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AR5 BRL 28500 (Clavulanic acid-Ticarcillin) Rt
Ticarcillin #5EOEFEHNHEE~NDOEER

AE Z- N E R-FREEL-BIH - HHEE
EH BR-EEMX-RERE-BFX KR-BIL F
ABES - FEASKE-Ek ®-WTXHE
ABRRFEFHNRBFRE

HULER SN CVA-K & TIPC »7{fil 1:15 CEA Li-EsBH4EHE BRL 28500
KBIE L LT TIPC % 20 25 26 BoO@RESH 12 i 4 6 £l BRL 28500 %704k TIPC
A& % 1[EHRER 3,200, 3,000mg, 1F 2[8 (&, 4), one shot BETS5 HEKRSF L, &¥KA
DEFEHEER AT 2R E R 2o i EFEPD CVA & TIPC BER JUSERCHTS
BRL 28500 =35 BRL28500 & TIPC oIFIRFUZWEL, S HLREH K X 2 BIFARY
EERBRAEN OB ERIRET Lo

1. BRL 28500 (3, 200 mg X 2) #¥ 5| D EPRME % 13, Enterobacteriaceae th E.coli D
BER RSG5 AEROHESRT BB REBRITOREB LV 2~ 3R B VW EE 2T
U, Klebsiella spp. 3 (2ISFIREHR L b B BIA % L 7o 7o 2%, Staphylococcus spp. (TS
B e tie ThbOZEIE, WTFRLEEKRT 5 20 10 BERCREFE Lic, oo
5 AEHRE, 77 ABEER X OHBAERECEERS bhith -, TIPC (3,000 mgx2) &
L0613, Klebsiella spp. 3 X U% Staphylococcus spp. A% BRL 28500 X 3E{El U7 %R Lichs,
E.coli oB$3 TIPC #E5ic X hFEIhT, TOMOETIHEIALRILI 5T,

2. o CVA & TIPC ¥EE1z. BRL 28500 % %\ i TIPC 5 F0T<XTHORER T,
BHBRUT TH - 7o

3. BRL28500 B %\ it TIPC #E6lh b OHEERKICRT % MIC D& T, BRL 28500 ik
TIPC X b EWERTRL, &7 7 2AAHEBRECH LTEROBRELBEU LI DO TH -1

4. BRL 28500, TIPC #5fsticBIfFA OB 13 7x<, EEIRREME ~ © # % < BRL 28500
BE5HT GOT DRELER  28IItAbhi, —F, TIPC TRITRTREMBETERELZE LIH

OCT. 1986

ik o oo

EEE —F 4 2 HFE LI B-lactamase FHEH|T
» % potassium clavulanate (CVA-K)V i Fig.1 ©
FLI-Xd nlERXEEL, * 0% 41X potassium
(Z)-(2R, 5R)-3-(2-hydroxyethylidene)-7-ox0-4-
oxa-l-azabicyclo [3. 2. 0J-heptane-2-carboxylate -,
FhEFOMEERIERTHE - &b, BB CHER
CIHETA LR TERWA, ExoMENELT S B-
lactamase * RABRCHES L, TOBRGEEY REL
TrzEnb, ®PTiXER CVA-K & amoxicillin
(AMPC) o fffitk 1:2 26 5ZRAHFMNRFE I A T
\Who

BRL 28500 i3> CVA-K L LI A <7 b
* A 3T % penicillin ZoE 5K TH 5 ticarcillin
(TIPC) % fHffitt 1:15 TEHAL M BEHEHEYN
#l©, TIPC o&FFT&% % penicillinase # o B-lacta-

mase EARETHHREXMo Tk h, &£ 33 HEEK
(LEEESLBACTHEVWTHFEY v EY Y AR LD BT
Sh, *OEBIKRIZORA TOEKFEMMRRLOL
en?, KEE e reRELCBEo RKFREEECS
THEEERELIRE LV,

%z TR A BRL28500 » sff@sk & L T TIPC %
one shot B CHE L, HENEEE 0 XHLBE

Fig.1 Chemical structure of CVA-K
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AEARERLCRT 2 HEDOBREYWE, THEBRD
BRL 28500 & TIPC it % BEHIRZUERB L EET
3 LR EIFRAEYRELEDT, T OREEBRET 5o
I. % & # %

1 EERMEEOCLE

1) EE

20 ®h o 26 B, F5 22.5 iR, fKE 54~92kg, F
# 67.9kg DEERME 12 flEHRE Lo

2) BEFE

weE 12 flx £ e Ao 28t b}, I#FHR
BRL 28500 1@ 3,200mg, M&Eficxt LTk TIPC 1[H
3,000mg #fEM L, WEstic1 A 26 (8§, £), one
shot E¥ECIE~ 6 HRE, FHE5 BRHE Lo

3) EFEPIMEHEIER

WEARERERL M5 B, ®E5BBR,
BEBB3 A%, BEHKS B RERTH), 5K
T3, 5 10 AL Lo

4) EENMERRAESE

BEKELRE®EL, T0 lg XXM (Brain
heart infusion broth (Difco) 37.0g, Resazurin 0.1%
alcoholic solution (Wako) 1.0 ml, L-Cystein-HCI-H,0
(Wako) 0.5g, Bact agar (Difco) 1.0g, Deionized
water 1,000ml) o 9.0ml wAh, X< EFf#, Dilu-
tion buffer A (KH,PO, special grade (Wako) 4.5g,
Na,HPO, special grade 6.0g, L-Cystein-HCl-H,0
(Wako) 0.5g, Polysorbate-80 (Katayama) 0.5g,
Resazurin 0.1% alcoholic solution (Wako) 1.0 ml,
Bacto agar (Difco), Deionized water 1,000ml) T
100 EEEEARL, £0 0.1ml % 5% ¥R MK
0 Phenylethyl alcohol agar (BBL), DHL agar (Ei-
ken), NAC agar (Eiken), Staphylococcus agar No.
110 (Eiken), 1.5% Bact agar (Difco) pn SF broth
(Eiken), Candida GE agar (Nissui) g% L, 30°C,
48 WFSIE%E, GAM agar (Nissui), Bacteroides
agar (Nissui) @b ¥k L, 30°C, 48 B%f Gaspak 7
(BBL) TS EICE « D MBS ¥ ERO JEy
fiv, £k minitek (BBL) % A\ CHEBORT» £
Lich’, COR, &8z Bacteroides spp. % TO
REIRE Edbie, teds, Clostridium dificile 4%
@ Allen DFEINCH CTER Lo

2. EFEHERAIBERNE

D xgE

EEHEROWNTE LR U 12 flico T EREE L [
UH, F7hb BRL28500 » TIPC #H5BAMEETS H,
BEWIER, BEBG3 AE BEMHES A% (BER
TH), BEKT 3,5, 10 B OEEOE HEAOR

E%Iﬂﬂ‘i L7

2) REHE

PR EXE DI IRES, REE 2~ 8 HURICHRE
L, FoOFEZI0ELED 0.1M 7= vBEH IR
(pH6.5) #inx, k& F T Homogenize #%, 4°C T;&
D4yEE (10,000r.p.m, 54) L, FOLkErEGkL
LT D& ERBERE B - 7

(1) CVA-K

Klebsiella pneumoniae subsp. pneumoniae ATCC
29665 # & EH &+ 5 Large plate agar well g5 T, #%
#1132 Nutrient agar (Oxoid) 2 {HE /A L, ZAEME (T
TIPC ##FREFICHV ALK T CVA-K % FRLIE
BT 5 LR ERGEOBEXWEL, EFE 1g FORE
FHEHHE LY, TOBOKRERFIIFEE1gF 0.16mg
Tdh o1

(2) TIPC

Pseudomonas aeruginosa NCTC 10701 » BREH &
-+ % Large plate agar well $-C, #z#bi3 Antibiotic
medium No. 2 (Difco) 2{#/H L, E¥hsgix TIPC #*
0.1M 7= vEEEK (PH6.5) THRLIFRT 5 &3
CHEREDOBERRAE L, #E 1g o TIPC BEYH
H LA, SHEHBAIIEFE 1g & 1.56mg TH - 7o

3. EARZHEAE

SrBtkeR Candida spp. RUBERSIERE SO TIREEA]
REZH BERT, T o EETIX BRL 28500
TIPC #5584%75 B, #56%KE, #5FEMBR3IBE
BEBIAS AR, #ERT 3, 5 10 HEOEEEY 1
Bk$ 0 at randam (B, BEBBEET, ®5H, KEH%
TH o 3FwHr, BRL28500 & TIPC wxit % R+
HERE L, MIC OZ{baHE L,

IONIPSE 773

BRL 28500 #¥5.f5| T Enterobacterviaceae 4y gtk
Escherichia coli 52 ¥k, K. pneumoniae subsp. preumo-
niae 22 ¥k, Klebsiella oxytoca 7 #k, Citrobacter freundii
6 ¥k, Enterobacter agglomerans 1 ¥ © 5t 88 #, =
DD 75 AR T P. aeruginosa 8 k& Pseu-
domonas fluorescens, Xanthomonas maltophilia £ 1
BoH 108, 775 A2BERE Tt Staphylococcus
aureus 5 kg, coagulase-negative Staphylococci 11 #:,
Enterococcus faecalis 19 #, Enterococcus faecium 7
4BRDEF 46 ¥, TIPC #5461 C
13 Enterobacteriaceae D4y Hikkeh E. coli 49 #, K.
pneumoniae subsp. pneumoniae 19 ¥k, K. oxytoca
1 ¥k, C.freundii 1%, E.cloacae 3%k, Enterobacter
amnigenus 1%k, Hafnia alvei 2 ¥kDEt 76 ¥k, F+ DOl
D75 AEHRE T P aeruginosa 68, 75 AP5K

Bk, Micrococcus sp.
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BB TiL S. aureus 10 ¥k, coagulase-negative Staphy-
lococei 12 #, E.faecalis 13 ¥k, E. faecium 9 ¥k, it
44 Bk, RRET 270 BRE MR L L1,

2) FHRZHRET®E

IEFEREFLBREC 6 ERFERFRETHUE L
oo TR bV OEKE S HE ML Mueller-Hin-
ton broth (Difco), RRFHHITEEEHIT Mueller-Hinton
agar (Difco) %fEH L, ZHEMBOREEEIX 108 cells/
ml & & 1, BRL 28500 & TIPC izxi% 5RRZ AR
%%ﬁﬁ L1

3) EffARUVEREZE

BRL 28500 R 0¥ TIPC #5450 12 flic> & £ EF O
SEAAE2 LHERT 10 A% CORERORERE
BT 5L, BEFBREFENELERT 3 Akic—
fepl CRMBE, mmERE AnRESR ~es/=e
¥y (Hb), ~=t 7Y+ (HY), m/MRE), 7=t
r v €V, OEECENRE (BREHB AGH. &
YLy, avaxsdFwe—a, GOT, GPT, Al-P,
LDH, BUN, Creatinine, mEEMHEHE (Na, K, CD))
BRUORKE (pH, B, B, ve¥) /-7y, HE
¥ER L, BREEE~NOEEYF =, 7 L1

II. & =

1. EEREBR#EOCLD

1) BRL 28500 #5143

(1) ®EBMKBETS B

Enterobacteriaceae v E. coli {3 £BH 2.7x105~
1.0x 108 cells/g, F 35 1.8x107cells/g T, Klebsiellg
SPP. (% 2 BD3E 4 1.6x10%, 4.0x 102 cells/g, Citrobg,.
ter spp. 3 2BIDHRHE 4 1.0x108,7.0x102 cells/g %
5~ L, Enterobacteriaceae £k THh B & 24 2.9«
105~1.0x 108 cells/g = B b, Fi51.8x107 cells/g
T, fliD 7 7 » BRI Pseudomonas spp. 4324
SEEI K 4 5.0x10% 9.0x102cells/g #2 L

75 nBG¥EE S Staphylococcus spp. 132 2N 3
4 2.0x10%, 3.0x10%cells/g T, Enterococcus spp. i}
£H7° 3.0x10°~1.1x108 cells/g, F#5 2.0x107 cels|
g, Micrococcusspp. 1% 3 Bt 6.0x102~2,0x108 cells/
g, Candida spp. T3 2BIDHME 4 1.0x102 2.7x
102 cells/g 7R L7,

K B Bacteroides spp. (3£f7 HGBREIN10
x1019~1.1 x 10! cells/g, F#5 4.3 x 101 cells/g T, C.
difficile 35 BEINich -1, Case 1 01§04
Toxin ARHE &N,

R IERE 5013 2. 0x1019~5.0x 10" cells/g, ¥
2.2 x10" cells/g T3 - = (Tables 1~8, Fig.2),

(2) #®EB%HA

Enterobacteriaceae vh E.coli \3# 5555015 B LR
UL 2P baBXh, 1.0x108~1.0x108 cells/g, ¥
3 3.7x107 cells/g T, #5BAAHIS5 H OFHEHLA
H %~ L, Klebsiella spp. & Enterobacter spp. #'%1

Table 1 Bacterial flora in feces of healthy volunteers administered BRL28500 (3,200mg x 2, i.v.)

—5 days before administration—

Case No. 1 2 3 4 5 6
Name J.S. Y.T. M.D. T.S. J.A. T.F.
Agely.), Sex 26,M 24, M 22, M 21, M 22, M 20, M Mean
Body weight(kg) 73.0 92.0 71.0 75.0 72.0 64.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 2.7%X10° 3.3x10° 2.0x10° 1.0x10% 4.0x10° 1.0x10° 1.8x10°
Klebsiclla spp. 1.6x10" | 4.0x10° 2.7x10°
Citrobacter spp. 1.0x10° 7.0x10% | 1.6x10°
Enterobacter spp.
H. alvei |
Enterobacteriaceae J 2.9%x10° 3.3%x10°% 2.0x10° 1.0x108 4.0x10° ] 1.0x10°8 1.8x10°
Pseudomonas <pp. | 5.0x10? 9.0%x10% 2.3%x10°
Staphylococcus spp. | 2.0x10% 3.0x10! 5.0x10°
Enterococcus spp. CL6X10° | 6.1X10° | 3.0X10° | 1.1x10° | 1.0X10° | 1.9x105 | 2.2X10°
Micrococcus spp. | 2.0x10° 6.0x102 | 6.0x10* | 3.4%x10°
Candida spp. l 1.0x102 | 2.7x10° 4.7%x10°
Total aerobes 3.9x10° | 6.4x10° 2.0x108 2.1x108 5.0x10° 1.2x10° | 3.8%107
Bacleroides spp. | 1.0x10'° | 5.0%x10" | 6.0x10" [ 1.1x10' | 1.0x10"™ | 2.0x10" | 4.3x10°
Total anaerobes | 2.0x10" | 4.3x101 | 6.0x10 | 3.1x10" | 4.0x10" | 5.0x10" | 2.2x10
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e
Table 2 Bacterial flora in feces of healthy volunteers administered BRL28500 (3,200mg X2, i.v.)
—just before administration—

Case No. 1 2 3 4 5 6
Name Js. YT. MOD. TS. JA. TF.
Agel(y.), Sex 26, M 24, M 22, M 21, M 22, M 20, M Mean
Body weight(kg) 73.0 92.0 71.0 75.0 72.0 64.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 2.8%108 1.0x108 1.0x108 1.2x107 8.0x10° 1.0x10% 3.7x107
Klebsiella spp. 2.0x10° 3.3x10
Citrobacter spp.
Enterobacter spp. 2.2x10° 3.7x10°
H. alvei
Enterobacteriaceae 2.8x108 1.0x108 1.0x108 1.2x107 8.0x10° 1.0x10° 3.7x107
Pseudomonas spp. 9.0Xx10% 4.0x10° 2.2x10?
Staphylococcus spp. 1.5x10° 1.0x10% 1.0x10* 8.0x10* 1.7x10*
Enterococcus spp. 2.8x105 | 1.0x10% | 2.3x107 | 9.0x10® 3.7x10° | 1.8x10°
Micrococcus spp. |
Candida spp. 1.0x10? 7.0%x10% 4.1x10° ‘ 8.2x10?
Total aerobes 3.1x10° 1.1x10% | 1.2x10% 9.1%108 8.0x10° 1.4%x10° 1.8x10°
Bacterotdes spp. 4.0x10%° 4.0x10% 3.0x10'° 1.9x10% 1.2x10" 1.0x 10" 8.7x101°
Total anaerobes 6.0x10'° | 7.0x10Y | 7.0x10% | 1.9x10' | 2.6x10' | 2.3x10" | 1.5x10"

Table 3 Bacterial flora in feces of healthy volunteers administered BRL28500 (3,200mg X2, i.v.)
—3 days under administration—

Case No. 1 2 3 4 5 6
Name ].S. Y.T. M.D. T.S. J.A. T.F.
Age(y.), Sex 26, M 24, M 22 ,M 21, M 22, M 20, M Mean
Body weight(kg) 73.0 92.0 71.0 75.0 72.0 64.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 4.3x107 1.0x108 1.2x10° 1.0x10° 7.0%x10* 2.4%x108
Klebsiella spp. 1.4x107 2.0x10% 3.4x107 3.3x10° 4.1x107
Citrobacter spp. 1.0x10° 1.7x10°
Enterobacter spp.
H. alvei
Enterobacteriaceae 1.4x107 4.3%x107 1.0x108 1.4%10° 1.4x108 4.0x10° 2.8x108
Pseudomonas spp. 2.0x10* | 3.3x10°
Staphylococcus spp. 6.0x10* | 4.8x10° | 2.0x10° | 1.0x10* | 3.4X10°
Enterococcus spp. 1.0x10% | 2.0x10® | 6.1x107 1.5x108 5.0x10% 1.1x104 1.7x108
Micrococcus spp. 1.0x10¢ 1.7x103
Candida spp. 8.6X10° 2.6X10° 4.5%10¢
Total aerobes 1.1x10% | 2.4x10% | 1.6Xx108 1.6X10° | 6.4x10° | 4.3x10° 4.5x10%
Bacteroides spp. 1.0x10% | 6.0x10% | 6.0x10% | 6.3x10° | 1.0X10' | 4.0x10° | 2.5x10%
Total anaerobes 1.0X10% | 1.6x10' | 6.0x10' | 3.0x10' | 8.0x10' | 5.0x10Y | 6.5x10'°
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Table 4 Bacterial flora in feces of healthy volunteers administered BRL28500 (3,200mg x2, i.v.)
—5 days under administration—

Case No. 1 2 3 4 5 6
Name J.S. Y.T. M.D. T.S. JA. T.F.
Agel(y.), Sex 26, M 24, M 22, M 21, M 22,M 20, M M
Body weight(kg) 73.0 92.0 71.0 75.0 72.0 64.0 ean
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 1.9x10° | 8.1x10' | 1.3x10° | 2.5x107 1.4x10%
Klebstella spp. 1.0x108 5.1x10? 2.0x10? 5.7x107 3.0x108 1.0X10% | 2.7x107
Citrobacter spp.
Enterobacter spp.
H. alvei
Enterobacteriaceae 1.0108 1.9x10° | 8.1x10% | 1.4x10° | 2.8x107 | 1.0X10® | 1.4x10"
Pseudomonas spp. 1.0%x10? 5.2x10° 8.8x1(0?
Staphylococcus spp.
Enterococcus spp. 2.0X10° 1.1x10° | 1.0x10% | 1.0x10° | 2.0x108 2.1x10°
Micrococcus spp.
Candida spp. 1.0x10? 3.0%x10% 2.4x10° 1.2x10° 2.6X10° | 2.1x10*
Total aerobes 3.0x10° 3.0x10° 9.1x10%° | 2.4x10° 2.3x108 1.0x10% | 1.6x10%
Bacteroides spp. 4.3x10° | 8.0X10' | 2.2x10" | 4.0Xx10% | 4.0x10' | 2.5x106 | 6.4x10®
Total anaerobes 8.0Xx10' | 2.3x10'" | 7.1x10" | 1.0X10"™ | 4.0x10% | 1.0x10% | 2.0x10!

- Table 5 Bacterial flora in feces of healthy volunteers administered BRL28500 (3,200mg X2, i.v.)

—3 days after administration—

Case No. 1 2 3 4 5 6
Name J.S. Y.T. M.D. T.S. J.A. T.F.
Age(y.), Sex 26, M 24, M 22, M 21, M 22, M 20, M Mean
Body weight(kg) 73.0 92.0 71.0 75.0 72.0 64.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 2.0x106 2.0x10°8 3.3x107 2.0x10° 8_.0><108 1.8Xx10° 3.5x10°
Klebsiella spp. 1.0x108 1.0x108 5.0x10* 1.0x10° 8.2x10° | 1.7x10°
Citrobacter spp. 9.0x10? 1.5%10°
Enterobacter spp.
H. alvei .
Enterobacteriaceae 1.0x10° | 1.0x10% | 3.3x107 | 3.0x10' | 8.0x10° | 8.4X10° | 5.2x10°
Pseudomonas spp. 1.0x108 1.0x10* 3.0x10¢ | 1.7x107
Staphylococcus Spp. 1.0x10* 1.0x10% | 1.7x10°
Enterococcus spp. 4.0x10° | 1.1x10° | 3.9x107 | 2.2x10° | 4.1x105 | 9.2x10* | 6.2x10°
Micrococcus spp.
Candida spp. 1.0%102 1.0x16* | 1.1x10° | 6.0x10* | 3.0x10*
Total aerobes 6.0x108 1.2%x10° 7.2x107 3.2x10' | 8.0x108 8.5x10° | 5.8x10°
Bacteroides spp. 2.0X10 | 4.0x10° | 8.0x10° | 2.3x10" | 3.9x10" | 4.2x10" | 1.9x10"
Total anaerobes 1.7x10" | 3.1x10" | 3.3x10" | 2.6x10" | 5.6x10" | 9.7x10% | 4.3x10"
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Table 6 Bacterial flora in feces of healthy volunteers administered BRL28500 (3,200mg X2, i.v.)
— 5 days after administration —

Case No. 1 2 3 4 S 6
Name J.S. Y.T. M.D. TS. JA. T.F.
Age(y.), Sex 26, M 24,M 22,M 21, M 22, M 20, M Mean
Body weight(kg) 73.0 92.0 71.0 75.0 72.0 64.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 1.0x108 3.0x108 1.0x10% 1.6x10° 2.0x108 3.2x10° 3.8x108
Klebsiella spp. 1.0x108 | 7.0x107 1.0x10% 1.2x107
Citrobacter spp. 4.1%10° 9.5x10? 8.4 %102
Enterobacter spp.
H. alvei
Enterobacteriaceae 1.0x10% 3.0x108 1.0x108 1.7x10° 2.0x108 3.3x10° 3.9x10%
Pseudomonas spp. 1.0x102 1.7X10
Staphylococcus spp. 5.0x10* 8.3x10°
Enterococcus spp. 2.0x10° 3.1x107 1.9%x107 9.1x108 3.5%x10* 8.9%10° 1.9x108
Micrococcus spp.
Candida spp. 1.0%10? 1.3x10° 3.0x10* 8.0x10? 5.4x10°
Total aerobes 3.0x10% 3.3x108 1.2x108 2.6x10° 2.0x108 3.9x10° 5.8x10%
Bacteroides spp. 1.9x10'" | 5.0%10° 2.9x10" | 2.1x10" | 7.0%x10% | 6.0x10' | 1.4x10"
Total anaerobes 8.0x10" | 1.3x10™ | 4.9x10" | 2.2x10' | 3.0x10' | 1.0x10' | 3.4x10"

Table 7 Bacterial flora in feces of healthy volunteers administered BRL28500 (3,200mg><2,i.v.)
—10 days after administration—

Case No. 1 2 3 4 5 6
Name J.S. Y.T. M.D. TS. J.A. T.F.
Age(y.), Sex 26, M 24, M 22,M 21, M 22, M 20, M Mean
Body weight(kg) 73.0 92.0 71.0 75.0 72.0 64.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 2.5X10% 1.0x107 2.0x10° 2.4x108 1.0x108 6.3x107
Kilebsiella spp. 5.6x10° 2.0x10° 4.9%10° 1.3x10°
Citrobacter spp. 2.3x108 3.8x107
Enterobacter spp.
H. alver
Enterobacteriaceae 2.6x108 1.6x107 2.0x10° 2.4x10% 1.0x108 4.9%x10% 1.0x108
Pseudomonas “spp.
Staphylococcus Spp. 1.2x103 2.8x10° 6.0x10* 1.2x10* 5.9x104
Enterococcus spp. 2.0%10° | 2.0x10° | 6.3x10° | 2.0x10® | 3.0x10* 1.3x10* | 3.4x107
Micrococcus Spp.
Candida spp. 2.0x10* | 2.5x10° | 1.0%10° 1.7%10*
Total aerobes 2.6x108 1.8><‘107 2.6x10° 4.4x108 1.0x108 5.2X10° 1.3x108
Bacteroides Spp. 7.0x10" | 1.1x10° 2.0x10' | 2.0x10" | 3.0x10% | 1.4Xx10" | 1.8x10"
Total anaerobes 7.0X10™ | 1.7x10" | 3.0x10% | 3.0x10' | 1.7x10'" | 4.8x10 | 5.6x10"




CHEMOTHERAPY

292 -OCT. 1986
Table 8 Toxin production of C. difficile in feces of healthy volunteers administered
BRL28500 (3,200mg X 2,i.v.)
Case 5 days Just 3 days 5 days 3 days 5 days | 10 days
No. before before under under after after after
1 + + + - - - -
2 - + + - - - -
3 - — —_ - — - _
4 - - — - — - —
5 -— _ — - -— — —_
6 - —_ — — - - —
Fig. 2 Bacterial flora in feces of healthy volunteers administered BRL 28500
(3,200 mgx2, i.v.)
mﬂHEnicrobaclcriaccuc Enterococcus spp.
DSIaphylococcus spp- Total anaerobes
Klebsiella spp. E.coli

Enterobacter spp.

Citrobacter spp.

121
2 10
<
< -
~
s 8+ DEae
2 A2
5 r s
3 A
= 6r
=
] »
S
g 4 —
5 [ L
= 2
oL Ll 2N [IINAZN T,
5days just 3days 5days 5 days
Administration before before under under after
FIOZIZHEHE h, £ 4 2.0x102, 2.2x10°cells/g, g ThHoto

Enterobacteriaceae £k TH % L 4F» 1. 0x106~1.0
x 108 cells/g $Ki1zH b, 5 3.7 %107 cells/g <, #EE
WIS H OFHEREREXE L, Lo 77 Alat
FEE§ (X Pseudomonas spp. 32 ic/BExh, %4 9.0
x10%, 4.0x102cells/|g Th » 720

77 LIEEHIR Staphylococcus spp. 133 GBIIART 5
B hBHANE% < 4T, 1.5x103~8. 0 x 104 cells/g,
5 1.7 x10% cells/g, Enterococcus spp. % 1 {7 TH Mk
I, 5 iz 2.8x105~1.0 x 101 cells/g, F#51.8
x10° cells/g T, #ZEBALAFIS B OTEEE X v 2 B
B CHER AR Lice Micrococcus spp. 134 fh g X
A, Candida spp. 3 35 1.0x102~4.1 x 103 cells/

R M E R Bacteroides spp. 1345 3. 0x1010~1.9
x 10! cells/g, SE# 8.7 x 100 cells/g %2 L, HEHk
B 5 BOFHEK ERAE T, C. difficile (3)EEhih
> fehy, Toxin 23EEBARARTS H &R U Case 1 kil
i Case 2 o 2 fliciBd b, BEESHEERILAN
6.0 x101°~2. 6 x 10! cells/g T, #5BL4E &HENFA
L0, 1.5x10" cells/g T, #HLBAAAT5 HOTH
B EFAATH- 7 (Tables 2,8, Fig.2),

(3) #®L5pIA3AE

Enterobacteriaceae v E. coli (3 #35-Btg A w2
fl7 2 BEEVCER, 2 A2 EL»Raosl A8
2 BHHEVER T, 180 SRS high - kb, T4
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cip 2.4x108cells/g &R L, #5EAE OFHERIC
Bl Lico Klebsiella spp. 3 5B R X v REFI2%
CAPT, BEBIMAATS H & HBILT L AT 3.3x
105~2.0x 108 cells/g, F 15 4.1x107cells/g & £ L,
Citrobacter spp. 431 Bl BEE 1. 0% 10° cells/g TH
otz ¥, BERKRBAROREEBAETS HITREI R
1 Enterobacter spp. (3£ Bh LB I hichs - 7o En-
terobacteriaceae LA THh % L 2fh 4.0x105~1. 4 x
10°cells/g ik h, TEBAAE X b 2 I 2 BRREEL
R 4 APELRABOEE YR L, FHTIL 2.8x
108 cells/g T, #5BAARE OFEEE AL LI, T D
o 7 5 AEHRE R S5R B B S hic Pseudo-
monas spp. D 2fFld 1 FIDZA 2.0x10% cells/g ¥ 2
L, #5BAARUCEEEATI S B OB~ 2 B
Bhoto
75 s Staphylococcus spp. 13y 5BtAH &
AL 4G LLoMIN, BERMBBICHE LI MIN 2 &
EEVEE 202RUOEE, 1620 2 BEREHE- B
%R L, FH T 3.4x10%cells/g THREBABE DFH
BRE L LT, Enterococcus spp. 1313 5-BathH 1m#k
HIhighotc1 iz fc2fih bnmEIh, HE5E
WELD 200 3B EEVER, 3 FIELARE
OEE, 16152 BREVERZE L. ¥ 1.7x108
cellslg T, BEBRE O EHEB B Lic, Micro-
coccus spp. (L 1BIDZA G 1.0x104 cells/g HEEZ h,
Candida spp. (3 5BAAE TR I NIz 3 BlRD 1 6]
PHORNEINT, fb2 Al HGE TN 2 RS
VEBOBL OB ER L,
HSK MBS Bacteroides spp. (34 fH 4.0 x 10°~6. 0
X100 cells/g e v, HEBABAICHEL, 401128
LrREOEH T, 20132 BREEVERYR L, 5
2.5x10%cells/g T, #HEBMAR O FHERK LR T,
C.difficille (XM S higm o fops, BEBIBE AL 2
BIT Toxin 23Z2b b fe, MEEKHERIIL B2 1.0x
109~1.6x10" cells/g T, \WFho fih BHEBEE &
RUrREOER AR L, T 6.5x100 cells/g T, £
SR OB IEL L (Tables 3,8, Fig.2),
(4) B5BIAS B BEHKTH)
Enterobacteriaceae th E. coli 3. 2 fip» LERH T,
0 4 Blck 2 Gl B 5 BAMA B I LLBE L 2 B\ AL,
2ORBLOBEKYE L, F49 1.4x100 cells/g T, ¥
SEBEOTEER L b 3 BpeE <, Klebsiella spp. |1,
RERMANS B, HLpmE 7+ LTHREBAM3IBA®HI D
SOBMLS <, 26125 2.0x102~1. 0 x 10° cells/g 5,
FI2.7x10" cellsfg , g5 BAMEE £ &5 BIAH 5 Aic
B X h 1 Citrobacter spp. & Enterobacter spp. 34y

BEI M iehs o To, Enterobacterviaceae 45T % L 24|
A5 1.0x108~8.1 x 10 cells/g 31z b, HEBAHIC
B3GR 2 BB VER, GRS AE0ER %
RL, FHTIE 1L.4x100cells/g T, ¥ E5EEEE OFH
BRI HER L3RS CEREYE L, TOMD 75 4
KatE 1852 Pseudomonasspp. n 5 BIfAE L1 R 15 -
720l 6% 4 1.0x102 5.2x103 cells/g B X M i,

77 KGtEEESh Staphylococcus spp. (34, Entero-
coccus spp. Tix 1 G Lo pEI T, Bl S hic Enter-
ococcus spp. D5 Fldr 3Pk #HH5BAAE X b 3 &ML
EESVCER 203ELUOEKERL, Ty 2.1x10°
cells/g T, ®EHBEDTFHERLRETH > 7o Mi-
crococcusspp. (320D LI T, Candida spp. 13
BEHGE LW REALSL 50T, 2558458, &
ERtA3 B% & T R T 1.0x102~1. 2 x 10° cells/
g, Fig 2.1x10%cells/g TH » 7=,

&S B Bacteroides spp. 134155 2.5x108~2. 2
%10t cells/g iz b, HEEAA R ICHEI L 5 GloE L
HREEBOEH 1625 AHECEEKEYE L, F15 6.4
x10% cells/g T, #5BAR O FHEHR L B& T C
difficile \3rHEI T, Toxin LPITHH TE 7eh -
Too MREBSHMEERIIL612 1.0x10°~7.1 x 10! celis/g
T UWThofl#56KR & 8Ly AED ER YR
L, 35 2.0x10" cells/g T, HH5BAEE OFHE L &
R&T#H - 7 (Tables 4,8, Fig.2),

(5) #5E#T3H®%

Enterobacteviaceae th E. coli 13 £flA% 1.8 <105~
2.0x10"cells/g $izp b, HEEABR LD 201r 2 B
EUERVER 301 ELUREOER 16152 &
BEVCERYEL, F#H 3.5x10%cells/lg T, Z50A
B OB N 2 B R <, Klebsiella spp. 13475
BATA S HBR & D D BEGIZ 1 Bld 7chs - 7ohs, B 5BEH
B LUEEBIARTS BiTlB LA <, 565 5.0x10¢~
1.0 x 10' cells/g, F#5 1. 7 x 10° cells/g, Citrobacter spp.
121 D2 AH9.0x102% cells/g & 73< L, Enterobacter spp.
IR S sk o T, Entevobacteriaceae £ {ETH 5 &
£ 0iAs 8.4x108~3.0x 101 cells/g =5 b, 13504
BXbh3fr2EREUESVER 3MMELOERY
2L, F5 5.2x10°cells/lg T, H5BBIAR OFHEK
CHAN2EEES -7, + O Mo 7S aaRE T i
Pseudomonas spp. A\Z5BAAEICHBEI 2 fld 1
Fl & 2 FilAs 1.0 x104~1.0x 108 cells/g % 7% L %o

77 »G S Staphylococcus spp. 1X{F 5B R T
wEshicaflh2flic s h, &4 1.0x104 1.0
x10% cells/g T, #E5BAAE B LETE LR U B,
BE I 2 BEEVER T, Enterococcus spp. (L4 HHs
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9.2x103~2.2x10° cells/lg #2 1, wEBIEE X b 24
D3EMEUEEVER 3MELRAOER 14
2 BRRSEVGER, P 6.2x108cells/g T, #H5BRMA
B OFHBEHC B Uiz, Micrococcus spp. 1M X
#3°, Candida spp. 3 5BIEE X 0 141% < 4 Blps
HOREZ 71 1.0x102~1.1x 105 cells/g, F#5 3.0x10*
cells/g CH -t

BT B Bacteroides spp. 1344540 x 108~4. 2
x 10t cells/g e v, HEFBHCH~ND &5 HHA
BOEIK, 1615 2 BREEEVELR, 5T 1.9x 10
cells/lg T, BEFIBE OPEHEIBCELI L, REIES
B LB UL 2806 C.difficile & Toxin (2B IR
T, BRSHEERISAA 1.7Xx1011~9. 7 x 10! cells/g
T, WTRLBERGR R REOBEYRL, F
35 4.3x10" cells/g T, H#EBIBE OFHER LAST
% - 1z (Tables 5,8, Fig.2),

(6) ®#EKRTS5HEE

Enterobacteriaceae v E. coli 134 # 3.2 x105~
1.6x10°%cells/g i v, FEBAEIC LB L 3 M2
2BMEECELR 3BIMNRL,SREDE i 3.8x
108 cells/g T, #5BAMA R OFEEEBUTIELL Lic, Kieb-
siella spp. XBEBHIRA I SBEI 1B E fh 2 BT
1.0x10%~7.0x107 cells/g #2 L, BiZ D 1 Fli1 568
GH LY 2BRIESVERT #ERBBACRE IR
N2PICHEEXh, £4 4.1x
10% 9.5x102% cells/g -C, Enterobacter spp. 13HH I h
10y o 1oy Enterobacteriaceae £k TH % & LFAH 3.3
x105~1.7 x10%cells/g 3izHh v, #EHBE LY 341
2 EESCER 3AVELrREOEBEYRL, F
#5 3.9x10%cells/g €, #5BAE OFHEFIRLL
Teo TOMD 77 AEHERE TR EHAE COEI R
1z Pseudomonas spp. O 2 s 1 AlDOH» - 5BIEE
FREIEBD 1.0x102cells/g #E LTo

7 7 sIBHEBR Staphylococcus spp. (1 EBRIAH I
BEIRCAAF I AOEN OB S h, #EMAR &
@& D 5.0x 104 cells/g T, Enterococcus spp. (32 fhs
8.9x10%~9.1x108 cells/fg 2 L, 2 1 5HBE
HARSEREL EBVER 2HIARE0EE 26152
B BB E R L, i 1.9x 108 cells/g T, #
LBRA B OFHEBUEL Lico Micrococcus spp. (3£
Bih o #EE nT, Candida spp. (XR5FIA B w2
N3P Efih 1A 1.0x102~3.0x 104 cells/g T, §j
Z0 3B LKA LEU»REOEK T, T 5.4
%103 cells/g THh » 720

S EE R Bacteroides spp. 134 6435.0x105~2.9
x 10" cells/g e b, BEHAKRA LLBT 5 & 5 FIH

- 7= Citrobacter spp.

BLrRAEOEE, 1655 BREECER, 5 14x
10t cells/g €, #5BAMGE OFHEECEL L, Bhy

75 AERUEERT BHKERALL, 2605 Cdf
Sicile & Toxin (X MHEIh §, BMRKHEERT 200
1.0x10"'~8.0x 10" cells/g T, Wb REBMM®E L
BLERAEBECEREE L, ¥ 3.4x10 cells/g ¢, #
55t B OFHER LFE THo o (Tables 6,8, Fig,
2)o

(7) #5#K7 10 H#%

Enterobacteriaceae th E. coli 131 fin: LB N T,
85 Blix 2.0x108~2.5x 108 cells/g T, &5 Hlizs
SBEE XY 10 N2 BMEAE VBRSO ELoE
B 100h 2 BRREEGCEEEURIR L, 35 6.3 X107 cells/g
T, BE5BBE O FHEBE BB TH - o Klebsielle
spp. (L HEEFBEICHEE IR 1 H & £ 2 B 4.9x
105~5.6x 108 cells/g T, BIED 1 Gl HBSBEA Y
N3 EPEE <, Citrobacter spp. (%1 BIDOHM;2.3x108
cells/g %8 L, Enterobacter spp. 35BS hishr o1z,
Enterobacteriaceae £4KTH 5 L4HH 4.9 x105~2.6
X108 cells/g Hich v, FEBAIAE L HET 5L 240
2ERERVCER 3HAEMOER 16152 BRIEE.
BERARL T 1.0x108cells/g T, HEEBEOTE
HERIEL, Fofio s AaUEERTSA» bR
HEhich -t

75 LatEBE g Staphylococcus spp. (IR EBRBAR
SEEX Mo ABIFR 2 B & 2 BIAY 1.2 x108~2.8x10°
cells/g T, BIED 2 0k HE5BAIAE & AAD BRYE
L, 5 5.9x10%cells/g T, #HEBAAA OFHERL
& TH - 1o, Enterococcus spp. 13£fH: 1.3x104~
2.0x108cells/g /R L, #H#EBHMA K KREIhih-
7o 1BIL @ 5 Bldh 3 BRI, RE 0K, 252
BIELL EEVGER AR L, T 3.4x107cells/g T, #
5BAtG A OFHER L » 2 BFEL BR T, Micrococ-
cus spp. [34:Bn LA WX v, Candida spp. 3H5H
WEHCHBEX Nt 3HIdR 2 B &l 1 A% 2.0x10°~1.0
x10° cells/g T, B o 2 I SRR~
2EBEEVGER 1 ANELOER TH - T

HEe R4 Brh Bacteroides spp. 3£ fiH3 1. 1x10°~7.0
x10M cells/g #RizH b, WIFhd &ERIAE LEUNR
LOBE T, Ty 1.8x10U cells/g %77 L, BEHKHR
OFEHERCEL Ui, BERGS B BERT S
5 B LA L £ 5 C.dificile & Toxin (JEHE
ht, KRR M B 4 Bl A% 3. 0x1010~1.7x10%
cells/g T, BEBAE LB % & 1 6t 2 BHERVE
B 500 ELY AR By 21, T 5.6x10°
cells/lg T, BEMBHO PHEK LAATH- I
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Tables 7,8, Fig.2)o

2) TIPC 50

(1) B5BRtAHTS B

Enterobacteriaceae & E. coli 131 fih-Hor gy,
h5@E 5.0x 106~9.0x 108 cells/g, 3F# 1.8x108
ells/g ¢, Klebsiella spp., Citrobacter spp. RO En-
wobacter spp. 134 1 BIOHZN TR L H 1.1x107, 5.0
105, 4.0x10%cells/g %7~ L, Enterobacteriaceae %
kT 5 & 6 FIiL 5.0x108~9.0 x 108 cells/g iz b,
5 1.8x10% cells/g T, Z DD 7 7 AREHREIIE
Bxhiem ot

75 salEErE Staphylococcus spp. (% 2 Bilh b HE
S, 4B 4.0x102~1.0x 108 cells/g, ¥ 1.7
<107 cells/g, Enterococcus spp. (¥£fFlns 8.3 X104~
0x100cells/lg HKizH H, FHE 2.0x10°cells/g,
randida spp. (21 DA D 3.0x10% cells/g 2 L7z,

S Bacteroides spp. 134f753.9x109~1.2
<10 cells/g, ¥ 2.8x 100 cells/g ¢, C.difficile 1%
G heh - 723, Case 6 D 1HDAIZ Toxin HIEE
bbhhtc, BMEKEERITLA A 8.0x1019~4. 1 x 101
ellsfg HichHh, FH 1.5x10Ucells/lg TH » 72
‘Tables 9,16, Fig.3),

(2) ®E5BAA

Enterobacteriaceae v E.coli \3#x5-BRfA RIS B i
TEEShighs - 72160 & fh 5 FIAS 5.5x105~1.5x10°

cells/g T, & D 5 Gl 4 Glr- R 5BAMART 5 B LA
FAHEOEE, 106h 2 BREEVGERERL, F35 2.6%
108 cells/g T, #55AMARTIS B O FPHERLAETH -
tco Kiebsiella spp. \3#5-BAMKATS Bt I hic 16
CIIRTc o o 1 BlDZps 8.0x%x104 cells/g ¢, Citrobac-
ter spp. L Enterobacter spp. 1345Ih> HAYEEX Ruich
> foo Enterobacteriaceae 44k Tah % & £FHS 5.5%10%
~1.5x10°%cells/g $RicHh b, B HEMARFIS B LHENB &
A PPRLREOHER, 265 2 BREEVER, T35
% 2.6x108cells/g T, #5BALAHTS H OFHEH LA
BT, EOMD 7T AREREIZRE SRk o T

75 ABHE R Staphylococcus spp. 11 5BRLART 5
Bz HBEXh 7o 4 Bl 3 BHt 2.0 x102~1. 0 x 108 cells/
g T ZO3FIRHEEENRETS B LB T 5 L 2 BER
VEE, AE0ER, 6 BEEEVERYE Lcflnig 1
5, Enterococcus spp. 13£f»s 3.0x10°~2.0x108
cells/g 3R b B 5BAMAETS B L b 1512 2 BRIERVE
® 3O ELAEOER. 267 2 B EEWE
HERL, ¥ 5.4x107cells/lg T, #E5BAMAAS B
FHEE L D 2 B &S - foo Candida spp. (333558
BARTS BB I h 1Pl &l 1 fIA & 4 5.0x10¢,
1.0x10%cells/g T, FIFEZHREHERS B0 EEERA
BTH-to

KB Bacteroides spp. 134655 1.0 x1019~1, 0 x
10" cells/g T, #5BALARTS AITH A1 FIA% 2 BEPEE

Table 9 Bacterial flora in feces of healthy volunteers administered TIPC (3,000mg X2, i.v.)

—5 days before administration—

Case No. 1 2 3 4 5 6
Name MR. K.T. S.M. H.T.. T.H. K.M.
Agely.), Sex 25,M 24,M 23, M 21, M 21, M 21, M Mean
Body weight(kg) 75.0 54.0 58.0 63.0 58.0 60.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 9.0x108 5.0%x10° 1.3x107 6.4x10° 1.6x108 1.8x108
Klebsiella spp. 1.1x107 1.8x10°
Citrobacter spp. 5.0x10° 8.3%x10?
Enterobacter spp. 4.0%x10° 6.7 X102
H. alvei
Enterobacteriaceae 1.1x107 9.0x108 5.0%x10° 1.3x107 6.4%10° 1.6x108 1.8x108
Pseudomonas spp. [
Staphylocaccus spp. 4.0x10? 1.0%10° 2.1x10* | 1.0x10° 1.7x107
Enterococcus spp. 1.6x10° 1.0x10° | 9.0x10¢ 8.3X10* 7.0x10° 1.0x10° 2.0x10°
Micrococcus spp,
Candida spp. 3.0%x10* 5.0x10°
Total aerobes 1.6x10° 1.1x10'° | 5.1x10° | 1.3x107 | 7.1x10° 3.6x10° | 2.2x10°
Bacteroides spp. 2.0x10% 1.0x10%° | 5.1x10° 1.2x10 | 3.9x10° 1.0x10% | 2.8x10%
Total anaerobes 1.6x10' | 7.0x10' | 3.0x10' | 4.1x10" | 1.2x10" | 1.3x10" | 1.5x10"
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Table 10 Bacterial flora in feces of healthy volunteers administered TIPC (3,000mgXx2,i.v.)
—just before administration—

Case No. 1 2 3 4 5 6
Name ‘M.R. K.T. S.M. H.T. T.H. KM.
Age(y.), Sex 25,M 24, M 23,M 21,M 21, M 21,M Mean
Body weight(kg) 75.0 54.0 58.0 63.0 58.0 60.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 5.5x10° 3.0x10° | 3.5x107 | 2.0x10° 1.1x10° 1.5X10° | 2.6x108
Klebsiella spp. 8.0x10¢ 1.3x10¢
Citrobacter spp.
Enterobacter spp.
H. alvei
Enterobacteriaceae 5.5%x10° 3.0x10¢ 3.5x107 2.1%x10° 1.1x10° 1.5%x10° | 2.6x10°
Pseudomonas spp.
Staphylococcus spp. 1.0x108 3.0x10* 2.0x10? 1.7Xx107
Enterococcus spp. 3.3x10° 1.1x108 2.0x108 3.0x10° 9.0x10° 2.0X10% | 5.4x107
Micrococcus spp.
Candida spp. 1.0x10* 5.0%x10* 1.0x10*
Total aerobes 8.8X%10° 2.1x108 3.7x107 2.4%10° 1.0x107 1.7x10° 3.2x107
Bacteroides spp. 2.0x10% | 1.0x10% | 5.0%x10' | 1.0x10' | 1.0x10' | 4.0x10' | 3.8x10*
Total anéerobes 2.0%x10'" | 3.0x10% | 1.7x10" 6.0x10" 1.0x10M" | 6.0%10'° | 1.6x10M

Table 11 Bacterial flora in feces of healthy volunteers administered TIPC (3,000mg x 2.i.v.)

—3 days under administration—

Case No. 1 2 3 4 5 6
Name M.R. K.T. S.M. H.T. T.H. K.M.
Agely.), Sex 25, M 24,M 23, M 21,M 21,M 21, M Mean
Body weight(kg) 75.0 54.0 58.0 63.0 58.0 60.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 2.0x10% | 2.0x10® | 1.0x10 | 1.3x107 | 2.0x10% 5.1x10°
Klebsiella spp. 1.2x10° | 5.0x10° 1.0x 106 4.2x108 | 2.7x10°
Citrobacter spp.
Enterobacter spp.
H. alvei
Enterobacteriaceae 1.4x10° | 2.1X10% | 1.0%X10" | 1.4x107 | 2.0x10" | 4.2x10® | 5.4%10°
Pseudomonas spp. 6.4x10% 1.1x10°
Staphylococcus spp. 1.0x10* 3.6%x103 2.3x10°
Enterococcus spp. 7.0x10% | 7.5X107 | 1.0x10° | 1.5x10° | 1.0x10°® | 6.0x10° | 3.1x107
Micrococcus spp.
Candida spp. 1.0x10* | 6.1%10° 5.0%X10% | 1.0x10%2 | 5.0x10* | 1.2x10*
Total aerobes 1.4x10° | 2.8x10° | 1.0x10" | 1.6x10" | 2.0x10" | 4.3x10°® | 5.3x10°
Bacteroides spp. 2.1x10" | 6.8x10" | 7.0x10° | 1.0x10" | 8.5x10" | 8.0x101 | 3.1x10%
Total anaerobes 4.2x10" | 6.8x10'! | 1.3x10" | 1.0x10' | 1.5x10'2 | 8.0x10%° | 4.7x10"
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Table 12 Bacterial flora in feces of healthy volunteers administered TIPC (3,000mg x2,i.v.)
—5 days under administration-

Case No. 1 2 3 4 5 6
Name MR. K.T. S.M. H.T. T.H. KM.
Agely.), Sex 25,M 24,M 23, M 21,M 21,M 21, M Mean
Body weight(kg) 75.0 54.0 58.0 63.0 58.0 60.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 4.0x10® 1.0x10% | 1.0x10% 2.3x107 3.2x10° 2.4x10% 1.8x10°
Klebstella spp. 2.5x107 2.0x108 2.5x10° 3.8x107
Citrobacter spp.
Enterobacter spp.
H. alvei
Enterobacteriaceae 4.3x108 1.0x10* | 1.0x10® 2.3x107 5.7%x10° 2.4x10% 1.8x10°
Pseudomonas Spp. 2.0x10* 2.0x10* 6.7x10%
Staphylococcus  spp. 1.0x10? 1.0x10* 1.0x10* 3.3x10°
Enterococcus spp. 1.0x10? 4.5%x107 3.0x10° 5.1x10° 6.0x108 3.5Xx10° 1.1x108
Micrococcus  spp.
Candida spp. 1.0x10° 3.4x10° 1.0x10* 3.6x10° 6.2x10*
Total aerobes 4.3x108 1.0X10% | 1.0x108 2.8x107 6.0x10% 2.4x10% 6.2x10*
Bacteroides spp. 2.0x10" | 1.5x10" | 1.1x10" | 1.6x10 | 3.0x10% | 7.0%10' | 9.0x10"
Total anaerobes 2.0x10% 1.5x10% 2.0x101 1.8x10™ 8.0x10'° 7.0%x10"° 1.2x10"1

Table 13 Bacterial flora in feces of healthy volunteers administered TIPC (3,000mg x 2, i.v.)
—3 days after administration-

Case No. 1 2 3 4 5 6
Name MR. K.T. S.M. H.T. T.H. K.M.
Age(y.), Sex 25,M 24, M 23,M 21,M 21,M 21, M Mean
Body weight(kg) 75.0 54.0 58.0 63.0 58.0 60.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 5.0x10° 1.9x108 1.2x107 1.7x10° 8.8x10° 1.7x108
Klebsiella spp. 6.0%x10° 6.0x10* 1.0x108 1.0x10° 2.4x10° 4.0x108
Citrobacter spp. 8.0x10° | 1.3x10%
Enterobacter spp. 1.0x10% 1.7x103
H. alvei
Enterobacteriaceae 5.0 x10% | 2.0 x10% | 1.2 x107 | 1.0 x10% | 1.2 x10° | 4.0 x10° | 7.0 X10®
Pseudomonas spp.
Staphylococcus spp. 2.0x10* 3.3x10%
Enterococcus spp. 1.7x108 2.3x108 5.3x108 8.2x10° 1.0x10° 3.9x10° 8.6x10%
Micrococcus Spp.
Candida spp. 1.0x10* 2.3%10° 1.2x10° 2.2x10*
Total aerobes 6.7x10° 4.3x108 1.7x107 9.2x10° 1.0x10° 7.9x10° 1.6%10°
Bacteroides spp. 3.0x10" | 5.0x10% | 1.8x10" | 1.0x10" | 2.3x10" | 9.5x10 | 2.8x10™
Total anaerobes 3.7X10M" | 9.0x10" | 4.2x10" | 3.4x10'" | 7.5x10" | 1.3x10'? | 5.5x10!
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Table 14 Bacterial flora in feces of healthy volunteers |administered TIPC (3,000mgx2,i.v.)
—5 days after administration—

Case No. 1 2 3 4 5 6
Name M.R. K.T. S.M. H.T. T.H. K.M.
Age(y.), Sex 25,M 24 M 23,M 21,M 21, M 21, M Mean
Body weight(kg) 75.0 54.0 58.0 63.0 58.0 60.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5
E. coli 4.4X107 | 7.0x10% | 4.8x10° 4.1x10° | 1.0x10° | 2.9x10®
Klebsiella spp. 8.0x10* | 5.0x10® | 8.3x107
Citrobacter spp. 1.5%107 2.5x10°
Enterobacter spp. 5.0%x10° 8.3x10°
H. alvei 1.0xX10° | 1.7x10°
Enterobacteriaceae 4.9%107 7.0x108 4.8%x10° 1.5%107 4.2x10° 1.5x10° 3.8x108
Pseudomonas spp.
Staphylococcus spp. 8.0x10* | 2.0x10% 2.0%x10* 1.0x10* | 3.3x107
Enterococcus spp. 2.9x10° | 2.1x10® | 2.0x10° | 1.7x10° | 6.0x107 | 8.0x10® | 1.8x10®
Micrococcus spp.
Candida spp. 9.0x10* 7.0x10¢ 2.7X10*¢
Total aerobes 4.9x107 1.1x10° 2.5%10° 1.5x107 6.4x107 2.3x10° 5.9x108 )
Bacteroides spp. 9.0x10' | 2.3x10" | 5.0x10% | 2.0%x10' | 3.0x10% | 1.4x10' | 9.3x]0Q"
Total anaerobes 1.6x10'" | 2.3x10" | 1.0x10" | 9.0x10" | 1.2x10' | 1.4x10' | 2.8x10"

Table 15 Bacterial flora in feces of healthy volunteers administered TIPC (3,000mg x 2, i.v.)
—10 days after administration—

Caze No. 1 2 3 4 5 6

Name M.R. K.T. S.M. H.T. T.H. K.M.
Agely.), Sex 25, M 24, M 23, M 21, M 21, M 21, M Mean
Body weight(kg) 75.0 54.0 58.0 63.0 58.0 60.0
Daily dose(g) 2 2 2 2 2 2
Duration(days) 5 5 5 5 5 5

) E. coli 1.1x10? 3.0x10% 6.0x10% 2.0x10° 9.0%x10° 8.0%x10° 3.0x10°
Klebsiella spp. 2.1x107 2.0x10* 1.0x10° 1.0x10* 3.7x10°
Citrobacter spp. 1.0x10° | 1.7X10°
Eaterobacter spp. 2.0%x10° 3.3x10°
H. alvel 3.3%x107 5.5x10°
Enterobacteriaceae 1.3x10% | 3.0x10® | 6.0%10® | 2.0x10° | 9.0x10° | 8.3x10% | 3.1x10°
Prcudowonas spp- 6.0x10% | 2.0x10* | 9.3x10° 1.7x10°
Staphiiococcus spp. 3.0x10°% 2.0x104 1.3x10° | 5.0x10°
Enterococcus spp. 1.4x10° 1.3%10° 4.0x10° 1.2x%10° 1.8x10° 6.0%x108 3.2x108
Microcoecus spp
Candida spp. 1.4x10°% 1.0x10% 8.2x103 5.0%10* 1.2x10*
Total aerches 1.4x10® | 1.6%x10° | 6.0X10® | 2.1x10° | 1.1x107 1.4x10° | 6.3x10°
Bacteroides Spp. 1.0X10% | 8.0x10% | 2.0x10™ | 2.8x10' | 1.0x10" | 5.0%x10%° | 9.0x10%
Total anaerobes 6.0x10% | 1.1x101 | 2.3%10" | 5.0x10' | 2.4x10" | 1.2x10" | 2.1x10"
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Table 16 Toxin production of C. difficile in feces of healthy volunteers administered
TIPC (3,000mg x 2,i.v.)
Case 5 days Just 3 days 5 days 3 days 5 days | 10 days
No. before before under under after after after
1 p— —_— —_— p— —_— — —
2 — pa— -— —-— -— -— -—
3 -— f— —_— —_— — f— -—
4 -— —_ — - _— —_— i
5 j— -_— — —_— —_— p— —_
6 + + + + + + +
Fig.3 Bacterial flora in feces of healthy volunteers administered TIPC
(3,000 mgx2, i.v.)
MEnlcrobaclcriuccae Enlerococcus spp.
:]Slaplzylocuccus spp- Total anaerobes
E.coli Klebsiella spp. Enterobacter spp. Citrobacter spp. H.alvei
12r
s 10F
<
& L N1
4 M
28 N
E L N
H - /l
O |
;) |
R |
E L
3 2
ot—lill E M EA ‘ FAN
. ) 5days just 3days
Administration before before under

B SODMELORA0ERLRL, T 3.8x100
clisfg T BEBAH 5 B OTHER LRET C.dif
fieile 3 BARARTS B L AL KHBEIhT, Case 6 O
i Toxin 2350 B 7o, MHRSEBERZ 2 P75 2. 0 x
109~6.0x10" cells/g ., \ v & BEBAARIS B &
RrRsoss e R L, ¥ 1.6 x 10! cells/g T, #
s B o FHEH L IS TH -1 (Tables 10,
16, Fig.3),

(3) #58m3p

Enterobacteriaceqe O E coli 131 Bl HHRH & hF
f5 Bz 1.3x107~2, 0 x 1010 cells/g T, #E D5t
OB SRR DRSO HgE L 2 BREL R B
URSBBIL, F355.1x10° celis/g ¢, BERMBAE OF

BHEEWEL L1z, Klebsiella spp. (X BRL 28500 &
PIER UL B 5BA I~ BRI % ¢, B 5RatsE
ICHH X R 7o 1 &4 3 2% 1.0 X 108~1. 2 x 10° cells/
g T BIED1PUIRERGHE L b 2 BEESVCEEL R
L. 5 2.7x10%cells/g T, #5BIL4HIS B BN
i Citrobacter spp. & Enterobacter spp. 13435 B4
B LR U BRE TE 7ehs  fo, Enterobacteriaceae 4tk
THB ELFID 1.4 x107~2.0 x 1010 cells/g 1RicH .
BEBEH TN 400 2 BRBEL) FE B, 2 GlavE
BPDOEH T, T 5.4x10°cells/g &R L, BE5EAE
DFHEBI | Lo 20 10 7 5 nfatiS g Tz
Pseudomonas spp. 31 /8 X 6.4 x 103 cells/g T
BHotoo
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75 s Staphylococcus spp. 1XFEFEB T
BHEShc3BF 16 L1 A& 4 3.6x10%, 1.0x
10%cells/lg 2L, HIED 10 HERHHBB O BT
K, Enterococcus spp. 134FA% 7.0x102~1.0x 108
cells/g T, BSEAIBH B L1612 2 BfERE VB,
3ENELFAEOEE, 261 2 B HEVER Y
AL, P 3.1x107cells/g T, #5BIAE OFHERK
ERIBTH - T, Candida spp. |3 BRL 28500 # 54|
IO LESOBEGE L, BEHBRCREIhC2F)
16l Efih 4 FAS 1.0x102~5.0x 104 cells/g T, FiFE
D1PIEERIGE OBB EAEXE L, FH1.2x10¢
cells/g TH -t

S Bacteroides spp. (324 HIH57.0x10°~8.5
x10t cells/g T, WIFh b HEBAAE OBWE L ELNF
B, P 3.1x10" cells/g T, HEHHBE OFHEEK
WWRELL, #5EKRM5 B, #E5HBAE LRALL C dif
Sicile (3 HEI NTsh - 7ohd, Case 6 D4z Toxin AIER
Dbhi, REIHERIILEH 1.0x100~1.5x1012
cells/g Mich v, WTFh L REBBE OB & BRLE
AT, ¥ 4.7x10" cells/g &R L, #E5FHBHE OFH
B ELREBTH -7 (Tables 11,16, Fig.3),

(4) #5BAAS BHEE BREXTH)

Enterobacteriaceae vh E. coli 134 5 3.2 %105~
1.0x10%cells/g iz b, HEBMARICH~N 26253
ERDESVER 40Ar8L0BEEYEL, ¥y 1.8
x10°cells/g T, ®5BAIAE OFHEEITHEL LI,
Klebsiella spp. (33 5BAIAH LILBET 5 LB BIE S H
Sl R EBRB 3 AR L 1007, BEBBE RS
BEI NI 1B D 3BT, 2.5x105~2,0x 108 cells/g
%% L, Citrobacter spp. & Enterobacter spp. |24y B
ENish o too Enterobacteriaceae £45TH 2 L\ Th
% 5.7x105~1.0x10% cells/g HKicH b, HE5BIAR I
N2 HH 3 BEU EE VB, 4G EUOER YR
L, 735 1.8x10°%cells/g T, #E5HAAE OFHEHRIC
Bl Lo ZTD D75 AMERE Tit Pseudomonas
spp. 2 EEBA S BRI I hic 1 4 & fl 1 Aty
Thd 2.0x104 cells/g &R Lo

77 s[GBS Staphylococcus spp. (3FEEIMEH iz
DEEI R 3BT LB & 2 6 A5 1.0x102~1. 0 x 10
cells/g T, MFED1FXREHBACOEK LA LS %
21, Enterococcus spp. (ILf5%1.0x102~6.0 x 108
cells/g Miedh v, EEBBIAR ICH~L FIA% 2 EBREE B
B SHPELRAEDEE 261752 BHEUEEE
BarL, F#H 1.1x10cells/lg T, HEFIKA OFE
BB Lic, Candida spp. |34% 5304 H kbl L
BB E D - 7o, BEBBR3 BB L0 157k <,

——

BEFMACOBEI N 20 LM 25155 1.0x105~3 ¢
x10% cells/g T, BHED 2 Ui 5BAE B OBEEY
TErRAEZEL, FH 6.2x10¢cells/lg TH -1,

KB Bacteroides spp. (32BA% 2.0x1010~] g
x10! cells/g T, \Whd BEEEE OFEE LEUMR
BRRL, T 9.0x100cells/g T, #EBIAR DFY
BRERAABTH - 1o, C dificile (2 5BEM48T5 0,
EBIGH RO 5 EMR 3 B & REICKE XhT, Case
6 D&z Toxin HRD LI, REMIEER LM
2.0x109~2.0x 10" cells/g e b, Fhb s
WBE EELRAEEEL, ¥ 1.2x104 cells/g ¢, §
LB E O FHEK L A TH - 7= (Tables 12,16,
Fig.3),

(5) ®HERT3AHE

Enterobacteriaceae 1 E. coli 131 fld> 58I nT,
fiu5 Blix 1.7 x105~8.0x 108 cells/g T, #%ED 5 fjch
101 5B Bt~ 2 RSV BEE, 4 Bl
REOEE AR L, ¥ 1.7x108%cells/g T, #H5HHE
HOFHEH LFAETH - oo Klebsiella spp. 1385
BAE B IR S hic 161 LAl 4 BUAS 6.0 x104~2, 4 x10°
cells/g T, HEEGIIEEBIA 3 ABR RS BE
WHBEL &<, BEO LM RERIEE X b 2 BKE
<, FH4.0x108 cells/g T, Citrobacter spp. & Enter-
obacter spp. XX EEIMART S5 BB Shi-flE Biro
& 1B ERZER 8.0x108, 1.0x104cells/g Th-
Ico Enterobacteriaceae £4kTH % L3 X T A 1.0x
10°~4.0x 10 cells/g $Kicp b, HEBEACH~N1H
P2BEEVGER 5 AMNELUSRE0ER T .0
X108 cells/lg #E LEEBIBE OFHERERAABT %
DD 7T sEEREIDBES huith - 1,

75 LIBEE R Staphylococcus spp. (1 #RESBHBAR
B SN 3Blsh 1 FloZA 2.0x104 cells/g T, #E
BAtAH DES L R4, Enterococcus spp. (34LHH LT
x108~3.9x10% cells/g HKicH v, HEBIAEIHEL
1615 3 BRFEE VB, 5 FIH iy A& 0 EEER
L, ¥ 8.6x108 cells/g T, #E5BMAA OFEERKL
L., Candida spp. |3 EBME 3 HEROBR 5B S
BEX ) DBEPI 7L, BEBGE B2
i1 B0 3 GIT, BIHED 2 Gl EBIEE OBEICH
(PR N

TR Bacteroides spp. (34@As 1.0x10°0~
9.5x10" cells/g 2L, \FhiepkEORKE
BLEA, 512 2.8x101 cells/g ¢, HEHHBED
FEBEBRLL, C.diffcile 1185075 B, &5
BRtEH, #5560tk 3 BRROBERGS BELALLS
BEX 9, Case 6 m&iz Toxin ATD bt BT
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ﬁﬁﬁbiﬁﬂﬁ; 9.0x101°~1, 3 x 102 cells/g IRi=H b,
HEEER X0 1H100 2 BRERVERL 5 FIAAL-F
soEfET L, FH 5.5x10 cells/g T, H5HMHA
DTHEH L A& TH - 7= (Tables 13,16, Fig.3),

(6) BEHRTSHE

Enterobacteriaceace th E. coli (33 54T 3 BT
gxhichok 182 HIXAEES T, fiLs ik 4.8%
105~1.0x10° cells/g T, = D 5 GIiTiF5RAER I~
2 2 BEEVER 2H0RAA0ER 161028
BECERYE L, 5 2.9x108cells/s T, HE5FLH
AOVHEH LFAE TH - o Klebsiella spp. (355
#3A%, BEHAS AERVERSKRT 3 A% LHET
ALREAIRDL Iy, BERBBCSBEIRICLA
Lsbo 2 FlH & 4 8.0x104, 5.0x108 cells/g % /= L,
Citrobacter spp. & Enterobacter spp. |3 1% 5BRfARAT S
ARBH IR & R o 1B 1 BIA 1.5x107, 5.0
x108 cells/g T, 1Bz H. alvei »11.0x 108 cells/g 4 Bk
Nz, Enterobacteriaceae £ THh % L3 XTHs 4.8
x1°~1.5x10° cells/g 3icdp b, HREMEE L b 24
N2EREEVER, 4 EL Beo BT B
3.8x10cells/g ¥2 1, HEHEAOFHEREAE
T, XOMD 77 AEMEREISEE S Wi 5 T

75 LG Staphylococcus spp. 115 BIAB
Bl &7 8 Bl 2 B LD 2 FIAS 1. 0 X 104~2. 0 x 108
cellslg T, B D 2 Flrk 1 P H-5- 505 B 1o~ 2 B3F
AUER, 1 AE0 B % & L. T 3.3x107
cells/g, Enterococcus spp. (455 1.7 x 105~8. 0 x 108
celslg Bich b, VP hd BB E OB LE LR
BOEBYE L, F451.8x108 cells/g T, HEBIEE O
FORIRY, Candida spp. (31435844 H 12/ B <
AR2BIF 160 L i 1 DB A & 7.0x10%, 9.0 x 104
cells/g %R L, BED 1 I BLEBRE OER LRSS T
Hot

JRKERE R Bacteroides spp. 134 515: 2. 0 x 1019~.2. 3
X10%cells/g T, 3 hd B5BEE OB LEL,F
B FE2 9.3x100 cells/g T, HERIEE DEH B
LRBRR L. C.difficile 133 5014 5 B, £¥5B81
B B5BES B REBIAS RERUEEHT 3 H
BLRAUL s 3, Case 6 D&z Toxin A3
bhis, RSB £ 6 5% 1.0x1011~9. 0 x 101!
cellslg iz b, IRy 5L E DB EELUAF
AT, Fi5 2.8 x 101 cells/g #5R L, $#25E14R EZ7)
BHLAETH 1 (Tables 14,16, Fig.3),

(1) #5#T 10 B
Enterobacteriacege i E. coli {34 A 2.0x 108~
8.0x10° cells/g sz 1y, RERGAE LHET B L 2

Fir 2 BREDERVCER 4 ELrRE0ERAYE
L., 5 3.0x108cells/g T, H#EBAMAE OFHER L
&, Klebsiella spp. \J#55th 3 BEROEEHAT 3
B L RRICEEREBE X b o8BS, RERKE
CHHE R 7o 1 B & 3 HIA% 1.0 x 104~2. 1 x 107 cells/
g T HiED1ABESHGA LAEOEEY L, F
¥ 3.7 x108 cells/g TH - 1z, Citrobacter spp. & Enter-
obacter spp. X 5BARRATS BT BE S M icfl LIz R s
ol i 1HH 1.0x108, 2.0x108cells/g ¢, H. alvei
BRERT S BRICBEREZ W 7/ U162 3.3x107
cells/g # 82 L1-, Enterobacteriaceae £45Tx % & T
NTH 2.0x108~8.3 x108 cells/g HKizH b, #BLBALE
ik~ 2 fi»s 2 BRELI ESVER, 4 firELAA
DEHF T ¥y 3.1x10cells/lg R L, #HEHAE
DFBERLEAETH > 7o TOMD 75 £ [BHREIZ
Pseudomonas spp. 733 fh HoEXh 2.0x102~9.3
x 103 cells/g TH » =,

75 LB Staphylococcus spp. (1 EEEEIZ
BHEE R 730 101 & i 2 A0 1.3x103~3. 0% 10°
cells/g T, FIED 1 IR EBIKBE OBERCEL En-
terococcus spp. (Z&fAHs 1.2 x105~1. 3 x 10° cells/g &%
CHh, WIhd HERBA O BREEL, RE%E
L, 5 3.2x108cells/g T, #RERAR OFHERIC
Bftl, Candida spp. (3 5Bt 3 A%, HBE5HIASH
BERUL EEBMG A ICHE LOBERIES L, BERE
HizBH I h 20 & o 2 55 1.4 x103~5. 0 x 10
cells/g 27~ L, BTE D 2 13550160 OB & BL:
Fl& T, 5 1.2x10% cells/g TH - 7o

BB R Bacteroides spp. 13417 1.0x100~2. 8
x 10t cells/g T, WFh i B EBIAR OB L AL A
A, FEIL 9.0x100cells/g T, 555 H DL
EREXEL, Cdifficile (3#% 5B 5 B, 5B
B, #5613 5 BRI ORERT 3, s HELRALU
B E ¥, Case 6 DAz Toxin 2EH Hhto, &
HESIEE R L £ A 6.0 x1019~5.0 x 10! cells/g 3=
HY, WThIHEREROER EBUAE% T L.
g 2.1x10" cells/g =, ##5MAR OFBER RS
T - 1= (Tables 15,16, Fig.3),

2. EEPEFBE

1) BRL 28500 &7 .

BRL 28500 %5 LT #HENMEZEOLE ¥ 4t [
C6fliconT, BEFMBHTOF = 7 & LTHRERE
5 BRUEBEEIAR ICRIT ¥ FEHRD CVA & TIPC
DRERPIE Lichs, P.aeruginosa NCTC 10701 25
K. pneumoniae subsp. pneumoniae ATCC 29665 T

BRRE/SENO BEITRETE ¥, BEFKB3EK
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HEBA S AHRU BEKT 3, 5 10 Akd £ 5l »°
TIPC, CVA #iIT#HEFLIT TH - 7o (Table 17),

2) TIPC #5f|

TIPC ##5 L TEFERAEEOLHZAIRAL 6§l
1o\ T, BRL 28500 #5.6 & Rk 5BALAEL 375
HOREBAN S B & 5B E I EEFo TIPC &
ERRIE L2t P.aeruginosa NCTC 10701 TEEA]
EAEWOBRERAETEY, H5HB3 R B5H
5 BBERUKRERT 3, 5, 10 B TH L1 BRHR
RLTTH -7 (Table 18),

3. EAFIRZHRR

1) BRL 28500 #54|

(1) 75 ~BHEKRE

BEBAMH f5P GERTHROZLA 1 1, 34
=t 5 #kicxf3 % BRL 28500 @ MIC (3£#As 0.78~
3.13 pg/ml, TIPC o MIC X\ 3 i 1.56~6.25 ugf
ml #;% L, BRL 28500 ©» MIC iz TIPC o MIC %
LA UC T R5HWAEH #5P BERTERONEE
TR B 3B O MIC LB CIIBRBUIA fehs » foid,
BRL 28500, TIPC B bhiH 5 LTz feh 5 1
(Table 19),

(® coagulase-negative Staphylococci

BEBAIART, 5, BERTHOEA 3, 2, 6 #
£t 11 #izxi$ % BRL 28500 o MIC (34842 0. 78~
3.13 pg/ml, TIPC @ MIC (33 <XTH% 0.78~6.25 g/

ml T, S.aureus »[#Eic BRL28500 o MIC i3

@ S.aureus TIPC o MIC CEUM»RLU T, H#E5BLAR, #545,
Table 17 Fecal concentration of BRL28500 after administration in healthy volunteers (3,200mg X 2,i.v.)
Body Fecal concentration (ug/ml)
Case Age .
No Name (575) Sex | weight | Drugs [ 5days | Just | 3 days | 5 days | 3 days | 5 days |10 days
' - (kg) before | before | under | under after after after
CVA N.D. N.D. N.D. N.D. N.D. N.D. N.D.
1 J.S. 26 M. 73.0
TIPC N.D. N.D. N.D. N.D. N.D. N.D. N.D.
CVA N.D. N.D. N.D. N.D. NF. N.D. N.D.
2 Y.T. 24 M. 92.0
TIPC N.D. N.D. N.D. N.D. N.D. N.D. N.D.
CVA N.D. N.D. N.D. N.D. N.D. N.D. N.D.
3 M.D. 22 M. 71.0
TIPC N.D. N.D. N.D. N.D. N.D. N.D. N.D.
CVA N.D. N.D. N.D. N.D. N.D. N.D. N.D.
4 T.S. 21 M. 75.0
TIPC N.D. N.D. N.D. N.D. N.D. N.D. N.D.
CVA N.D. N.D. N.D. N.D. N.D. N.D. N.D.
5 JA. 22 M. 72.0
TIPC N.D. N.D. N.D. N.D. N.D. N.D. N.D.
CVA N.D. N.D. N.D. N.D. N.D. N.D. N.D.
6 T.F. 20 M. 64.0
TIPC N.D. N.D. N.D. N.D. N.D. N.D. N.D.
N.D.: Not detected
Table 18 Fecal concentration of TIPC after administration in healthy volunteers (3,000mg x 2,i.v.)
Bod i
Case Age <? y Fecal concentration (4g/ml)
No Name (yrs) Sex | weight 5 days Just 3 days 5 days 3 days 5 days | 10 days
(kg before before under under after after after
1 MR. 25 M. 75.0 N.D. N.D. N.D. N.D. N.D. N.D. N.D.
2 K.T. 24 M. 54.0 N.D. N.D. N.D. N.D. N.F. N.D. N.D.
3 S.M. 23 M. 58.0 N.D. N.D. N.D. N.D. N.D. N.D. N.D.
4 H.T. 21 M. 63.0 N.D. N.D. N.D. N.D. N.D. N.D. N.D.
5 T.H. 21 M. 58.0 N.D. N.D. N.D. N.D. N.D. N.D. N.D.
6 K.M. 21 M. 60.0 N.D. N.D. N.D. N.D. N.D. N.D. N.D.
N.D.: Not detected
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BERTHRD DBERICIT B 3B O MIC il Ti3tk
Bz tens - 7295, S. aureus L[E U < WHEIEIZ LA
H 5D EIX\ 2 Teh o 1o (Table 20),

® E. faecalis

BEBAET RE5P, BEKTHOEZ L 4, 7, 8 #
5t 19 BRixf3 5 BRL 28500 o MIC (34 #k»s 25 pg/
ml 2: & 100 pg/ml Ll E, TIPC @ MIC 3\ 350
pg/ml A 100 pg/ml L E-C, S. aureus, coagulase-neg-
ative Staphylococci & [Al#%iz BRL 28500 o MIC (%
TIPC o MIC LEM» AL T HEBAN, #E5+F,
BERTHROHBERIZIST 5 3B O MIC OHEITIZ
BREWEA 7o o 1o s, TEIFICEALH D B & 122 e
-7tz (Table 21),

@ E. faecium

BEBEET, 55, BEKTHEOZ4 2, 1, 4 4
FF7HRICXf3 5 BRL28500 o MIC (34#khs 25 pg/
ml 25 100 pg/ml LS =T, S. aureus, coagulase-nega-
tive Staphylococci 1% E.faecalis r R4z BRL
28500 o MIC ¢z TIPC o MIC (LM FA L T, 85
FtaHT, BE5P, BERTHOSERICKT D 3 BRI
MIC DB TIHBREIIA foh » fopd, TRz Zo/en
BB LI\ Tehs - Fo (Table 22),

® Micrococcus spp.

RERMARTE B5F 0% 3, 1Bk fafkicn+ 3
BRL 28500 © MIC % 3 #7% 1.56 »g/ml %> 3.13 pg/
ml, 1%k 2% 100 ug/ml LL E, TIPC o MIC (33
7% 3.13~12.5 pg/ml, 1A% 100 ug/ml L =, BRL
28500 @ MIC (x TIPC ® MIC iZfEEA R U B3
2EENEREL, #EdR SR K 2180 MIC
BRL 28500, TIPC #ic#5BIMARTD 3 iz i 5 MIC
X hK%/R L7 (Table 23),

(2) 75 rpelEy

@ E.coli

REBIAET. &5, BEXKTHOE4 17, 12, 23
Bk & 52 Bz 43 5 BRL 28500 o> MIC (3 4#kat
0.78~50 pg/ml, TIPC o MIC 133 XTss 0.78 pg/
ml A5 100 pg/ml L) Bz h, BRL 28500 = MIC
73 0.78~3.13 pg/ml %24 #kiz TIPC o MIC (%
USEB MR TRA o 728, BRL 28500 T MIC 45 12,5 pg/ml
LI EDEk%E TIPC o MIC & K83 5 &M fih 2 ERELL
LAERL, BEBIAH, Bh5h #BERTHEO I
BT 2 3RO MIC Hfr CLImFIHIC L brS 2 &
X\ % 75hr o f2 (Table 24),

@ K.pneumoniae subsp. pneumoniae

REPAGHET, HE5P, BEXTH O %4 2, 10, 10
PR 3t 22 BRi2 K 5 BRL28500 & MIC (3 4#ps

Table 21 Susceptibility of BRL28500 and TIPC against E, faecalis (19 strains) in human feces administered BRL28500 (3,200mg x 2, i.v.)

Inoculum size : 105cells/ml
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1.56~25 pg/ml, TIPC o MIC 133X 25 pg/ml 25
100 p#g/ml Ll kw4345 L, BRL 28500 ¢ MIC iz TIPC
O MIC kv h i 2BREUENMNMEL #56HR
i1, #h5h, BERTHOSEERCK T D MIC DR
TIXHRE LA fehs o e SR D B L1k e
Mo 7z (Table 25),

® K. oxytoca :

BEBAAEL B, BERTHOLL 1, 3, 3 #,
5t 7 ¥R+ % BRL 28500 ©» MIC 1348848 3.13~
12.5 pg/ml, TIPC @ MIC 33Tt 50 ug/ml %> 100
pg/ml Ll k=, BRL 28500 o MIC i3 TIPC o MIC
HAWTRY 3 BREL ENER L, #5BIAE. &5
F, BEKTHROSEERICRT 5 3RO MIC D
TIRRBUIA Tehs » 1o t, WHIFRCELY D B Lz
Teh o fo (Table 26),

@ C.freundii

B5BAR #BE5h, HERTHOEZL 2, 1, 3 ¥,
£t 6 Bkici3- 5 BRL 28500 ©» MIC i34#k4% 1.56~
12.5 pg/ml, TIPC © MIC 33 XTAH% 1. 56 pg/ml 75
100 pg/ml LS k=, BRL 28500 &> MIC i3\ h %
TIPC o MIC LR U2 3EEU EINYEL, BT
oo A, BEBMAET, #E5H o0 SO MIC 12
BRL 28500, TIPC 3tz 5K THON D MIC I
Y K& RTERD D - 7 (Table 27),

® E. agglomerans

F5BA 4 BT © 1 # © & T BRL 28500, TIPC 3tic
MIC 0.39 pg/ml % E L= (Table 28),

® P.aeruginosa

REBBET BEh, BHERTHOEZL 3, 2, 2 #,
FT 8 BRicxi$ % BRL 28500 @ MIC i3£#kAt 6.25 pg/
ml 7»& 100 pg/ml B E, TIPC o MIC 3 UK
h, BRL 28500 o MIC & TIPC o MIC »EL [
CT, ®&E5BWAH, #5+F, BEKTHODEKD MIC
DB TRIBBIA Ieh - 7ohs, AT S 5 &
T\ 2 7ehy - 7o (Table 29),

@ P. fluorescens

BER T % O 14 © % T BRL 28500, TIPC 3ti=
MIC 100 mg/ml Ll k% 3% L7 (Table 30),

X. maltophilia

#EHK T # O 1# © % T BRL 28500, TIPC iz
MIC 50 pg/ml #E8 1L7- (Table 31),

2) TIPC #5454

(1) 775 2BHRE

@ S. aureus .

BEBMAH, B, BERTHEOEA 4, 1, 5
5t 10 #Riz#id % BRL 28500 o MIC (3475 0. 39~

Table 24 Susceptibility of BRL28500 and TIPC against E.coli (52 strains) in human feces administered BRL28500 (3,200mg X 2, i.v.)

Inoculum size : 105cells/ml

MIC (ug/ml)

100=

50

25

125

6.25

313

1.56

1

10

11

10

0.78

0.39

0.2

0.1

=0.05

Total

No. of
strains

17

12

23

17

12

23

Drugs

U

BRL28500

TIPC

B : Before, U : Under, A : After administration of BRL28500
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Table 31 Susceptibility of BRL28500 and TIPC against X.maltophilia (1 strain) in human feces administered BRL28500 (3,200mg X2, i.v.)

Inoculum size : 106cells/m!

MIC (ug/ml)

100=

50

25

125

6.25

313

0.78

0.39

0.2

0.1

=<0.05

Total

No. of

strains

Drugs

U

BRL28500

L]

TIPC

B : Before, U : Under, A : After administration of BRL28500

6.25 pg/ml, TIPC o MIC 3 FTXTARURKHY,
BRL 28500 » MIC & TIPC » MIC & Efis /L
<, #%EBAMART ®5h BERTROSERRT 2
3 BRSO HLBE TLaBREI A 7eds o 7o h?, BRL 28500 5
Bl & FRE MFIIELD D B &1 2 ek o F (Table
32)0 i

@ coagulase-negative Staphylococci

BEBAR, #E5H, BERTHROEL 4, 3, 5§
5t 12 #kicxi3 % BRL 28500 o MIC (34#k4% 0. 39~
6.25 pg/ml, TIPC @ MIC 133 XTH%0.78~12.5 pg/
ml -, BRL 28500 & MIC i3 TIPC o MIC &)
RS B T 2 BpE/NaR L, B 5BRART, #54h, #
LRTHONBEEKC T 5 3HE DO MIC OfETitE
B Tehs - -4 BRL 28500, TIPC Fic#E&KTH
DRI SBRMAET L 5 OSBERE S b 2 BRELLE
KuET 38kpH - 7 (Table 33),

3) FE. faecalis

BEBARL BH5h, BERTHOEL S, 3, 5K
£+ 13 BRizif3 % BRL 28500 o MIC (3£ #kAt 25~50
pg/ml, TIPC @ MIC 33 XTa% 50 pg/ml mb 100
pg/ml L % 7% L, BRL28500 ¢ MIC & TIPC 0
MIC g RA LT #E5EHHREL B5F BERTE
DHEERRIZ 3T B 3B MIC DB TisIu i
Motz p%, BRL 28500 #54 & [ # i BRL 28500,
TIPC 312 Z{bpidh 5 LI\ X Tah - 7o (Table 34),

4) E.faecium

BEBAH, #5h, RERTHOEZEL 1 5 3K
st 9 #kizxt3 5 BRL 28500 o0 MIC 348kt 25 pg!
ml % 100 gg/ml LIk, TIPC o MIC 33XTH50
pg/ml A5 100 pg/ml Ll F# 52 L, BRL 28500 0 MIC
X TIPC » MIC rEL,RAUL T, HBEBHHAN #F
, BELTHOSERC T 5 3 R0 MIC Dl
TIXHRENL A iehs - 7= 2%, BRL 28500 #y 541 & Rk
BRL 28500, TIPC 3tizZ i B Lit\ x feh o I
(Table 35),

(2) 77 njatkiRE

@® E.coli

BEBAMAE, Bb5d, BRERTHOKL 15, 12, 2
¥ Bt 49 BRic w3 % BRL 28500 o MIC i &84
0.78 pg/ml 75 100 pg/ml Ll w4 4 L, TIPC O
MIC 4+~ T » BRL28500 ;AU iz s b, BRL
28500 o MIC 3 TIPC » MIC LEUMRALH AL
2BREL EAVER L, 8RRt b, BERTHR
DL BRI RIT B 3 BRI D MIC DHETIE 2 FIERE
SRR X D 5, BERTHRCAYET s8I D
1= (Table 36),
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® K.pneumoniae subsp. pneumoniae

pEmpedl, #5h, BERTHEOK4 2,7 10
B 319 #ic % % BRL28500 © MIC i3 £¥khs
3.13~50 pg/ml 1wAHH L, TIPC @ MIC 13+ ~<TH
12.5 pg/ml 326 100 pg/ml LA B3R b, BRL 28500
» MIC 13 19 #+ 1 %2t TIPC © MIC i ¥&f, 1218
#ix TIPC © MIC X b 2 BRELIEVE R L, BE5H
i, @Ed, HERTHO SEERKCRT 5 3FHO
MIC DEBCIXBIRS 7eh - fen’, BRL 28500 #5
AL BRL 28500, TIPC 32 EAiH 5 &idvx
fmote (Table 37),

® K. oxytoca

BERTHO 18 D % T, BRL28500 & TIPC o
MIC i34 4 6.25 pg/ml, 100 pg/ml L{_F T, BRL 28500
o MIC i3 TIPC kb 4 &R/Num Lic (Table 38),

@ C.freundii

BEBIART O 1 kD & ¢, BRL 28500, TIPC iz
MIC 3.13 pg/ml %7% L7 (Table 39),

® E. cloacae

BERTHD 3% © & T, BRL 28500, TIPC i
MIC 3\WTho#3 R T T, 0.78~3.13 pug/ml 2L
1 (Table 40),

® E. amnigenus

BERBETO 1 Bk D & T, BRL 28500, TIPC i
MIC i3 1.56 pg/ml %375 L= (Table 41),

@ H.alvei

BERTHD 2 #DA T, BRL 28500 o0 MIC 13 2 £
133412 1.56 pg/ml, TIPC @ MIC i 1.56 #g/ml »:3.13
pg/ml T, BRL 28500 o MIC i3 TIPC o MIC iig
LHRTTH -7 (Table 42),

P. aeruginosa

EFBERON BRI, b, BERTHROE
3%k &t6¥kic 3t 5 BRL28500 © MIC 13 £#knt
6.25 pg/ml 7265 100 pg/ml L E, TIPC o> MIC 43~
TH BRL28500 o MIC iRicd b, BRL 28500 o
MIC ix£#2 TIPC » MIC LRU T, #br s
RTHD MIC DHECIRBBULD Tehs - fons, BHIE
RAGRRES S, BHERTHO 2 B Eh OB
%I hA¥E L7 (Table 43),

4 BfFRS LUBKRREBRY

D EifeR

BRL28500 0¥ TIPC %k L #EPMER~ DY
Bedis oficuRs, RMROBBEEL L OB
ROWB LBz foms o 72,

D) BRBEERY

HROR U lico & 5 5 BAR & BT 3 Bifi—

Table 36 Susceptibility of BRL28500 and TIPC against E.coli (49 strains) in human feces administered TIPC (3,000mg X 2, i.v.)

Inoculum size ; 105cells/m!
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B : Before, U : Under, A . After administration of TIPC
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Inoculum size : 108cells/ml

Table 43 Susceptibility of BRL28500 and TIPC against P.aeruginosa (6 strains) in human feces administered TIPC (3,000mg X2, i.v.)
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3
B : Before, U : Under, A : After administration of TIPC

Mim GROFRE, BmERE, SmERES X Hb, Ht
MRED, 7 b ey € v, mEELEiiE (B
ZH, AGE #ryrry, Bavzx7 e —a,
GOT, GPT, Al-P, LDH, BUN, Creatinine, [&Z
BE (Na, K, C)) RURKZE (pH, A, ¥ v =
€Y/ —yv, ) HEEL, #E5§, %o GOT,
GPT, AI-P, LDH, BUN, Creatinine 75/} % Table 44
L 45 =R L 7oA, BRL 28500 #E54)C ik GPT T
Case 2 (IR GBAART L W BERFIET44K. U, Case 5
11 25K.U. ©, #ELRT3HEHRThFh 104, 42K. U.
NERFER LY, ZOBOF o 21X TR T
WZ EABEAIITE T, TIPC #EMATIIREEYE
L7cflizie, ThboBRELUSOEE CRAEFKCR
FlEA &I LBl 7ch - 7= (Tables 44,45),
II1. # -3

HEBFA Y e Mz E LIEBEDEIFED12E LT
THZS %50, ZORRIZBHAMEE DR IEhLEXR,
BET L » Tt C difficile pBE5T 5 L vbhT W 5B
A, ZOMOMELBRT 5L D B LB 5T
L‘é‘)o

ZZTH LB S hic CVA-K t TIPC »2H{HEK
1:15 cEAShIEHANEYE BRL28500 §, 20
HTORNPULET, 20~26 5% T 22.58%, HE
54~92kg, g 67.9kg DEEFH 12 FihL 6 flic
BRL 28500 % 1 [E D #5& 3,200mg, XtMBEL L T
TIPC % 1 BlO# 58 3,000 mg, FHHFtic1 BEl, 4 2
[@, one shot BT~ 6 AR, EHS ARIKRE L, #
LBAETS B, B5BAAAE, REBK3 HE BERE
5 % (BEXRTH), B#EHKT 3,5 10 Bt kiT 5
EFEPMEE LB 2B L. MEARLEROREREK
FlgEJIE, ~BEbkics3+ 5 BRL 28500, TIPC o3
FIRZHRBIE L, BE5HAE, BE5H BERTED
3#Mlicksir 5 BRL28500 & TIPC o MIC % H#s3
% LIRCEIFRAROBEREEE~DEEYRE L,

FTEFENHEE~OFE TH 52, BRL 28500 5
6 fl> Enterobacteriaceae v E.coli |3#¥5FEt53 H
% BRE5RAMBS ABRRUBERT 10 Bk 4 1, 2,
1 A Bt Nch - 7opy, BEBIIAETS B, #4508
BH, #5KT 3 5 HERLHALOBRESh, &£8BE
B o BRI REMAMS B & B58EE L 12 107
cells/g &, ¥ 5RE 3 B 108 cells/g BxR L, #5
BAtART O 2 R E OBEBUTEM LioAs, #5B9145 B4
RUBERT 3 BEIL 4 101 109cells/g 4T, 5
BREARTO 2HEBRA L h 3, 2 BEEEVER AR L, #B#E
T 5 10 B#II& 4 108, 107 cells/g & T35 BAAART
D 2HBFEBR LELNREA TH - foo Klebsiella spp. 118y
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Table 44 Laboratory findings administered BRL28500 (3,200fng><2,i,v.);
Case G.0.T.(K.U.) G.P.T.(K.U) Al-P(mU/ml) LDH(W.U.) :BUN(mg/dl) Creatinine(mg/d))
No. | Before | After | Before | After | Before | After | Before After | Before | After | Before | After
1 16 25 11 20 231 235 252 289 - 11.4 12.7 1.2 1.0
2 22 38 44 104 181 163 240 272 17.2 13.7 1.1 1.0
3 13 17 9 11 168 142 265 266 12.9 10.7 1.0 0.9
4 34 2 48 54 | 253 | 228 | 319 | 207 | 128 | 14.6 | 1.1 | g |
5 22 20 25 42 192 196 299 348 12.9 13.2 1.1 1.0 !
6 14 21 8 28 258 225 264 289 15.6 11.2 1.5 1.2
Table 45 Laboratory findings administered TIPC (3,000mg % 2,i.v.)
Case G.O.T.(K.U.) G.P.T.(K.U) Al-P(mU/ml) LDH(W.U.) BUN(mg/dl) Creatinine(mg/dl)
No. Before | After | Before | After | Before | After | Before | After | Before | After | Before | After
1 11 17 8 14 160 200 82 119 12.2 13.7 1.2 1.1
2 15 16 13 26 189 182 259 270 9.5 9.7 1.2 0.9
3 18 18 15 21 212 203 270 280 20.6 17.0 1.1 1.0
4 15 22 8 29 166 151 226 273 15.9 14.7 1.2 1.0
5 12 14 8 10 126 127 249 265 16.5 15.7 1.2 1.0
6 12 17 9 16 173 160 296 304 14.5 13.9 1.1 1.1

SBAMAET5 B BREHIEE A 2, 1 B LM ni:
B, REBAMA 3 A HEBAS ABEROBERT 3 A
B4 4, 6, 5 A bRIEIN, SEMZSL kY,
THhZhOFEERIL 107, 107, 10°cells/g BT, #E
#T 5 10 BHOBHAIIV-THhE 36 L4070 o
oo Citrobacter spp. (3#¥5BAIARTS B, #5643 A
%, BEMKT S, 5 10F%IKL 2, 1,1, 2 1Fn5
DRI NI —TE DA 13 7 {, Enterobacter spp. %
BEBFBBOAR1MM 60 BT £ % 51, Entero-
bacteriaceae £tk TIXHR SBAIARTS B, BE5BIBE OF
BERZThd 107cells/g B4R L, #5543 A%
I 108 cells/g & THLSBAMARM O 2 BRA LB, #56
A5 BB EBERT 3 BB E coli OFHEH M
L7cZ B LTE 4 1009 100cells/lg %2 L, #
GBI D 2 BBBICHNThER 3, 2 SR, #
LT 5, 10 Bz Thi 108cells/g 5T, #56%
WO 2BBACEL LIco ZDOMD 7 T AJaEE T
Pseudomonas spp. H\5BIART5 B, ¥R, &
LBAth 3 Bk, #EBAMAS HEE #EHKT 3, 5 Bk
K42 21,2 3, 1 GirboMEnich—EDMENE
BRI o 1o
77 KGR Staphylococcus spp. 13 5BEtE 5 B
Birefin bRE I - topl, BEBRETIS E, B
LSBAth A, #EBMA3 B HEMKT 3, 5 10 A%
&4 2 4.4, 2, 1, 4 FIDHEEI R, TXTH 102~
108 cells/g BocH v, H#EHIES AH» LBERT

5 BEWHRHEGIA DI 7 B HACD - Foo Enterococ-
cus spp. IR EGEAIAE L 5BAA 5 BECE 1AM LA
BES e o 72y, fbD 5 BER LA bRIEA,
WTFhOBERA b BRI 10°~10° cells/g Hicdh b,
ZE LB <, Micrococcus spp. (3#3-5Ba55315 B
3B L BEBIMA 3 B 1 loLh bAMESh, %
D 3Fix 102~108 cells/g &, LD 1 FliT 104 cells/g
B T—EDEMI L 7c s » too Candida spp. 1333558
1RRIS B, BE5BBEROBEHB3 AR IIE4 2 3
DI D DRI E X & o T e, $51A5 A% &
ST B HRRURERT 5 BIzE4 5, 4, 4fleH
BEONZS < 7n o Tohs, SEHEEEUL 105~104 cells/g BT,
ELVCEROBMIZ ST, #5447 10 BEORH
Bz Ie teh 30T, Wi, 102~105cellslg BT
BHo1o

KB b Bacteroides spp. 13\ -FH OBER T4
BT 1010~10Y cells/g & CEfbix7e L, C. difficile i}
L0 ORI Rich - -, Case 1 CHEBAMHS
B, #5568 RO SBA 3 B, Case 2 TREHM
B #5143 Higie Toxin 2Wb b, BIESHHE
Bur 7 BFEA ST BRI 1010~101 cells/g ATHE
A2 4:3:0 =N

TIPC #:5 6 (| Enterobacteriaceae v E. coli 3%
SPBAETS B, BSBIG3 Ak, HEKT 3, 5 AKkE
1OITHREE S hiehs o 7eht, WFhokER & FEER
(% 108~10° cells/g &, BRL 28500 #5400k 5 KHE
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FosnT B BRIk - 7o Klebsiella spp. 38
LRI 5 B L BRGBME XA 1AIOAN DRI R
5 WSS 3 BEX 40 SRIBAIIMEIN L, TR
i3 108 cells/g &, H5BIRAS B3PI B S h
105~108 cells/g &, BE5EKT 3 BHIBFOHRL G IEM
L5 IC, TEEHE 108 cells/g &, H#EKT 5 BEO
BT 2P AT T teht, BERT 10 BRI
BERIMIZ4A LS Th, FHEBUL 10 cells/g &
-, BRL 28500 5Bl Bl DEA % 7R Lo, Citrobac-
ter spp. (33 HBIMAEIS B, HE5KT 3,5 10 HRRE
1f0RD HHEES . 102~10° cells/g &, Enterobac-
tor spp. W 5BANARTS B, BHEHKT 3, 5 10 BRTE
161025 b X h 108~108 cells/g &, H. alvei 134
S#7 5 10 BEOKA—FIRE 4 105 107 cells/g &
¥R L, 3SEME—EDOEAIXh - o, Enterobac-
teriaceae 2ETIIVTH ORFEETH FHEH X
108~10° cells/g &, BRL 28500 #EHID X 5 k%1t
3icd, F oD ST ABRERE Tt Pseudomonas
spp. A EBIMA 3 BEE, H5BEIAS HERVU BEHKT
10 %4 1, 2, 3 BlCHEES h, 102~10%cells/g &
T, ZELVEROEMPET B0l - oo
75 s B ET Staphylococcus spp. 11 ¥ EBIFART S

BRCHRSEBEBBE 4 4, 3 InbREEh, FiZD
FEERL 107 cells/g &, #3313 102~108 cells/g &K
T, BE5RM3 BRROEEEE 5 BEROSHESIIE 4

2, 30, BRERTIEHOKRBAUZ IR &AL LY,

BEKT 5 10 BEIK 4 4, 3B LHES R, BTE
DEEEFL 107 cells/g &, 13 103~108 cells/g & T,

BRL 28500 & G 5Ll D A %55 LT, Enterococcus
SPP. RWTHhORER 262 bRE S h, FHERT
10~10°% cells/g & T, Z L\ -Ibixicl, Micrococcus
SPP. (R E DR TH 2B SHBEX highs » fo, Can-
dida spp. 3#FEBAMART5 B L REBBE A4 1,2 4
DA D ORI TH - 7ohs, BEBIE3 BERVBEH
f5 RfficE 4 5, 4 Bl AHBEGIIRE L, BRI
WIhE 10t cells/g &, #BERT 3, 5 HEILA4 3, 2
AR HLHRIE SRy Fhd 103~10° cells/g & TH - fo b,

REART 10 BRRBODHAIEM L 46T, THE
#i2 10 cells/g £4T, BRL 28500 #5@0 i Ll o IR
28

BRKA&B Bacteroides spp. 12\ FROBREE b L0l

P 1010~101 cells/g 4T i<, C.difi-
<ile 33 RTh I R hieds - 1228, Case 6 0 1 1)
AT, TRERE I Toxin ATeb biie, RIETIEEN
ROThOBREE & 2612 FHEH 101 cells/g 4TI
LR Ui 1o

BRL 28500 #¢5 6 flic k1> 5% FEh o CVA & TIPC
DREIVThOMER 262 RIEEBALLT, TIPC
#ED6HTY EFEFD TIPC BEZWTho AER
T NTORHRMRFLIT TH - 72, BRL 28500 5
#I< BRL 25000 #5BIBR & RRRICYCVA 23T ho
FILREBAUT TH > LERIABSD T » + TOH
EVELRALCISke + TL HILERNTHBIN DD &
Zz26h, TIPC THL2FA MRHBRLT TH - KRR
%, fc&x TIPC o—F2AHILERCH IR TY, &
&%) D B-lactamase fAEH|TH 5 CVA BHIRDO X 51T
DRBINDBENOEEAD B4 OMEN EET S -
lactamase 12X B0 H 5\ MIABWIC L h BEEIET
THricDELBbhs, TIPC #58TL LA BRHER
LT TH - ERIZFIRO BRL 28500 #5450 TIPC
ERLZ ENEZL bR,

&iz BRL 28500 K Uf TIPC ##5 LEFENEE A~
DOEEY I L 6 PIOEFEN LB LIcE4 OfIEID
X EBEE 10° cells/g T BRL 28500 & TIPC mRZH
ZREL, BB BE5EF HEXRTHRO IFREIC
B3 MIC ZH# Lics =5, BRL 28500 #5.4)Tix
75 AEHERES S. awreus 5 BRiz#3 %5 BRL 28500
D MIC 3£ ks 0.78~3.13 pg/ml, TIPC o MIC iz
TRTH 1.56~6. 25 pg/ml T, HEITELSE L MIC
#7~ L, coagulase-negative Staphylococci 11 #kizxf-3
% BRL 28500 & MIC x\v~3hd 0.78~3.13 pg/ml,
TIPC o MIC 3£ #khs 0.78~6.25 pug/ml T, S.au-
reus L FRICEFIIELAR L MIC 282 L7, E. fae-
calis 19 #kizx3 % BRL 28500 &> MIC 33 XTH 25
pg/ml 235 100 pg/ml L E, TIPC o MIC i2\~Th
50 pg/ml As % 100 pg/ml L EC, S. awreus K U* coagu-
lase-negative Staphylococci & R&IZHANIELR U
MIC %#/r L, E.faecium 7 #kizx+ % BRL 28500 o
MIC 3£#A 25 pg/ml 75 100 pg/ml L E, TIPC o
MIC (33 ~XThH 50 pg/ml 6 100 pg/ml Ll ET, S.
aureus, coagulase negative Staphylococci RN E. fae-
calis LR UL WANGE LS RO MIC 271, = h
b 4BEBITRT 5 5K, BEH BRERTHEO
MIC D& TiHEII e - Tend, THIF B s
BB EX\ 2 e o oo Micrococcus spp. 4 BRIZKE3 %
BRL 28500 &> MIC (% 3 #k# 1.56 pg/ml 7> 3.13 pg/
ml, 1%A% 100 pg/ml LI E, TIPC o MIC i3 3 ¥t
3.13~12.5 pg/ml, 1#k»% 100 pg/ml [J E, BRL
28500 o MIC 3 TIPC o MIC =LA RAUH 5\ it
2EBENYEL, BEPROBEIR 1O MIC 1F
Fldhww BEFMBETO 3HRc R TS MIC X b K TH-
o
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75 netiEEs E. coli 52 #Ricxtd 5 BRL 28500
o MIC (34 #»s 0.78~50 pg/ml, TIPC » MIC &3
~NTH 0.78 pg/ml 75 100 pg/ml L EiRicH b, BRL
28500 ¢ MIC 75 3.13 pg/ml X b /a5R Lickkix TIPC
D MIC LZ L\ B i d » 7o 2%, BRL28500 T
MIC #3 12.5 pg/ml X b ko TIPC o MIC ¢$
LA 2 BBELL EvE B U foo K. pneumoniae subsp.
pneumoniae 22 #Rizxt3 5 BRL 28500 » MIC i3\ ¥
N 1.56~25 pg/ml, TIPC o MIC i34 #kAt 25 pg/ml
A5 100 pg/ml Ll iz b, BRL 28500 o MIC 23X
T# TIPC » MIC Xk b 2 BRRELL /R L, K. oxyto-
ca THRIZH$ 5 BRL 28500 » MIC i3v¥Fhd 3.13~
12.5 pg/ml, TIPC © MIC (3£ #A% 50 pg/ml %> 100
pg/ml I k¢, BRL28500 o MIC 133X T 2 TIPC
» MIC mH~N3BEUENMNEL Chb3BECE
T A REBAE, ®Eh, #ERTHO MIC ORET
B OLICEEL B o ot THSECELR DS &
Tz feh o toe Cofreundii 6 B3 % BRL 28500
» MIC I\ hd 1.56~12.5 pg/ml, TIPC o MIC
(% 4 # A% 1.56 pg/ml A & 100 pg/ml Ll k¢, BRL
28500 » MIC 133 XT» TIPC o MIC & [RIkED 3 B
LB RL, #REBAAE, #5P, BRERTHO
MIC KBTI 7ehs » 1o ST HISR i B 5 BHRATHT,
BEFRONBFIRERTHROSBER X ) AEET 5Ek
hiB - tco E. agglomerans 1 ¥R k3 % MIC 1X2id#HIdt
1 0.39 ug/ml, P.aeruginosa 8 ¥z 5WH o MIC
TThd 6,25 pg/ml s 100 pg/ml Ll ET, BRI
CEL»ELT MIC %21, #55thE, #5H, #E
HKTHD MIC DB TIRBRBUIA Tehs - Ieh AHISEIC
IErH B iz ¥, P fluorescens 1B 1T X3 %
MIC (3 #Idt iz 100 pg/ml Ll E, X. maltophilia 1 ¥z
%+ 5 MIC T3 AL 50 pg/ml LEKET, 75 4B
HERE 7 7 AEHREI{CSE E TRBREIRTVW2H
fio MIC oW\ TR L2,

—7, TIPC #EBITILY S 2 BHEEREF S. aureus
10 gkizxi3 5 MIC 3@ A3 0. 39~6. 25 pg/ml iz
% b, BRL28500 » MIC i3 TIPC o MIC k¥gELA
Rk T EBAAR B, HERTHD MIC [T
VRT3 Tehs - 7oh%, BRL 28500 #y5.40 L A U < 21k
$ip B E T\ 2 ¥, coagulase-negative Staphylococci
12 #izit$ % BRL 28500 ©» MIC 33-XTAL 0.39~
6.25 pg/ml, TIPC » MIC 3T i 0.78~12.5 pg/
ml ¢, BRL 28500 » MIC iz TIPC » MIC &&E{lps
FUH B\ 2 BRI 2R L, BEBRARL &4, #
LR THD MIC LH~NB EBEBUID e - toht, TH
HIZ B G T %O BRI B 5 BERAET & B 5 rh DRk

X b 2BREUEREET 58S - 7o E. faecalis 13
wx3 % BRL28500 o MIC (3£#kd% 25~50 yg/ml,
TIPC » MIC (33 XT23% 50 pg/ml 7 & 100 pg/ml, E,
Saecium 9 Biext$ % BRL 28500 o MIC i3vvfhi,
25 pg/ml #v& 100 pg/ml, TIPC @ MIC 344 50
pg/ml A5 100 pg/ml LA ET, Zhb 2T 2H
Flo MIC HELUAR LT, HEBBRN. &b, #5
KTHO 2 BT % MIC OHEB Tz o
- tz7%, BRL 28500 H&5f41 & RARICZEELD D B Lidvx
Teh o oo

75 nReiBEt E. coli 49 #Rizwt3 % MIC i#)
3tz 0.78 pg/ml 25 100 pg/ml DA Ew4# L, BRL
28500 o MIC 3 TIPC o MIC Y ELMRAUH B\
2 BYBELL B/NvER L, BebBRRAET, #BE BERTH
DHBERRIC 31T 5 3B MIC % H~3 L RFIstcHE
SRAMART X b b, HERTRICAYET 5K 5
tco K. pneumoniae subsp. pneumoniae 19 Bz %
BRL 28500 & MIC 3\ +3F*hd 3.13~50 pg/ml, TIPC
D MIC 348 12.5 pg/ml 5> 5 100 pg/ml L Lk
# b, BRL28500 o> MIC i TIPC » MIC & 1##
Bl f 18 Bk 2 BRENE R L, Be5RMEL &Y
th, BERTHOHEERC T 5 3FMO MIC BT
IIHREL I A Tehs o 7223, BRL 28500 #5641 & FRRICHH
g kit 7e <, K. oxytoca 1#kwey$% BRL 28500
L TIPC o MIC 3% 4 6.25 pg/ml, 100 pg/ml LIk
T, BRL 28500 ¢ MIC i TIPC o MIC Xk 4B
IR Lo C.freundii 1 #Ricxwt3 5 MIC (Xi#Hkic
3.13 pg/ml, E.cloacae 3 #kizxr3 % MIC THHAHK
1z 0.78~3.13 ug/ml, E.amnigenes 1 g% MIC
ERISEC 1.56 pg/ml R L, Shb 3EEIHTS
BRL 28500 &> MIC 12 UC, H.alvel 28 HT5
BRL 28500 ®» MIC i3 2 #k3kiz 1.56 pg/ml, TIPC O
MIC 3 1.56 pg/ml »» 3.13 pg/ml <, BRL 28500 ©
MIC 2 TIPC o MIC iz¥{tl L#-o P. aeruginosa 6%
x5 MIC 1 fEHIsEC 3 X T 2% 6.25 pg/ml 2b
100 p#g/ml Ll E# 52 L, BRL 28500 » MIC % TIPC O
MIC Lt AU T, #5h LBELKTHD MIC #H~N5E
SEEREBUI A Ted o fo 2%, TR 4 B BlEE RS
T, BERTHRO 2 Eh oLk L Y KEEL
75 ABHRERV 7 T AatER B S A TREE
IRTVWAEED MIC @oWTIiRER L1,

BlfeF O Ex BRL 28500, TIPC #&5pfIFkicik<,
FERREE~ DY E iz BRL 28500 #5506 fif2fl
T GPT DR¥fEAA SN, 1fI#spgEinc 4K
U CBEREELRLTL = #E5KT3EK 10
KU ~ERELER, 160855% 25K U 20
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FERTS B#%42K. U. ~NEBRERFEAYE LA p. 434~444,. American Society for Microbio-
FERREOBDF = v 73ER TR Eh B logy, Wa-shmgton,' 1985 -

R 1 e 4) FEFl—: TR-BRAELEBREE, SFEF 33:
BRRET, TOMORETRE LI L LARich - 2030~.2033, 1978
To 5 #HE %, HebH—, HEEE BE K EH
x & M, RERE, BX K EU F, AHE
1) ReaDING,C. & M. COLE: Clavulanic acid : a B, AXPE, BEx X WTXH: RACKT
beta-lactamase-inhibiting beta-lactam from % BRL 25000 (Clavulanic acid-Amoxicillin)
Streptomyces clavuligerus. Antimicrob. Age- 0t Amoxicillin #58 0 HEHNHAEE~DOE
nts Chemother. 11(5) : 852~857, 1977 . Jap. J. Antibiotics 38 : 441~480, 1985
2) FRyV/EYYA BRL 28500 (Clavulanic acid- 6) KByl =kF—, 4£R=EF, LAY LK BEFE
Ticarcillin), £ 33 BHR{LEREFE L&KL, tellt, MEWE, ZBHE, EHAEER, KAE
May 23~25, Bzt 1985 =z, P.F.LANGLEY : BRL 25000 o {kP&if8, 55
3) ALLEN, S. D : Manual of Clinical Microbiology, 18, 7v bk s BRL14151K #EROR
4th ed., Edited by LENNETTE, E.D., A.BaA- I, o, Bt X0'ft#, Chemotherapy 31
Lows, W. J. HAUSLERS JR, and H. J. SHADOMY, (Suppl. 2) : 297~310, 1983

EFFECT OF BRL 28500 (CLAVULANIC ACID-TICARCILLIN)
ON BACTERIAL FLORA IN HUMAN FECES

Takasar Motoniro, AkiRaA Kawakami, Masasur Aramaki, Koicur Tanaka,
Tatsuniko Koca, Yasushr Suimapa, SHosuN Tomita, YASUTAKA SAKATA,
Tamotsu Funimoro, Touru Nisurvama, Naok: Kupa, Kojr IsaimoTo,
Kaoru Tominaca and Fumio YamasHitTa

Department of Pediatrics, School of Medicine, Kurume University

BRL 28500, a formulation of clavulanic acid (CVA 1 part) and ticarcillin (15 parts) and ticarcillin
alone (TIPC) (as a control) were administered to healthy volunteers, aged 20~26 years. Volunteers
were separated into 2 groups of 6 and each drug was administered intravenously twice a day for 5 days.
The fecal flora were studied before dosage, during administration and after the administration course
was completed. Fecal concentrations of TIPC and CVA and the susceptibility of the bacteria to TIPC,
CVA and BRL 28500 were measured. Side effects and laboratory findings were also checked. The resu-
Its obtained were as follows :

L In the group receiving BRL 28500 (3, 200 mg x 2/day), the fecal population of E. coli increased by 2
or 3 logarithms both 5 days after initiation and 3 days after end of administration. At the same time,
the number of subjects from whom Klebsiella spp. were detected, increased whilst for Staphylococcus spp.
the number decreased. These changes returned to initial levels 5 or 10 days after the end of administra-
tion. No consistent changes in the fecal population were noted for the other Gram-negative bacilli,
Gram-positive organisms or anaerobic bacteria. In the TIPC (3,000 mg x2/day) group, the number of
cases from which Klebsiella spp. and Staphylococcus spp. were detected changed in the same manner as
with BRL 28500 but no consistent changes in population were noted for E.coli, the other Gram-
negative bacilli, Gram-positive organisms or anaerobic bacteria.

2. The fecal concentrations of TIPC and CVA were below the detection limit in all cases.

.3- The MICs of TIPC and BRL 28500 against fecal isolates from the volunteers, using inoculum
sizes of 108 cells/ml. The results were similar to those reported in other publications and in particular
BRL 28500 was found to have a stronger effect than TIPC against many Gram-negative bacilli.

4 No side effects were noted in either group. Slight GPT elevation was noted in 2 cases in the

BRL 28500 group but no abnormal finding was noted in any subject of the TIPC group.



