L-105 18 %L, it
IR Lcseib o L-105 % E. coli NIH] % B5E
B L T5% bioassay it X W JIE L, ZDfERE%Y Table
5,6 1Z/RLT,

SR A D 6 T\ T, B S X O RERED
L-105 EELHRFE Lic. L-105 18 #E#%20~8045 D8
B MK POULEE 2 4. 60~21. 8 pg/ml, g 14.05+8. 36,8/
ml OffxR Lic, REBIIFESR25525 150 iz
Fo DR LA, Ebo&hKEL, 0.025~11. 24g/g,
i 3.41+4.41 pg/g Thotc. BEAREHE 16T
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Table 5 L-105 concentrations in serum, purulent ascites, appendix wall and pus in
appendix after intravenous bolus administration of lg of L-105
g;’s: Sl\(]:(' ) ) Time ] L-105 Laboratory
and Body Diagnosis, remarks . after Site concentration | findings at
weight injection ug/ml or ug/g| operation
1 TK. Acute localized peritonitis with 60 min | Appendix wall 6.00 RBC 448x10¢
18 F phlegmonous appendicitis, Hb 14.7g/dl
55kg appendectomy Ht 42.0%
K. pneumoniae (), 0.1 WBC 15,700
(pg/ml, 108 cells/ml) GOT 35
GPT 25
Al-P 5.6
BUN 117
7. N.E. Acute localized peritonitis with 60 min | Appendix wall 0.097 RBC 420x10¢
19F phlegmonous appendicitis, 70 min | Purulent ascites 21.8 Hb 12.6g/dl
42kg appendectomy with drainage 80 min | Purulent ascites 21.8 Ht 40.0%
E. coli (H#) 6.25 WBC 13,400
K. pneumoniae (Hf) 0.1 GOT 25
E. cloacae (#) 25.0 GPT 18
Al-P 6.6
BUN 15.1
8. M.Y. | Acute localized peritonitis with 120 min | Appendix wall 1.65 RBC 480 x10¢
61M phlegmonous appendicitis, (Tip and body) Hb 14.3g/dl
58kg appendectomy with drainage 150 min | Appendix wall 1.46 Ht 43.0%
E. coli €D 0.2 (Body and radix) WBC 10, 400
GOT 40
GPT 30
Al-P 5.9
BUN 20.5
9. S.M. Acute localized peritonitis with 45 min | Appendix wall 0. 025 RBC 515x10*
54M phlegmonous appendicitis, Hb 14.5g/dl
72kg appendectomy with drainage Ht 42.0%
E. coli ) 0.1 WBC 11, 900
GOT 18
GPT 15
Al-P 5.6
BUN 10.1
10. Y.S. | Acute localized peritonitis with 20 min | Purulent ascites 4.60 RBC 456 x 10*
13F gangrenous empyemic 25 min | Appendix wall 11.20 Hb 14.3g/dl
53kg appendicitis 25 min | Pus in appendix 0.025 Ht 41.0%
E. coli (#) 0.1 30 min | Purulent ascites 8.00 WBC 18, 300
K. pneumoniae () 0.1 GOT 30
appendectomy with drainage GPT 20
Al-P 7.5
BUN 11.3

Determination method was cylinder plate bioassay with Escherichia coli NIH] as test organism.
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Table 6 L-105 concentrations in serum, common duct bile, gall bladder wall and other
infected tissues after intravenous bolus injection of lg of L-105

Case No. Time L-105 Laboratory
Agg’BS:gy Diagnosis, remarks _ after Site concentration | findings at
:xzzight injection ug/ml or ug/g| operation
12, Y.H. | Abscess of abdominal wall after 20 min | Abscess wall 17.8 RBC 455 x 104
39F appendectomy before 20 years, 30 min | Abscess wall 23.4 Hb 13.6g/dl
48kg removed abscess wall 30 min | Serum 38.7 Ht 39.5%
with drainage WBC 9, 300
E. coli € 0.1 GOT 25
(pg/ml, 108 cells/ml) GPT 18
Al-P 7.6
BUN 15.5
13, S.N. | Fistula ani with abscess, 20 min | Fistula wall 19.5 RBC 495 x 10¢
54M fistulectomy with drainage 30 min | Fistula wall 15.5 Hb 15.3 g/dl
61kg E. coli ) 0.1 Ht 41.5%
WBC 7,800
GOT 35
GPT 28
Al-P 7.3
BUN 15.3
14, E.M. | Acute cholecystitis with 98 min | Gall bladder wall 720.0 RBC 425 x 104
36F cholelithiasis, Hb 13.1 g/dl
43. 5kg cholecystectomy after Ht 37.0%
L-105 treatment WBC 5, 300
GOT 35
GPT 22
Al-P 7.1
BUN 18.1
15, K.F. | Acute cholecystitis, cholangitis 143 min | Common duct bile 2350.0 RBC 401 x 104
68F with cholecyst- 145 min | Gall bladder wall 255.0 Hb 12.5g/dl
46. 5kg choledocholithiasis Ht 36.0%
E. coli (+) 0.2 WBC 5, 200
cholecystectomy, choledochotomy GOT 35
with T-tube choledochal GPT 30
drainage after L-105 treatment Al-P 10.1
BUN 11.3

Determination method was cylinder plate bioassay with Escherichia coli NIH]J as test organism.

WELZ DR TH - Foht, 0.025 pg/ml OEXRRL, rhrxh, 17.85 X 1V23.4 ug/g #RL, 304K M

ZTDOI WD HREBENPEE T 11.2 pg/8 THoto, ¥ 1= PR 38.7 pg/ml Th oo, FHEFRREO BEILET,

B 120 oo RS, 455i31.65 pg/g THDH, 30 BHE204 3 L U304 T, 19.5, 15.5 pg/g DiEX D

PRCTE % $IHE L T8 L REBRIRE 1. 46pg/8 © 2,

fExR L1z, BREEHNEEXLATHELLLDHR TH - 1=
20531 AT Lo 2R P R T 48 oD RSB IC ok L 7 R BE P, Bk 1435 T 2,350.0 ug/ml o FHBEC E LT

REBIRE D G5 Ui BB B2 HE %205 5 X 088304 T, Voo ¥ -fBEERE 2 G CHIE L, MIEKI8S T, 720.0
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©8/8, 1455 255.0 pg/e DEEXEDI,
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1) SHmEEx
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PEL TV 7o, REBEYRE—KROCHBE L, # 8 L-
105 18 % #EH605H O REREIWE X 6.0pg/s ¥ B
wi, REABHOEBCIIEXRELLTHEED
K. pneumoniae % B 1-p3, L-105 wxt+ 5 MIC 2108
cells/ml & T 0.1pg/ml T& -7, HtE, FHHHEII,
L-105 1g # my@kr e CaEapn, FHB|HLID1IBZ2ME
L-105 & 18 #* AfgEe CiEfFLi, 4 BICTER
GEBRLABLHEE L, MEENHE R, —KOHAR
D, BEBORENTEY, THTH-er, BRK
FERI D AT, BABEREELLbDOLEEIILS, &l
ER X L OBERREBOREZRD Dhichror,

(EEM2) #AO 29% P {hESY%g

MEBRHML vV ATHBHA T, MM60EL FI6E A
b, FHrxET L, REOEMMI—TEET, BR%E
BEL AL TV, REYRE—RMICHAB L,
BRERNBITL D VB D E. coli, Staphylococcus xylosus,
Hafnia alvei & X 0% & D B. fragilis %187, L-105 &
%+ 5 MIC & %h£h 10°cells/ml T0.05, 0.78,
0.23 & 07 6.25 pg/ml %R L7, #4% L-105 2g,1H1
EoLAEHEY 5 BFMETL, 3ACTTHL, A%
HEshl, MEFHHRIFVv-vEFEARQALDR
HThLHMNBRERLID AT ELBEEIBELLLDE
Zxbh5, B, ®&EH—F GPT o B &
EARZ RIS, FBEIEEBCHFXA ALY, KA
DRIV LDEHEEIND, LA RBRYRTIC
EX¥ECHELL, TOMUOHKREMBRE IRD bhn
Mmoo,

(EH3) &O 3l B {(KE70kg

B X DMy 5 0 BAE0EL B 7 AAR, FH%xif
Flic, REDEMIBE Thoint, HEFBRE—K
BwABE L, RERNBEH X KBED E. faeas, K.
pneumoniae, E. coli %#B7-h, MIC & #hxh 25.0,
0.05, 0.1 pg/ml % XL 7, # % L-10528, 1A 1
EOAREHEC TRRBEEROHBRELXTFV, 4BTTF
#BL, BHLHAE I LT, WEEHHREITH TH 5
2, BERERL VAT, BRAEABALLIDOLEER
nn, BIfFAR L CBRRAEMBOREIRD bt o
o

EA7) RO 19% Kk thE42kg

FBFI594E 8 A228, BHLIVEME, Bt b b, A
B2, FREMTLE, REOEMIFEETH -0,
PRREOEEBLBEBRKALY, BREEE A4
LT, BB KOERIC X KE D E. oli, K.
pneumoniae, Enterobacter cloacae % 187-%, o L-105k
%t +% MIC i3 10°cells/ml 1T 6.25, 0.1, 25.0 g
/ml ¥ RL%, BREYRE, _ve-XFrv-vil
Bruvr—ow fiffli, FHiTe, L-1051g% g
WL, 6050 RERERWE X 0.09748/g, 1054 1 ¢
8044 © Mtk BAABER: b 21.8ug/ml % 7L
7, WL 4 BM, L-1051g, 18 2@EDAE®E (%1
BEHOFHMADOAR, BEWNE O - »1EBE 1E4
WHE) ¥ MITL7Acr, 2B CTF#, 3B CHBIEH
CEWIL, EREHELL, 4BEK Fr—v v ikx
L, @R BERLE, BIEA S X OCBERKREMBNCR
BEXRD BRI o T,

UEA8) WO 6l $ thkES8kg

GRS TH®RE, BS54 8 A128 & v LEHHEL
ho, aEFEBK L LT ABPC 1.58 Wik% 4 AM%
GCwilepEke -, 8 AIGA AR, SERELLLT
FHREBT LI, HEOEMIFEETH -1, BE
DM HEREBOBBEC TERL TV, BEREAR
PR BREBEK A AL TV, BHEEKORKE
@b MIC 0.2 pg/ml & E. coli %¥ %8B, L-105
1g AT BEL, 1200 %o REK, RAERTARE
1% 1.65 pg/g, 150 s o RERL, A 2 146
v8/g w8k, REYRER Ve —XFr—vickh ¥
vr-owxMEfFL, #F#%7HM L-1051g, 1R2@
HEHNE (BE1EEOABERNED DO BERKT) &
ExffrLic, 4 ATT#HL, B, 7THEERCY
v—vHEELIDOT, BRE HE Lic, B5#2H
H, 7TEHOSWRKERIENE T, MEFHHRIHEE
LRDON, BIER, BEREEE¥KIBD DN
27,

(E#9) HFO 54 B thET2kg

BmL WA, BG4 9 Al4H, ABFEH%
WiIT LA, REOT(LEPEERCT, BEBEK VED
b, BREBEEAYSH LTV, BAkOERIZ I
MIC 0.1pg/ml & E. coli & %87, L-10518 #
LSS O R BRI P 0.025 pg/g ¥ B, RE
PBRBF vy —owifT, WE40M 1g, 182
OAFEHE (1EOXBE) « THB X OBRRYHETL
foo, BHECTT#, BAEIMWEL, EHLHUBLL,
BlfeA, BERREMOREIBRD bhighotc,
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(EH10) O 138 *k {hES53kg

WMELVEE RS D, BMS9E9 A26H, Ak, FHl
YHifF LT, REOEIR—HEE CEEEY 2 LBE
Rekh, PPREBEOBEBE K, S, RRERKRKY
AHL TV, BiEEKOEE L, MIC 0.1pg/ml
0%ED E. coli 3 X8 K. pneumonice %87, L-105
18 BEH205 % £ U300 DM KR BEE X, 4.60 &
Xt 8.00 pg/ml & IRL, BEH25H O REE N B E
ik 11.2 pg/g, MERNBH ~DOBTIX 0.0254g/ml % R
L, REYRBFvr—oxiifT, HE408 18,
1A2EDSHEHE (1EOAEE) C THEXOKBR
¥HEF LA, 2RI TTS, 3BRHEEEEELLD,
SHRHBELL, Fv—vaRELALOTEGLHUE
Lic, BIfF s L VERIRREMBEORE XRD bhicho
1o

(E@11) O 508 %k {hkE54. 5kg

BEHIDEFE,r S, BR60E2 AL1E, ARFEN%
fiF L, RBREEHE L Y BBAECTEILL, B
HEANRZEBCHY, MREREERAEZEF LTV, B
BEAkOREERC LD SLED E. coli #1872, L-105
%1% MIC i 10° cells/ml T 0.1 pg/ml © % -
fo, #ite L-1052g, 1 H 1@E S@H%ECTI12E E¥B
ByfFofn, REBEYRFVFI—CH4BECFL—V
%E SEECHETEEXHRL, VB % 17,
E. coli 3% ¢, L-105 5% b B A S, I
D¥E#E kb MIC 25.0 pg/ml @ B. fragilis 73 K &
KREDONREZR LA DL ELXORSD, Ll EOEBIC
Iy L-105 g L YE s htc, BIfEMAIs X OBERR
EEORERZBDONARM T,

2) B - B SURYME

(E#12) /O 39® & thE48kg

2045, EHAMHRELAC T, REYR NV — O FF
¥R, FOBRILCBRERIRD DR Lo, B
5948 A10A, REBYIRABOEHE, EM, REFEr1rd
b, BEBEEES L LT cefaclor 1.5g WiR%* 2 A2 5%
bEtke ¥, 8 148 ARz, 158, BBEYE, v
—CREEF LA, #5E0 L-105 1g #%EL, 2050 & ©
BEEEBE 2 17.8 pg/g, HEH305 TIR23.4 pg/g
ERxBw, 300H oMb EEL 38.7pg/ml THo
e, BHOEEHR X v MIC 0.1 p/gml © E. coli %k
BB, #i% L-1051g, 1H2ME S E (1
HOZBERE O D> OME) % 4 BMMBEITLA, 18
KTTF#%, 4BHK FUv—viihs, BHINELELHL
HESnte, BIEM® L CBKRREMBOREZAD bR
o te,

(E#H13) O b4 P {KkE6lkg

BFS8E9 A ALy, ILMAHO KK EE, HE
Nbb, B BlrxHROIELT VA, 59%E 8 A27TH &
h bacampicillin 1.5g PR % 22A M %>, —FERLLC
AEEL, 9AI8H AR, 19RFERBEIK, Fvr—
CERWF L, BHokic b MICO.1 pg/ml o E.
coli ¥ REwiBr, #a L-105 18 % HE#204 0
BEWEE 19.5 pg/g, WMEI0HHICI 15.5 pg/g ¥ B
7o, WEE% 6 BRI, L-105 1g, 1 H 2@ AHHE (@
B DL E) MERYHT LA, 3BT THBREEL,
4HBRFUv—vikEL, AHLHEAELL, BIfFAR L
CEHEEREBORFBIBD DM o1,

3) MEERRHEE

(fEH14) =0 36 + 1hkE43. 5kg

FBFI594E12A10H, AEMBHE ALY, HAXRER I
iz, 12130, AEEL L LT ENX 600mg AR
% 7 BREMGT L C@T 5, 128188, ERCP * #ifF
L, BHORBIEETEABITH THL 1, 60F1
RA4BFWEOTETAR, BEOCOER, HHEB E,2 5
h, StkEEL: LT L-1051g, 1B 2@ & 1 i
A6 HEBETT 5, SECTERIMBE, AHLAE
T5, BIfFAX L OCBERREBEOREIRD b, -
fe, 60 1 A10A, EEMBHFE BT Lo, BEEEHO
EREIEECRERABEITHAThon, PEOAMBRY
B te, HEl L-105 18 % ek 98 5 OBEERNBRE
% 720.0 pg/g DEWEX TR L, WHIX cefotiam2g,
1B 2@ SHHELZBTLE,

(E#I15)  |O 68 k& 1hE46.5kg

FBAS9E12A180, A LBEHAE, LY, ABERKCA
Bz, BBEX#®» 5, 128248, ERCP & T LIS
B, AR, Ao i) P& D E coli »
B, MIC i 0.1pg/ml %R L7, StEEE, BY
KeLT, BF60ELF7HAR, L-1051g1H2ME
DEMEGEY 3SHMET, 2B TERIBRLAD
HELA, 1 AL08, IAE M, LBEYH, B A&
H, T-tube HIB® FLvy — % iliT LA, BHEERHO
FERIEHET, BEBELL D LRDLRAMN, HH
WORZEEROEMBYRB» I, FHH L-105 18 *»
B 143 SO KB R A L-105 ®E i 2,350.0pg/
ml L, B 145 SOIEEEEREE L 255.0ug/g
w @i, L-105 OBERARRARD bhT, kK & (A
DERELRDIE M1,

o = %

BIEVHEARZ + 7 A LEIER B XU EED Do

Zetkw X b f-lactam RFUAEFNL, S0, EHARE
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HoxHbleoT b, &< IC cephem RTAEH O
#, ERIHEE LL, REEFRBEOFE N LD 57
FURRE, #EREL LD T ABHERE, KBHE
FRBE 72 £ 75 & BHEER w5 F—HKR D
cephem FRIEHHF, WRAHAELAVHh, WMEEOHE
M- T, HEN*REBOCED 55, FIXmEs
X3 A4 B-lactamase HH FL TV 5 HFoHR 0
cephem F¥iAF» Hbh, ZHhIFEAR2 b5 ant
EORIBRKIRTBZ L HD, KBCHERERD
FHERDDOOHB, B cephem FHDBAF, #Hb
13310 B-lactamase th L, LI/ 7 A EHBREECX
THHRENEBDLE=MR LY, To—FiiT T
mBh, F& UTEERRE, HBERMECENY
REELOOH DY,

—7, RAERREOBHEIAZLELL, 772K
HRER, LEBBEEIIVIEERLBIRTW
Proteus &, Citrobacter |B7c ¥ DEEIC X % REYAE »° 15 1
Eh, Lrt—EoETitinl, EBOEREC L 5
Bhi% i h, SRERPENOMICHLEL LD, &
=1 cephem FYiTHf+5 HFEMNEALTEL, LA
L, #=1{tf cephem Flix, 75 2B X35 1
BNy, M s s 2BHE, &
M7 FUREC L AREMNEBE o TERLY, F2T
7 3B ELOHANREEhTETWSH, —
7, cephem FFAEHIL LTIk, F=HROBEEFT
LB, MHET FORELED 77 ABHECH L
Th, BOHENYETHEROMRCHE,r AT LR
TE,

L-105 (3REFN564E, BA L £ Y — #kR&H TAK,
BAFEA D LT E 1o H L\ HESA cephalosporin #|-C
bHBH, HEEEES X OBRKRSBRRCH LTRVCHE A
=7V AKRL, 754 BHEFREE LTI
CEZ L 3i3RAZ0HENXRL, 77 LBHEFIMEE
¥ LU R B LTk CMX & (3i3R% o Rifik
HEHEFRT. E@LAE TXTO p-lactamase &
W LTRETHD. % OME T LT L-105 13 MIC
& MBC oEndinl, BEHROERTV5 EH T
bo.~=v) vESEACBVREMMEYRL, I, 1,
I, L lcmyugEfty Ry, v 7 ARREH
R C in vitro FENCHIG Lic RIFLHBRI LR L
T\ 5%,

L-105 ¥, AEWERO mRRE 3, B Rk
dose-response #ix L, CMX & (3B LlD fohkEd
wrRT, T1/2(8) 12 18 #ER L I3KRM TH Y,
Reb etz CMX I b 2LfEL -,

L-105 DEH~DOBFFIE CMX DL 4~5. 7 1
B IR 2,550 pg/ml ITE LT\ 5, IBEEBEAD BF 4
EHOTRIFTHH. K BEBEABHE KEAS,
Rk, FRARER E~OBTL, KEENBLE0
MIC % L[E 5 BFEBTERLTVS,

CANT 4 T ARERDT v rERVWERE T, HB
D CPZ, 2FLF 5V —AIERCHKNRT, =% ) —
AMEEHOMFT € 7 AT e FIBEMMEL, L-105 3
TS —AERETBEN, ALY 4T ABERRL
WD EHEEZIRTWEYY,

ZE£5045E0D L-105 BRHERBEMNL, SRS
L2 X BBRFHME O REEERLLLG, EEERES L
OFEOKE, BTAMREE?2 6, SHEEELS IV
IEZE, RBEROIREREYIE 26, HI5HITHEA, 2
gl1A1E%Z 64, fiux 18 1B 2E%FEAIE LTHAE
BECXOYHEL, 1HAI2ERIBRETH -1, ik
4~ 8 HEOEBECT, %46, B4 104, &%l
B, BHRHEKIZ. 3% DREX R,

BRAEOSEEI N3G TH - Tehd, o 24
D 5B 1HIE, L-105 HEF%o ®FE,L TET, i
1 BTGB & RSB TH - T, MEFIHR
BB THoT, T 6 F0AERERCEHLERR
RS T3, FRBCEABEORRITETHY, 1
BIxBT, BAEYRRLIIH, REBOBRE VS
— o TET, —KkECBAR LD T, HHOEOR
FITTEETH Y, MEFHPHRITATS » 12
L-105 #E5%0BEREBL b AT, “hbo BEER
WLt LHEEIND, EBHFIO LATE L-105
BER E. coli pkBSES N, HERLESET,
Bt MIC 25.0 pg/ml o> B. fragilis 3 XK B
SRR, ERAREYEC Licbo sEx bh, BREOY
B L HE S v, TOMOES T, BRAEIE
WO EmNsL, MELNHRIBETS .

Table 7 & L-105 #r5 itk BEKKEME YR LI,
1o BED ESUMC L-105 X5 & Bbhb7V
AE—, BEBR BE TR WREREEORIER
BAACELTRD SR, BRREMECKT, 1
© GPT 0 ERMBERRSD bR, REARFRD
BEEn S D, Ho—RSHD LR Th B ik H L OBk
BlewdoLtHEEI S,

FAFOEREYRET IV LT, FOHEHD
BMAREA~OBIYBRRTHE LT THRRLL
Ll BT, SEO L-105 ERGEEHGA O 5D
9B IT, FRESOBELK, B, RE BE
el ¥ OBATRRFE Lic, #idj L-105 1gx B E
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Table 7 Laboratory findings before and after L-105 treatment

Case No,, Age, |RBC(x109 [Hbg/d)| He(%)| WwBC | GoT | GpT | ALP BUN
Sex and Weight /= o1 |8 |a|B|Aa| B | A |B|A|B|A|B|A| B | &
1 TXK. 18F, 55kg | 448 455[14.7]14. 1/42. 0[39.5[15,700| 4,000| 35 | 25 | 25 | 15 | 5.6/ 3.8/ 11.7 | 11.3
2 SS. 20M, 5%kg | 505 463/15.815. 4/48. 345. 8 9,900] 5,900 30 | 37 | 35 | 51 | 5.8 4.6 13.0 | 12.0
3 K.T. 31M, 70kg | 618| 58217.2[16. 452.5/49. 3(22,000] 8,300| 16 | 28 | 51 | 28 | 7.4/ 6.1/ 13.0 | 11.0
4 MT. 53M, 71.5 | 483 516/14.7]15. 344. 646. 1]11, 50010, 000 17 | 38 | 23 | 32 | 7.4017.4 23.0 | 12.0
5. C.O. 29F, 50kg | 394 403]11.311.835.5(36.4| 8,300 6,600 15 | 17 | 18 | 12 | 3.2 3.3 13.0 | 10.0
6. K.H. 20M, 70kg | 518 496/14.7[15.5/47. 446. 512, 200| 4,600| 23 | 22 | 20 | 13 | 6.5| 4.9] 10.0 | 10.0
7. NE. 19F, 42kg | 420 43012. 612. 5/40. 0138. 513, 400| 4,000( 25 | 18 | 18 | 10 | 6.6/ 5.3/ 15.1 | 9.8
8 M.Y. 61M, 58kg | 480 485(14.314. 143.0[39. 0[10, 400| 4,100| 40 | 30 | 30 | 25 | 5.9| 5.5| 20.5 | 15.5
9. S.M. 54M, 72kg | 515  508[14. 514. 8442, 0140. 0[11,900| 4,500| 18 | 15 | 15 | 10 | 5.6/ 5.3/ 10.1| 9.8
10, Y.S. 13F, 53kg | 456 450/14.313. 9l41. 0[39. 5[18, 300| 4,300/ 30 | 20 | 20 | 18 | 7.5| 5.5 1.3 | 10.1
1, K.N. 50F, 54.5 | 452 482[15.9]15. 346. 3l46. 613, 000 21|19 |40 [18|6.7/5.8 11.0 | 10.0
12. YH. 39F, 48kg | 455 444(13.613.339.538.0| 9,300| 4,100 25 | 18 | 18 | 15 | 7.6/ 6.3] 15.5 | 11.3
13, SN. 54M, 6lkg | 495 505[15.3[15.5/41.5[39.5| 7,800 4,400 35 | 25 | 28 | 18 | 7.3/ 6.3 15.3 | 11.3
14, EM. 36F, 43.5 | 451 42513.8[13.139.037.0| 6,900| 5,300 35 | 35 | 25 | 22 | 6.3 7.1] 10.1 | 18.1
15, K.F. 68F, 46.5 | 425 40112.0[12.5[38.5[36.0| 8,100| 5,200 38 | 35 | 28 | 30 [10.5/10.1| 15.7 | 11.3
B: Before A:After

L SRR LCRRAD L105 8 4 D oli  255.0, 720.0 pg/g OBBEAR® I,

NIH] %##EE & 35 bioassay thic THE L1, L-105 DI > v KU v 4 O K 25 b AFIOBET

L-105 18 B #20~8045 0 B4 KK PO 32 B2 V3. 4. 60~ BAORFRZ EBERINTED, KEAIHEERE

21.8pg/ml, 15 14.5+8.36pg/ml R L1, = it BRI EXRRBINTV50, BEED B \VITK

G 7,10 © 2 B X W BBIETH B, FEH 7 ORI g, BHESRRECOERLILVEDLRIE VL

% 70,80 HoEA T, 21.8 pg/ml D BEETH- %,

tedd, FEBII0MEHER 20,30 4 Tt 4.60, 8.00 pg/ml D EotasER X v, L-105 144 EEL, K,

Thote, ZDEL, EHOBTTIIDHBRBEDOKMA BB IME, B ERYET: & O ABHORYE R (E

DETHHZEXRLTWDEVLLB, LrL, OB LT, EhdTHERLERDO—DTHD L2 L5, &

EFORKED MIC #RH32 &, EHN7 T3 E coli 7BIfER, BRBEBEORFC L hRekod - EHT©

136. 25pg/ml, K. pneumoniae 3.0. 1pg/ml, E.cloacae 7325.0 HHEVZB,

pg/ml %R L, FEFLOTIE E. coli, K. pneumoniae r 3

0.1 pg/ml TP - 7=, BWaRA By, L-105(RAME D BT~
MBIE b RBEYIBR N v — DR LT % 23, L- LbRIEBEA VA ) —t%hAXETMREFO B < B+

105 DEERBBIEY ThHole ExELDE, +57 B,

BREBEK~NOBITNRHB D2 X 5, i RERER

BEGBIES255 X b 120 i b FIE LTV 525,

EHoEhi k&<, 0.025~11. 2pg/g, F 3.414+4.41

18/ DiER B, REBOTIARHATEE, L

X i3
1) EH %, RTEBER: 58 OERE, MYE
BEREOG M (W§KENR), 3~138, 51 7+

DRVCEHMEDEGNBBEYRT L5 THS, 1, 1o A, 1980

RS X IR B~ D BT h 5 5 & B LM 20,30 4 2) WAKEN, WALABE -7 7 2 s ZHEYD
T 15.5~23.4 pg/g %R Liz, LichionT L-105 12% BOLERE, -7 7 2 L RiLEHHOME
ﬁﬁﬁ%ﬁ&«@@ﬁﬁiﬁﬂ&%ﬂ&L\X:Z,o BEH~D Fféjiéﬁg&@)o 3~22H, A F 4 AN P4 —
BIREboTRIFT, MEGULLHITH S 2, 350.0 3) ?’%KE’/\HB, W EET RS R b oY T

rg/ml DEWEEEL, FBTEREL 261 THE Lt At DivE (BHEDRC 50 5 el Ems), i
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CLINICAL INVESTIGATION OF L-105 IN SURGICAL INFECTIONS

Yasuo Sawapa, Ikvo Hasumoro, Takasui NakaMUurA and JIROH Mikamr
Department of Surgery, Tenshi General Hospital,

(Franciscan Missionaries of Mary)

Kukio Sumizu and Naokr Uepa

Hokuoh Hospital, Sapporo, Japan

I.-105 with resistant to B-lactamase, hasa low MIC and a broad spectrum of activity against
both gram-positive and gram-negative bacteria including Bacteroides fragilis and Staphylococcus aureus.
L-105 was administered by intravenous injection or drip infusion in a dose of 1g or 2g once or
twice a day for 4 to 12 days to patients with surgical infections. These included 11 patients with
acute localized or diffuse peritonitis due to appendicitis, 2 with skin and soft tissue in ection and
2 with acute biliary tract infection. Clinical efficacy was excellent in 4 patients, good in 10 and
poor in 1 case (an efficacy rate of 93.3%). Clinical adverse effect was not recognized.

In 9 cases of above, L-105 concentrations in body fluids and infected tissues were determined
by bioassay method with E. coli NIH]J as test organism. Before the operation, L-105 in a dose of
1 g was administered by intravenous bolus administration. The materials of purulent ascites,
infected appendix wall, abdominal abscess wall, fistula wall, common duct bile and gall bladder
wall were taken during the operation.

L-105 concentrations in purulent ascites were ranged from 4,60 to 21.8 ug/ml at 20 to 80
minutes after intravenous administration. L-105 concentrations in infected appendix wall were ranged
from 0. 025 to 11.2 18/g, those in fistula wall and abdominal abscess wall were 15.5 to 23.4 ,.zg/
g, those in common duct bile was 2, 350.0 pg/ml and those in gall bladder wall were 255.0 and
720.0 pg/g. Those levels were higher than MIC of L-105 against isolated bacteria of these
cases.

Therefore, it was supported that L-105 could be used usefully by intravenous administration

to infectious diseases in surgical field.



