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Panipenem/betamipron (PAPM/BP) i3 =##k X2
HF M THBEN AN F LR EDE
panipenem (PAPM) ¢ B HEHBRBIER*ETL7 1/
& kbetamipron(BP) ¢ n'1 | 1 DAFITH B, £
HKPAPMIZ 7' 7 LBtE, 777 B, RN, BERME
PMLTRECHER7 P LD e REAERZ2E
THEREWE TH BV, PAPMIz & F TIXE RS LR
HPEMEAE T, BRI ANZIZ E A EHEE R LA, BE
- T, AMEIZEE L 2B A I BERANEE R SR E
TRATYT B OTEMEIZIEC, BN ®IC T T8I
Lhanbnr TFERINS,

4E, BEKS I HRBRO—ERE L TREBRABEFS
4,12 PAPM/BP #500mg/500mg X 2/ H X 4.5H (4 i
FRE, B HIL 1 B35 ) ER S L7z & E DG NAE
WIS MITTHBAERET L 72, /2B Bk & L T1000
mg/1000mg X 2/ H x4 .5 HiZ DT L EERICRRFT L 72D
THET 5,

1. REMHEBLUHE

1. #EBENITHB L UL ik

PAPM/BPRGIA S 1 AR BR S fti ey >t R 72 e A BAE
Wik&S 4% (Tablel, K774 71 ~5)MREL,
PAPM/BP # 1 [M500mg/500mg, 1 H 2 [M(9 K & 21
KF), 4.58 (i HIZ 9 BEDA), 60572 4F T ALEIHEE

L7z, BENKEBUIKZSE5HM%S 2 HB (Day2), 58H
(Day5), #5#71% 3 HH (Day8), Ll 18R
(Day 15, Day 22, Day 30, Day 36) 5 & USsHH& & L T
56 B (Day —6) »&5t 8 E4T->7:(Table2), 72,
1 [B11000mg/1000mg, 1 B 2 [, 4.5 :EMRER (K7
YT 4T 6.,7) T3, H5BItE 5 B H (Day5), KT#
14 B (Day 19) 8 L UK & L T 5576 B (Day —
6) NEET 3 BIEFE IR F AT - 72 (Table 3 ) . FHTHIC
R - RERKIIERERA 77 25 788HT5TC
RS L THREL, EbICHBEOTEERERE, Cls
tridium difficile D-1 antigen DR H B & U 8-
lactamase/&MERIEICHEL 72,

‘T'able 1. Volunteers for the fecal microflora study

S Age Weight Height
Administration  Volunteer (yr) (kg) (em)
500 mg/500 mg 1 36 65.0 164.8

x9 2 35 57.0 177.0

3 28 82.8 186.0

4 27 62.0 167.1

5 39 66.6 173.0

Average 33.0 66.7 173.6

1000 mg 1000 mg 6 26 64.8 174.8
x9 7 31 64.0 174.3

CT40 A AR I X )LM] 1-2-58
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Table 2. Schedule for administrations of panipenem/betamipron and samplings
of microflora test (500 mg/500mgXx9)

Day

-6 1 2 3

4 5 8 15 22 30 36

Administration
Microflora test * *

* ok K K K K K % K

x* * * * * *

Table 3. Schedule for administrations of panipenem/
betamipron and samplings for microflora test
(1000mg/1000mg X 9)

Day

-6 1 2 3 4 5 19

Administration * k Kk Kk k ok k k k

Microflora test * * *

2. REMED LOWE DT EHFEE

WEL 2RI MR % 5Egk L 7218, E—XEAN D
REPRBREICHIg* ERICHFEL, EbiCanaerobic
chamber (Forma Anaerobic system, 80% N,, 10%
H,, 10% CO)IHAA L7z, ZHUZH & h L eHB T
BAiL oA MEBAAFRE? (1 liter P KH,PO, 4.5
g, Na,HPO, 6.0g, L-cystein HCI-H,0O 0.5g, Tween
80 0.5g, agar 1.0g) # 9fE& %Mz, I X4 —TH¥H—
EUDETHEL, IMEAFRE Q0D & Lz, o NER
R T2 51210053210 % THRL, EHEFMRAN).
05ml% ZNZ N AME A S & BRI A5 B it
(Tabled )iz a> S—viETH—ic&fm L, BAEEH
i3anaerobic chamberP T488:f, R MHHILEE
NETIWET N7 7 > BN TR 2 N2 N37°C T
Bz, SHSEHTOE L 2BAEBEO I =— 3%
#EGAM agar? T, R MEE I Trypticase soy blood
agar (TSBA), Trypticase soy agar(TSA) 7213
Mueller-Hinton agar (MHA) THitEFE L 72, 5831
BLUMBEEE FIcAEF L c oo =—3H T LI
%k e k2L, 75 2 0BIZ L N EOFK, B
LA, FRMEE O F TDHL, nutrient agerd
& UNo 11085 3t & 53-8 | 72813 Enterotube (Roche) 12
INERREZEEL 72 R EE O TBBES L UFM#
A & 578 L 72 #i13RapID ANA (Innovative Diagnos-
tic Systems, Atlanta)ic L W EE+FEEL 7.

3. FHFORE

BEDIEAFI L mlicFEBNIB% TS5 7 — L%
ZBERERIEE L et FiRIC 1 BERIRGE L 72 1%, AW

Media used for isolation of bacteria
from feces.

‘T'able 4.

Medium (manufacturer) Isolation for:

for aerobes
GAM agar (Nissui)
Trypticase soy agar (BBL)
DHL agar (Eiken)
SF agar (Eiken)
PEA blood agar (Nissui)

aerobic spores

all aerobes
Enterobacteriaceae
Enterococcus spp.
Streptococcus spp.
Enterococcus spp.
NAC agar (Eiken)
No. 110 agar (Nissui)

Pseudomonas aeruginosa
Staphylococcus spp.
Micrococcus spp.
Candida GE agar (Nissui) Yeasts
for anaerobes

GAM agar (Nissui) all anaerobes
anaerobic spores
BL agar (Nissui) all anaerobes
Bifidobacterium spp.
KM-VC Brucella blood agar (BBL) Bacteroides spp.
BBE agar (Kyokuto)
Modified FM agar (Nissui)
BS agar (Nissui)
Bacteroides agar (Nissui)
CCMA agar®
PO agar (Nissui)
PNC agar (Nissui)
CW egg yolk agar (Nissui)
LBS agar (BBL)
PS agar (Nissui)
PMS agar (Nissui)

Bacteroides fragilis group
Fusobacterium spp.
Bifidobacterium spp.
Clostridium spp.
Clostridium difficile
Clostridium spp.
Clostridium spp.
Clostridium perfringens
Lactobacillus spp.
anaerobic cocci
anaerobic coccl

THLIZHRL TENZTN 2 MDOGAM agertEihiz il
272, 3TCTIRUIIFASER, MI3RFAIEER C£F
L7zao=—¥%kKi,

4. WEHEWM

oM N o = — %z, UTohETHEE
HBREE] SHVNEEHE L TELL, KEHL1 L
PHEL (EER), 80C T HEBRX - %BU0E
BLHEL T, ¥REm+ R, BHNER YnE
mE 7779 —¢ELTKRD, ZHUT L) BB L HIE
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L7z,

5. ¥fFdnC. difficile D-1 antigenB XU g-

lactamasei& N H

HEDVMEHRIEE 4 'CT5,000X &, 2057 & 5
BL,Z0LiE® ) RT 7 4 08— (0.45m) THlB
LT s L7z, C. difficile D-1 antigenizC. D.
Check D-1(=%1bpk) # B\ 72]latex immunoassayik
I2 & DR L 72, B-Lactamaseif #3100 M nitrocefin
% #'H & | Tchromogenic cephalosporin&® CHI%E L
72(2.29AA/mM/cm at 376nm),

II. RBER

1. PAPM/BP 500mg/500mg X 9 ELELER5-

1) EHERE L UTHbHERK

Table l IC#BRENE R %KL 72, PAPM/BP 500
mg/500mg % EFEH100mlC MR L, 2FRT 9 BEB L U 1%
9REN 1 H 2 [, #607ML T THSFHEHEL A9
Bl (5 B BIZ&H] 9 B§NA) 1T~ 72 (Table 2 ) , EENM
KRIITXTORT T4 TOITXTOBRKIZBNTH
BT RIZIEEH TH Y, &E THRHELECOEREIILL
LN Luh -7z, HILKED BIRMICIZREIZEZS
LN h -7z,

2) BRMERENED

RITATHSPINEFELBZRER 1 8L ) DREK,
MBI RMRES L URBE RS 2 ENnFig. 1, 2
BEU3ic, BERINER % Table 5 ((FAMRE) B L U
Table 6 (BEAMEE) ISR BEFAEBEBIIRT > T 4
T 1, 3, 5TI3HEICI0°~10°CFU /g THEFE L, ¥
Bl G L 2 BIIRONLh -T2, RIV>T4 T2

14
panipenem/betamipron
administration
12p
10F
8

[ —e— Volunteer 1
---o---Volunteer 2
~--&-=Volunteer 3

Viable counts (log CFU/g feces)

6 —~-=Volunteer 4
-~ ®= = Volunteer 5
4 -
Z L 1 4 1 1 1 1 1
-6 2 5 8 15 22 30 36
Day

Fig. I. Total number of bacteria isolated from feces
samples of healthy volunteers

T3 L THI08 B (Day 15)ic, K7 T4 74T
133K T %178 B (Day 22) IR R 8 #oh— 8t
Il 72, R > T 4 T 213 Enterococcus (1.4 X10°
CFU/g) & Bacillus(1x10°CFU/g) »%, K7 > F 4 7 4
1% Enterococcus (3.3 X 10" 'CFU/g) ¥ L Tw 72, &
BAMEBIIENKRT > T 4 TIZBWTLEIZ101°~10"
CFU/gnRi % ## L, BRRENHBL T hh o1,
B AR IR SRR ON100(EH - 1D Tl &
AL REBII BB AMERICIZIZE Lo 12,

BHEBUIS KT > T 4 T LiKil0°~10" CFU/
gTH ) LR, HEHHP, EHRTHATHICEN

THRELEBNI H 72,
14 - -
panipenem/betamipron
administration
- 12f
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Fig. 2. Total number of anaerobic bacteria isolated from
feces samples of healthy volunteers
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Fig. 3. Total number of aerobic bacteria isolated
from feces samples of healthy volunteers
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114518 Tl Enterobacteriaceaed #¢3ai#4 # @ L
TEIC10°CFU/ g2 BRI & L1z, Enterococcus  131F
Y75 H105~10°CFU/giRERH I, 2
LB RENHE LTI L D L B bz, Strep-
tococcus B & UsStaphylococcusi3 3£ 5 H H (Day 5) »*

& HRIE#T %108 B (Day 15) £ TORIRBERL (K -
72 Bacillus\l3 @z U3 & % i3 7245 (102~10°
CFU/g) iZIZERRI I N, JEOHBELIZ LA EZT
Lh otz 7 F o FEFEREEE R HERIZEC (0~40%),
EKERG L nBGEMD RSN 7eh -7z, Yeastsid20~60

Table5. Influence of repeated administrations of panipenem/betamipron on the aerobic microflora of 5 healthy volunteers.

Viable counts?®’ at the day:

Isolate
—6 1* 5* 8 15 22 30 36
Enterobacteriaceae 7.5£0.3 6.8%0.1 6.6+0.3 7.2+0.3 6.7%0.7 7.1+0.3 6.9+0.5 6.2+0.7
(100%) (100%) (100%) (80%) (100%) (100%) (100%) (100%)
Enterococcus 5.9+0.7 5.31£0.7 5.8+0.2 5.9+0.4 6.8+0.7 7.7£1.3 6.5+0.3 5.0+0.5
(80%) ( 80%) (80%) (100%) (100%) (80%) (80%) (80%)
Streptococcus 7.0 6.3+0.2 6.0 6.9 6.3 7.1£0.9 7.2%+0.2 6.7£0.3
( 40%) (60%) (120%) (20%) (120%) ( 40%) (60%) (60%)
Staphylococcus 6.5 4.5 = - - 4.3 5.2 4.2
(20%) (120%) (0%) ( 0%) ( 0%) (20%) (20%) (20%)
Bacillus 5.1+£0.6 4.41+0.3 3.8+£0.3 3.7+0.1 5.9+0.9 4.2+0.3 3.9+0.4 3.9+0.2
(80%) (100% ) (100%) (60%) ( 80%) (100% ) (100%) ( 80%)
Glucose nonfermenter 5.0 3.6 4.7£0.5 - 5.4 - 4.1+0.9 2.7
(20%) (20%) ( 40%) ( 0%) (20%) ( 0%) ( 40%) (20%)
Yeasts 5.0 4.8 5.0+0.1 5.2+0.4 5.1+0.3 4.6+0.2 4.3%20.5 4.7£0.5
(20%) ( 40%) ( 40%) ( 40%) (40%) (60%) (140%) (60%)
total aerobes 8.2+0.2 7.3+0.1 7.0£0.3 7.2+0.2 8.2+0.4 8.3+0.8 7.6+£0.2 7.1£0.3
(100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%)

a) expressed as logarithm of CFU/g feces+SE, figures in parentheses are frequencies of isolation among 5 volunteers

b) no isolates

* day of administrations

Table 6. Influence of repeated administrations of panipenem/betamipron on the anaerobic microflora of 5 healthy volunteers.

Viable counts®’ at the day :

Isolate
-6 1* 5* 8 15 22 30 36
Bacteroides fragilis group 10.1£0.3  10.1+£0.2 10.4+0.2  9.6+0.5 10.0+0.3  9.8+0.3 10.1+0.2 9.1£0.4
(100% ) (100%) (100% ) (100% ) (100%) (100% ) (100%) (100% )
Fusobacterium 6.5+1.1 8.1x1.0 8.4+0.5 5.5+1.2 6.6x1.0 5.9+1.4 6.6x1.3 3.9+£0.3
( 40%) (1 60%) (40%) ( 60%) ( 40%) ( 40%) ( 40%) (1 60%)
Bifidobacterium 9.940.2 10.0%+0.1 10.8+0.1 10.3+0.2 10.5+0.2 10.9+0.2 10.4+0.1 10.2+0.2
(100% ) (100%) (100% ) (1007 ) (1007,) (100%,) (1007, ) (1007 )
Lactobacillus 5.8+0.6 4.8%0.8 5.5£0.6 4.3%0.6 5.0+0.7 50%£0.6 6.2+0.3 5.8+0.4
( 40%) (1 60%) (1 60%) (1607%) ( 80%) (807%) (807%) (80%)
Clostriduon perfringens - 5.6 4.9 6.0 5.6+1.0 - 6.3 4.4%0.1
(0%) (120%) (120%) (120%) (60%) (0%) (20%) (40%)
Clostridivm difficile = - - - - - - -
(0%) (0%) (0%) (0%) 0%) (0%) (0%) (0%)
Other Clostridia 7.7£0.2 7.7+0.4 7.9+0.3 7.2+0.1 7.5+£0.3 7.4+0.2 7.3+0.2 7.8+0.4
(1007, ) (1007%,) (1007%,) (1007%,) (1007,) (1007, ) (1007%,) (1007, )
Gram-positive rods 10.1+0.1 10.2+0.2 10.5+0.2 10.5+0.1 10.8+0.2 11.1£0.3 10.7+0.2 10.2+0.1
(1007 ) (100%) (100%) (100%) (1007,) (1007,) (100%,) (100%)
Veillonella - 3.0 5.8 6.4 6.4 - 5.0 -
(0%) (1207%) (120%) (1207%) (120%) (07%) (1207,) ( 0%)

a) expressed as logarithm of CFU g feces + SE,

b)
*

no isolates

day of administrations

figures in parentheses are frequencies of isolation among 5 volunteers
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BOENREETH ), REOZBELLNEED
nrz.

% & M B T | Bacteroides fragilis group,
Bifidobacterium B & ¥ 77 LABHREIZWTROLED
Hr7N)rTizBeTLEICRESN, BREOFEE
S\t e b 12, Lactobacillusi310*~10°CFU/gf2 &, &

HE#|340~80% T—%E L T\ 72, Clostridia Tt Clos-

tridium perfringens|IIFEANIIRE S N - 7287,
BB L OREK T 4101310~ 10°CFU/giREENH
H20~40% M & N7z, C. difficilel3 ¥ A% %@L T
S MmBENL D 72, C. difficile, C. perfringensLh
s+ Clostridiald 10°CFU/gA2FE & Dtk b b ISR
W& N7z, Veillonellal 33 BERANZ IR M E N ich - 7245,
b 35 EORER£1220%, 10°~10°CFU/gf2 R S
N7z, Fusobacterium|340~60% N HEE T10°CFU/g
RENCH RIS S N2AY, %35 B H (Day 5)ici3®
XEWEZRL,

Table 7 1213 B. fragilis group & Enterobacteriaceae
hrRIEIN L EEREEEL R L 72, B. fragilis
group T3 B. fragilis, Bacteroides thetaiotaomicron,

Bacteroides vulgatus, Bacteroides distasonishi3&Ri
#% %8 L T10°~10"°CFU/glRENEEIFRARE I h
72, Enterobacteriaceae Tli% Escherichia coli, Klebsiell
preumoniaeh*10* ~10’CFU/gf2 A KR £ 2@ T
BEENL, FoOBERBITEICREEIN NI
»olz,

3) C. difficile D-1 antigen?D#H

Table 8 ic C. difficile D-1 antigenDRR HEER £ R L
72, 5RT T 4 TO KT RTUTBWTC. difficile
D-1 antigen?iE iz et 7213 + (250ng/mlki) T
N, Be¥E(500ng/mlll L) 3£ Loz,

4) B-Lactamasei&tE

5RT7>T 4 T 8REKTTITBVTB-lactamase
eI nt»r -7z,

5) #IFTE NS EOPAPMIC AT 5 R MNE

1t

3K L D PAPMIC X 2 7B O RS HEDEALT
B EPEFTADL 2, REHIEE L ICHER BRI
ENLHEMEICOWT, REAEB L URESRD 2EHICS
I+ TPAPMIC XY % RSEMNEL % FREEIZMHA

‘T'able 7. Isolates of Bacteroides fragilis group and Enterobacteriaceae

Viable counts® in feces sampled on the day :

Species

-6 2* 5* 8 15 22 30 36
Bacteroides fragilis 9.2 9.4 9.2 8.8 9.5 9.6 9.3 8.3
Bacteroides thetaiotaomicron 9.3 9.9 10.1 9.2 9.2 9.3 9.7 8.6
Buacteroides vilgatus 9.7 9.3 10.1 9.1 9.8 8.5 9.2 8.8
Bucteroides distasonis 10.1 9.9 7.7 9.7 9.1 9.4 7.8 9.1
Escherichia coli 7.4 6.5 6.0 7.1 6.7 6.8 7.2 6.1
Klebsiella pneumoniae 7.4 4.9 5.9 5.1 5.2 6.2 4.2 5.1

Citrobacter freundii 5.6 4.8 5.1 0 5.8 6.2 0 0

a) log (CFU/g feces)
* day of administrations
‘T'able 8. Detection of Clostridinon difficile D -1 antigen in feces
D-1 antigen detected in feces sampled on the day :
Volunteer

-6 2* 5* 8 15 22 30 36

1 + + + - - - - -

2 _ _ _ _ _ _ —

3 _ _ _ _ _ _ _

4 _ _ _ _ _ _ _ —

5 - - + + — - - -

4 assayed by C.D. Check D-1 (Mitsubishi Kasei)
— 1 <I25ng/ml; +: <250 ng/ml; +
* day of administrations

2500 ng ml
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T, BSMEHE 3GAM agar T~ 7z (Table9)., BEf L
2 1@En S b, E. coli, K. pneumoniae, C. freun-
dii, B. thetaiotaomicron, B. distasonis 8 & U
Fusobacterium mortiferum ) 6 & NS II F IR
BTIREAETILL Tt » 7225, B. fragilis T3
EHEDOMICs,h* 8 AL Ta7z, LA L, MIChrange
12 5120.025~0.78ug/mlTH Y, ELIZR LN H
-7,

2. PAPM/BP 1000mg/1000mg X 9 BIE &tk 5

1 B1500mg/500mg#t 5B L IR L BRI TAT 24
(Tablel)iz & M, 1[EI1000mg/1000mg 9 [E:E K £t 5%
B%iT-7. ZOEMRR THORENRIITBIEH,
fekrh, IR T %% 1 BT~ 72 (Table 3) , BENH:
KIZ2ADKT 2T 4 TOTXRTOBKIZE »THIR
MAREETHN, &E THELLORFEEI£(FE
Hoieh -7, HLKED REEMNICIIREIIRZS S
nihr iz,

Table 103 L t*Table 11ic2 2 RT7 > 7 4 TDOEKAK
BT ARHEEERL 2, BRIFANEY, BBRAEE
BIZ2RI T4 TELICHRERNELAL TRELE
2R T, REREOHBELZZT b -1, BEA
HRBUIBTRERBDI00ERESD - 122l EEZ A
FALRERIIRBRAMERICIIIZE L2, 2K
7T 4T &L500mg/500mg X 9 BLEHKERG NG L
NDERRREB S Lo Tne, KT T4T6

T3 Streptococcus, Veillonella, Lactobacillus?#¢3% 5
HEHDay5) CRIEINE LD, REXRTHI4BE
(Day 19) icBUBEENI:, RI>T4 T TTIE7TF
T ¥EIE SR BEH, Staphylococcus 3 E BRI %3 5 B B
(Day 5) icRHE & N e » T iz AN ERET
BIRREHENEIT LT HLTH - 72,

2RI T4 TOTRTCOBRKIZ BT C. difficile
D-1 antigeniz & { &R S Nl H» 72, B-Lactamase
LY DREKL L UREE N LD - 72,

1. * £

PAPM/BP# 1 [6500mg/500mg, 1 H 2[E, 4.5H
(5BBI1E) SHEEELBENS RTFI > T 4 TOE
FEROMEROELIIBMLERREOZBE2ZIT L
EFEL T, BFREEE, SHAMEEE KEHU
—HOFIN 2 BRE TN LBEBEOLEEL ENELIZEE
DN ot, BRFAEERETIIR7 T4 T2
4 T—BEEmMAR LN, KT T4 T 2139
TN 7RIBICME 2B o2 LS Iz,
ZHNZEICHRTBELNTR AV, EELNSE, K7
T A TATIIEEFLOBERIIAHETH - 7297, #&
S5 T#ITEETH B Z &, ¥ 72 & H*Enterococ-
cusTh oI &, B —BUETHEI L2 EET 5L,
FLE R EOBRUC & 2RSS E Z biLd, BEIK
S nBEERBAETH -2, TNLEDKRKT>T 4T
CBWT, EERBEOEBEAN TIIHREIC L 28I

Table 9. Susceptibilities to panipenem of bacteria isolated pre- and post- administrations

MIC (ug/ml)

Species Sampling No. ) of
strains range 50% 90%
Escherichia coli pre 0.05 ~ 0.10 0.05 0.10
post 14 0.05 ~ 0.10 0.05 0.10
Citrobacter freundii pre 3 0.10 ~ 0.10 0.10 0.10
post 6 0.05 ~ 0.10 0.10 0.10
Klebsiella pneumoniae pre 4 0.10 ~ 0.10 0.10 0.10
post 6 0.05 ~ 0.10 0.10 0.10
Bacteroides fragilis pre 5 0.025 ~ 0.78 0.05 0.78
post 21 0.025 ~ 0.78 0.39 0.39
Bacteroides thetaiotaomicron pre 0.05 ~ 0.39 0.20 0.39
post 20 0.20 ~ 0.78 0.39 0.78
Bacteroides distasonis pre 4 0.39 ~ 1.56 0.78 1.56
post 11 0.10 ~ 1.56 0.78 1.56
Fusobacterium mortiferum pre 5 0.39 ~ 0.39 0.39 0.39
post 5 0.39 ~ 0.39 0.39 0.39
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Table 10. Influence of repeated administrations of
panipenem/betamipron on the microflora
of volunteer 6 -

Table 11. Influence of repeated administrations of
panipenem/betamipron on the microflora
of volunteer 7

viable counts® on the day:

viable counts® on the day:

Isolate Isolate
-6 5* 19 -6 5* 19

Enterobacteriaceae 5.32 4.91 7.51 Enterobacteriaceae 7.90 6.52 9.34
Enterococcus v 4.48 - Enterococcus 3.49 5.18 -b
Streptococcus 5.57 - 7.95 Streptococcus 6.90 4.48 8.90
Staphylococcus - - - Staphylococcus 3.97 - 4.40
Bacillus 3.72 3.00 3.26 Bacillus 6.90 7.15 3.60
Glucose nonfermenter - - - Glucose nonfermenter 4.62 - 5.91
Yeasts - - - Yeasts - 4.04 3.51
total aerobes 6.00 5.32 8.32 total aerobes 8.58 7.34 9.34

Bacteroides fragilis group 10.51 11.79 12.49

Fusobacterium = 5.79 3.56
Bifidobacterium 10.15 11.77 12.20
Lactobacillus 4.28 - 5.75

Clostridium perfringens - - —
Clostridium difficile - - -

Bacteroides fragilis group 10.97 11.52 11.74

Fusobacterium - - -
Bifidobacterium 11.49 12.45 11.85
Lactobacillus 5.85 5.48 5.91

Clostridium perfringens - - -
Clostridium difficile - - -

Other Clostridia 9.32 10.30 10.43 Other Clostridia 9.67 10.40 9.38
Gram-positive rods 10.71 10.84 11.70 Gram-positive rods 12.11 12.32 11.80
Veillonella 3.62 - 8.96 Veillonella - - -
total anaerobes 11.15 12.28 12.85 total anaerobes 12.74 12.79 12.85

a) log (CFU/g feces)
b) no isolates
* day of administrations
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b) no isolates
* day of administrations

BNCIIERRE EZ b1, REBOWERIC L 2TLI%E
WCBREINED -2, #-T, TNsNEEHRETI
HEFOMERICH LFETNEHBERIZEIZVD
DEEZ LNz,

X ®

1) F#HFES, M . Panipenem/betanipronic B4 5§l
WM FHE (35 1 8) In vitroBiBEIYERA. Chemother-
apy 39(S-3) : 83-101 1991

2) EF—%, ELRMR  RAMEOSH L Rk ME
FRMEEI (AFAMEEELSHEEELHA, »
94~103, FEMRHAR, FE, 1982

3) O 'Callaghan C H, Morris A, Kirby S M, and
Shinglar A H : Novel method for detection of §-
lactamase by using a chromogenic cephalosporin
substrate. Antimicrob Agents Chemother 1:
283~288, 1972



PAPM/BP:#E#ii% 5 7 5 DR 8
vOL. 39 §-3 317

INFLUENCE OF REPEATED INTRAVENOUS INFUSIONS OF
PANIPENEM/BETAMIPRON ON THE FECAL MICROFLORA OF
HEALTHY VOLUNTEERS

Satoshi Ohya®, Haruki Domon", Mitsuo Katsuta®, Tsutomu Yajima®,
Yukio Utsui”, Takashi Takenouchi?, Takashi Fukuoka®, Yoko Ajiki?,
Naoko Sekine”, Mayumi Kasahara, Hiroshi Yasuda”, Kunitomo
Watanabe?, and Kazue Ueno?
YBiological Research Laboratories., Sankyo Co., Ltd.
2-58 Hiromachi 1-chome, Shinagawa-ku, Tokyo 140, Japan
Pnstitute of Anaerobic Bacteriology, Gifu University, School of Medicine

The influence of repeated intravenous infusions of panipenem/betamipron(PAPM/BP)
(PAPM : BP=1: 1) on the fecal microflora of healthy volunteers was studied. PAPM/BP (500mg of
PAPM and 500mg of BP) was administered to 5 male healthy volunteers twice a day for 4.5 days.
The feces were sampled and subjected for studying of microflora on the days 2, 5, 8, 15, 22, 30, and
36, and 6 days before the administrations. The influence of the administration on the fecal microflora
was minimum. Neither Clostridium difficile nor C. difficile D-1 antigen was detected in any of the
samples. The change in susceptibilities of dominant isolates to PAPM was also minimum.



