VoL 40 52 ME 1207 0t B PIMI 1= X5 5 1%

ME 1207 © & b IEENMBE %I x§ 2 28

ARE F-PHE O~ B FT - B
BN R - HARB—BR - e KA - BE BT
W& OKESE L T EEZ - KW K
mail T 'k BN U
PG ES a2 N L= e

HLCHEBEIN 7 2 ZRIAEWHEORORI TH B ME 1207 %, 8BEKA 7 HI2x L 100
mg Nfi& A% 2834 b5 200mg % 1 H 3 M, 7 AMAKICHEOES L, EENEEZE~
DFBE LD LI, BEPEABELBE, FEE» SR 22 OMBEIC T 5 RIS
HEAEL, BERRCBERREEADZEIZI DWTRI L2 EZA, KDL ) wiERE1572,

1. ﬁfﬁ?\]?ﬂli’ﬁ?’(“liﬁ?’iﬁ?ﬁm Enterobacteriaceae ' Escherichia coli, Klebsiella sp. 7
TR EIE, 5z — 27V, Enterobacteriaceae 2K TA TLRIETH 72, L
H L, Case &I ATZHE ﬁ@*%ﬁ'ﬂ%fﬁ@ &7 - 72 3 Tl3, Enterobacteriaceae 2443 %
HEIKTH 72, ZOMD 77 LEWRE TIE—EDEIIZA LN ah >, 77 LWGHTH
TITEFEPEABE A E D - 72 3BITIE, Enterococcus sp. »¥ 4% 5-4AM Iz —BMIZ BRI R
LUF#7/~L, Yeast like organism # F¥HEE TA 5 &, &5 8 b Ic—BEHYIC B noim %
F L7, BUHRHEROTFEB TIIEILEZHUh - 72, ﬁ’f\‘lft‘l?i BVYIEB T A Sk, Bacter-
oides fragilis group 0)%’*‘%4&’( ti§’3§ I7ch - 728%, Case 2 &1 A5 & HFEPERAIBE L SH
-tz 3BT G HAR I W23 L 72, Lactobacillus, Peptococcaceae, Veillonel-
laceae ¥ # 5 HiMhIc— 1@.&0)7532//3 KR FLUT 2R L, BEPERBE»SH - 72 36T
2, IN5 IWMICK L BELSE L - 2, RERME O A IS A D o B o
fEm % 2L 72,

2. Clostridium difficile (3% 5-BAtEH > 58587 30 Hi5E T2 5 A 5 3.0X102~2.2
x108CFU/g sr# X 1172, # @ D-1 antigen (3 4% 5-B34587 5 HA S48 5% 30 Hi% F Tiz 6 1
5 250~2,000 ng/g e X 7z,

3. Bioassay i & 2 #@Eh ME 1206 DL, &5 MR 3 X TH &G54, 7 HiLIC
WETE, 0.12~1,730 ug/g DEHMN TH - 72, ESEMAK 7 o=+ 77 7812 L 5 H#E
ME 1206 M 13, bioassay #: T\ il % 7k L 72 3 Bl A8 5 R i 210~1,560 ug/g @
HEANEZRL, o 4 BIOBEIIREERFLUT TH - 72,

4. 77 LBMEEKEE T Staphylococcus aureus, Coagulase-negative staphylococci x4 3
ME 1206 > MIC i1 cefpodoxime, cefprozil, cefaclor iZful LA 8LL, ME 1206 i3 Enter-
ococcus sp. 2 LMO#ED £ 7 = 25 & & EERIZHTH 1112595 - 72, Enterobacteriaceae
E. coli, Klebsiella pneumoniae subsp. pneumoniae, Klebsiella oxytoca, Citrobacter freundii,
Enterobacter cloacae \=%14 5 ME 1206 # MIC (2 K. pneumoniae subsp. pneumoniae LASF
4 BitE T cefpodoxime, cefixime ¢ MIC & [6 L 2%l L 72, ME 1206 &> Bacteroides fragilis
group (2%t L, #od 5 Al & BAEICHTE 111355 <, C. difficile \2%44 5 ME 1206 > MIC i3 cefpr-
ozil It 4 flod MIC ¢ EIL { KTH - 72,

5 RIERIIZ 2BICBREDOTRIAHMEL 72, MR DEKRE T, REILVIIREMHEERL
Case 3%~ 12,

Key words : #1017 = %I, ME 1207, t b, ¥EfEPHITE %

T 830 AR K ABET 67
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ME 1207 (3 i WEKRASH T, HL (RSN
€7 1 LRDIZT VR OARENE TH 5, AH
MR, BEREOTZAT 7oL ) 22T S
Ak E N, ME1206 & L CHE N % BET 2,
= DIHIEMAK ME 1206 O HEIE, 77 LBHEH,
Pethi L 0RL <, IS 7 T LB O Staphylococcus
aureus, Staphylococcus epidermidis \2333 B HHE 1113
BHEOEL L7 2 LA L) #EN, &5 B-lactamase IZ
L TLEETH B, AT TIZ 1991 F0 5 39
[ H A LR R B NH RS R 7L BWT

HBEM G R OB TORBRIKEHliA 3w L 6T 20,

7613, @EEAIC ME 1207 28085 L, #E
P~ DB A5 L3S, RRDEEFBRE L
HI5E, BEH S5 722 DMEIC T 5 ME 1206
J U cefteram, cefpodoxime, cefixime, cefprozil,
cefaclor DEARSZ W% Wik 3 5 & 4ic, BIVER LR
RRBE~NDEBERG L 2D T, FOlEEHRET
5,

. EBRMBERUEE

1. FEERNHMEEDOEE

1) x%#E

23 &N 6 26 %, )25 i, KE 60~73 ke, T 67

kgDBEREBM TR & L 72,

MEEL, AFOFIEKRBREEL VAR RN B
CEZERVUHECOWT TS LS A ST EEIC LS
EEx LSl 7z,

(2) #5hk

ME 1207 o &e#1 (15 100 mg il A) % 1 [ 2
g5, 1H3M (B5BBAIEZ2MHE, HE5EXTHIZL
H), BE%GESEGHIZBRERE Y A% BERT
AIZEAATE), L~ 8 HRH, £H 7 HEGERZEL&KSE L
72,

(3) EBENMREERER

BIE Q25 B8ART 5 B, &5HWEAE, R5RK2,
4 H%, 557 % (BR5HTH), B5%T3,
5, 10, 20, 30 Hi&x CT10MEMKL, »THLOBEH
LEGCHBLAEFECOEMERTHEL
(Fig.1),

(4) ZEMENMBEERE H i

SH I BEHICHEE L B0 emE ELICHERRL,
¥FE1.0g 2 sz (Table 1)9.0 ml 12 AL, &<
B F04% dilution buffer (Table2) T 100 &% &M AR
L, 29 0.1ml % &M FHssi (Table3) Lic#®&4k
L, M AR g 30°C, 48 BERFRUEEL

ME1207 administration Day of study
Fecal collection and clinical 5 0 1 2 3 4 5 6 7 1 2 3 4 5 10 20 30
laboratory tests Before Medication After
ME1207 : 200mg, t.id., p.o. Mmoot
Collection of fecal specimens
Test for fecal microflora O O O O O O O O O
Test for drug concentration O O O O O O O O 0O
Clinical laboratory test O O O
Clinical symptoms O e
Fig.1. Test schedule of ME1207.
Table 1. Composition of Mitsuoka medium

Brain heart infusion broth (Difco) 37.0g
Resazurin 0.1% alcoholic solution (Wako) 1.0ml
L-Cysteine- HCI-H,0 (Wako) 0.5g
Bacto agar (Difco) 1.0g
Deionized water 1.0L
Table 2. Dilution buffer
KH,PO, (Wako) 4.5¢
Na,HPO, (Wako) 6.0g
L-Cysteine-HCI-H,0 (Wako) 0.5g
Polysorbate-80 (Katayama) 0.5¢
Resazurin 0.1% alcoholic solution (Wako) 1.0ml
Bacto agar (Difco) 1.0g
Deionized water 1.0L




VOL. 40 S—2

ME 1207 »t F 3EFERNMER IS T 5%

77

Table 3.

Bacteriological medium

Aerobes

Brain heart infusion blood agar (Difco)
DHL agar (Eiken)

NAC agar (Eiken), SF agar (Difco, Eiken)
Staphylococcus agar No. 110 (Eiken)
Candida GE agar (Nissui)

Anaerobes

BL agar (Nissui), GAM agar (Nissui)

Bacteroides agar (Nissui), BBE agar (Kyokuto)

GM VCM Brucella Laked blood agar (Kyokuto)

FM modified agar (Nissui)

KM CW agar (Nissui)

VCM Veillonella agar (Difco)

REP’ Brucella blood agar (Kyokuto)

CCFA agar (Oxoid), LBS modified agar (Oxoid, BBL)

1.0g of feces(After homogenization)
£ 4.0ml of 80% CH;OH buffer

43.0ml of 80% CH,;OH buffer

Shaking for 1 min. and centrifugation(12,000rpm/min., 10 min., 4°C)

4

i

Filtration of supernate with 0.45xm membrane filter

4
Bioassay of filtrate
Cup method
(Test organism: E.coli NIH]J)

i

HPLC of filtrate

Fig.2. Method for measurement of antimicrobial activity
and ME1206 concentration in feces.

f2, X, BERMEE R OFARIE G 35°C, 48~72 BrfgE
FHEL, BROMBEICOEHFEOWE Z1TH L3I,
BREOREYEML 72, %8, Clostridium difficile H*
4T 5 D-1 antigen |3, WHBIE HOE—F[FEIZD
5CD.$¥2v7 :-D—-1® #HWwWTF=z v 7L 7,

2. BEFEHPEABENE

(1) x%H

EFENMBEBRESN L 7THIc O EERL 72,

(2)  ZEEPREANBEREH

HEBAERT S H 2 B 2 EENMEERE EE L H
OHEBREICH - F—EFEICO>ZBELXREL 72,

(3)  BEE rh SR AR R E 7 ok

BEH 368 2 kih T T homogenize L, Z9 1.0gi2
80 % CH,0H buffer 4.0 ml #/mz Tk iBF1E, 4
CTTEASH (12,000r.p.m., 10 9MH), ZHLiEx
0.45 um o Millipore filter® Tig:@L, 5 172
RWRIK L L, Escherichia coli NIH] # REEH & § 5
bioassay ik (# v 7'ik) THBEZHET 5 &3k,
Fig2onZr (s B L, Effiks7o~t77
7 (HPLC) it k- CLBERME 2 LML 2
(Fig.2), Bioassay & HBRF i3 0.1 ug/g, HPLC
EORMBFRIT 4 ug/g TH- 12,

3. AR RER

S EERRh Yeast like organism (YLO) 25§ 2

MIC F#lIES T, FothoH#iE Tid ME 1207 5.5
BhATS 0, 5B H, B5HMG2, 4 B 5
7 HIEGRE®RTH), ®&5#T3, 5, 10, 20, 30
Higloo® s N B2 0liE4s & Case » HJRA & L
T 1 B$ o at random (ZBUF, 8 #RLL LG L N7 HitE
7213 125w T ME 1207 ot # & A& TH 5 ME 1206,
cefteram (CFTM), cefpodoxime (CPDX), cefixime
(CFIX), cefprozil(CFPZ), cefaclor (CCL) M3&#I&
FHEREL

(1) Mgk

HAMEr 77 LB HEERE RS awreus 8 1K,
Coagulase-negative staphylococci 26 #:, Enterococ-
cus faecalis 36 ¥k, Enterococcus faecium 29 ¥, Enter -
ococcus durans 11 ¥kt 110 ¥k, 77 LBEMEARE T3
E. coli 68 ¥, Klebsiella pneumoniae subsp.
prneumoniae 25 %, Klebsiella oxytoca 10 &,
Citrobacter freundii 24 ¥k, Enterobacter cloacae 15 ¥
DEF 142 £k, BERMEHE DX RBRIS Bacteroides fragilis,
Bacteroides vulgatus, Bacteroides distasonis, Bacter -
oides uniformis, C.difficile 5 WD A L, &7
27, 11, 63, 70, 18 BkDEF 189 ¥k, #5T 441 %2 X%
kL7,

(2)  FFIREMRIE ik

WK D B AL R SRR 12
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R ARE T, SEEOBEEEE 10°CFU/ml i2
x4 5 ME 1206, CFTM, CPDX, CFIX, CFPZ, CCL
@ MIC # #lzE L 72,

4. BIER R UBRRRRZE

ME 1207 % 7 BRL&E# & E L 72 76l > 2 % 558
HE»LEEGHT 0BT CHAVEROFE S BE
T 5 I, BE5EMETS B, HRE5HMEE, BERT
FH, %5#7 10 BOFEHZERIC — AR m (FRiwek
¥, OMmEk#, HMKESE, ~E/obri, ~°
b7y MME, o), 7— o 2REB (B, M
¥), 7uoltorb o, DEEILEARE (KBE
B, TVv7ix, A/GH, RV rEr, Rav T
o—)L, H¥EREE, Y7V 74 F. GOT, GPT,
Al-P, LDH, y-GTP, 3V >z 27 7—+, BUN,
JVvTF=r, WEEHE (Na, K, Cl, Ca), m¥E,
FRE:), WR#x% (pH, &A, ¥, v 4K Joe)
=7, Bk, B, hiE) FEEL, BEERR
TlE~OHEEF 2 7 LT,

. R

1. EENHEEENLE

145 @ Enterobacteriaceae t E. coli |3 #5555
MBIV E RIS 10°CFU/g & Th - 1275%, #5684
2 H11213 10°CFU/g &, 4, 7 H# 10°CFU/g &,
#E5#% 3 8B#%10CFU/gd&, #0113 100~10"
CFU/g 5 %~L, #5HEPIC—BHICRD L 72,
Klebsiella sp. T #5BMERTOFLEHIZ 105 107
CFU/g 5THh - 7295, #%5B9452 H1% 10°CFU/g &,
¥E5RM 4 HEREBEALLT, #5%7T 3 Hi%10°

]

— Aerobes —

CFU/g &, #Ni%i3 105~10"°CFU/g & TR 5 HikE P
(= —@M i L 7247, Citrobacter sp., Enterobacter
sp. FIoxtd 583 kb - 72, Enterobacteriaceae
SR THIGE, REEGRIOFYE I 10°CFU/g
4. 5do A B OTFHE R 109 10°CFU/g
4, BERTHOFHESIT 100~10"CFU/g 5T, #
Sppshic —@Mic i L7z, L L, Case JEiza
A R DO EE P OEKBEHE 3B TIIR
S54RI s iz —@ 1 Enterobacteriaceae D\ )
REBRLT 2L 72, FHBEKTIRZOMD 7T 4
et 8 R U7 7 4B M B & Staphylococcus sp.,
Enterococcus sp., Micrococcus sp. (=¥ L TIZAHK|n
BT h - 72 hY, Case & & iC A 72341213 Enter-
obacteriaceae DR RLIT 2R L 72 3BI T3k 5
AR I —B1E IS Enterococcus sp. AR R %R
L7z, YLO Tz #&5BMRI 0 FH# #ix 10°CFU/g
B, 5PN EREROFELEHIZ 100~10°CFU/g
A, ¥5#&7 3 H#%I310°CFU/g &, #D#%OKRER
Ti3 1034 10°‘CFU/g & T, %5 HRHIc—mayic g
moEm %R L 72, BEFREEDFHER TII—ED
Eib 2B h > 72 (Fig.3),

AN E T B fragilis group DREKIZ VT hofk
EHLFLE B 10~10"°CFU/g & T, A 28I
Ah o728 Case T X IZ ATBEAIC I EBOEFEFD
ERBEL T 3BT SR P —@tIs L
72, Lactobactllus T3 #% 5 B 44 Bl o ¥ 8 $it 10°
CFU/g &, #%5B1h 2 B#%i213 10°CFU/g &, 4 B#
103CFU/g &, 7 B# 10°CFU/g &, % D113 105~ 108

4 Enterobacteriaceae EEnterococcus sp.[] Total aerobes

14
0 12
o
2
=10
[}
g %
6 /
> ‘%
oy a?,
© . X 290 et %
217. /5 ’, s - e ey /
1 | 7% Y 74

e

iii‘; ’

\

5 days Just

before before under under under

after

2days 4days 7days 3days 5days 10 days 20 days 30 days

after after after after

O E.coli 0:Klebsiella sp. o Citrobacter sp. a:Enterobacter sp. ®:Proteus sp.
v Hafnia sp. mSerratia sp. © ' Pseudomonas sp. V. Staphviococcus sp. ®. Yeast like organism

Fig. 3.

Bacterial flora in feces of healthy volunteers administered ME1207.
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CFU/g &, Peptococcaceae T3 #%5-BtaRT N FEHH
#12 106CFU/g &, #5-Bith 2 H1£1213 10°'CFU/g
&, 4B#%10°CFU/g &, 7H#10°CFU/g &, 0
#iIzWwThok#E A L 108CFU/g &, Veillonellaceae
TR S5BEET S B3 cEh &M r R B RLUT T,

B 58384 H N E ST 10°CFU/g &, #5844 2 A

CFU(logio)/g of feces

#%IZ13 10°CFU/g &, 4 Bi%X 7 HIZ LPIRHIRR
LIF, #1412 10°~10°CFU/g & T, 3 @fEdtic &y
Bl —BEOWL P RHBRUT % £ L, Case =
LI BIIGEIT RN EFBEHIF 3B TIZ3E
IS T 25 FE L b - 12, ZOMOBRAERE I
LTIRHENHBLIZNZ ah T, BEEAKE T

—Anaerobes —

B3 Total B.fragilis group(] Total anaerobes

T\

\
S D AN

SRR

il
A

N

FERN S

5 days Just

before before under

under under

after

2days 4days 7days 3days 5days 10 days 20 days 30 days

after  after after after

o: B.fragilis 0. Fusobacterium 4. Lactobacillus a: Eubacterium ®: Bifidobacterium
v: Clostridium (Lec.”) ®: C.difficile ©: Clostridium(Lec.*) v: Peptococcaceae ®: Veillonellaceae

Fig. 4.

Bacterial flora in feces of healthy volunteers administered ME1207.

Table 4. Clostridium difficile and Clostridium difficile D-1 antigen production in feces of healthy volunteers
Case |Age Sex »\i(:(gi:,xt ¢ Zﬁa[? 5 days| Just |2 days|4 days|7 days |3 days|5 days |10 days|20 days|30 days
. ft ft f
no. |(yrs) (kg) |C. diffcile D-1 antigen before | before | under | under | under | after | after | after | after | after
C. difficile 80107 16.0 x 10° 1.0 x 10*
1 25 | M 68
antigen —** —_ — — — 1,000 | 1,000 — — —_
C. difficile
2 23 | M 65
antigen — — — — 2,000 — 500 — - —
C. difficile 1.5x10°
3 24| M 73
antigen — — — — — — — — — —
C. difficile
4 24 | M 60
antigen — — 500 — — — — — — —
C. difficile 2.1x10%2.0 x 10* 3.0 X 10°]1.8 x 108
5 25 | M 60
antigen 500 — — — 500 250 250 250 — -
C. difficile 2.0 x 10° 6.3 107|1.0 x 107 3.0 x 10°(6.2 x 10°
6 26 | M 70
antigen — — 1,000 — — 500 1,000 250 — —
C. difficile 3.0 x 10%(7.0 x 108 2.2x10® 2.0x1049.0x 10*
7 25 | M 70
antigen — 500 — — — 500 500 250 — —

*:CFU/g, **:ng/g
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SEXER B 5 BALERT 10'°~10""CFU/g &, %584
2 H# 10°CFU/g &5, 4 H# 10°CFU/g &, 7 H1% 10°
CFU/g &, #9113 10°~10"'CFU/g & T, #% 51
rhic BB ORAEE %R L 72 (Fig.4), C. difficile 13
Case ]l T#H5#7 3, 5, 20 H#%, Case 3 THRE#KT
5 Bi%, Case 5 CH5BAtsH, B5F%2 B, 5
#7173, 5Hi% Case 6 THE5B#G2 A%, &/EKT
3, 5, 20, 30 H%%, Case7 Tlz# k5B 4, 7H
%, ¥5#7 5, 20, 30 Hi%IZ 102~10°CFU/g &5-#
&7z, C. difficile D-1 antigen {% Case 5 & Case 7
T3 5-64AR1 5 B2 5 R4 H 12 500 ng BB E 1,
BiE T35 7 B, &5%7 3, 5, 10 Hi#% 250
~500 ng/g, & TIZIL5#7T 3, 5, 10 H#% 250 ng/
g 500ng/g B & 1172, Casel, Case?2, Case4,
Case 6 Tiz#h 5t 2 B#h H&E5#T 10 BEOM
12250~2,000ng /gD w T—@MIcHRE I N

(Table 4, Fig.4),

2. HEPEAIRE

(1) Bioassay #

7 5k Case 4 LISt 6 Fliz v 311 b Be 5Btk 2,
4, 7 B2 ME 1206 »*#il%E T %, Casel T 508~
1,360 ug/g, Case2 T0.16~0.32ug/g, Case3 T
0.20~1.20 ug/g, Case5 T 440~1,730 ug/g, Case6
7233~1,390 ug/g, Case7 T0.12~1.48 ug/g % 2
L, Case4 CI3# 5804, 7 Hi%IZ 0.16 £ 0.20 ug
/g &N, Casel, Case5, Case6 3E\ - BELR
L 72 (Table5),

(2) HPLC &

Bioassay #: THEH ) ME 1206 DBEI EH - 12
3ENC BT B ME 1206 D EIZ TN L &5 2,
4, 7TH#®ICRETE, Casel T520~1,510 ug/g,
Case 5 T 435~1,560 ug /g, Case6 Tix 210~1,260
ug/g ¥ 2L, 3H3Lic bioassay k) ME 1206 7 i
IZFAMLL 72 (Table 6),

Table 5. Fecal concentration of ME1206 in healthy volunteers
— Bioassay method —
Case Age - fggit Fecal concentration (ug/g)
no. (yrs) Just 2 days | 4 days | 7 days | 3days | 5days | 10 days | 20 days | 30 days
(kg) before under under under after after after after after
1 25 M 68 ND 508 1,120 1,360 ND ND ND ND ND
2 23 M 65 ND 0.32 0.20 0.16 ND ND ND ND ND
3 24 M 73 ND 0.20 1.20 0.32 ND ND ND ND ND
4 24 M 60 ND ND 0.16 0.20 ND ND ND ND ND
5 25 M 60 ND 440 1,730 900 ND ND ND ND ND
6 26 M 70 ND 233 892 1,390 ND ND ND ND ND
7 25 M 70 ND 1.48 0.16 0.12 ND ND ND ND ND
ND<0.10ug/g
Table 6. Fecal concentration of ME1206 in healthy volunteers
— HPLC method —
Case Age B(?dy Fecal concentration (ug/g)
no. (yrs) Sex | weight Just 2 days | 4days | 7days | 3days | 5days | 10 days | 20 days | 30 days
(kg) before under under under after after after after after
1 25 M 68 ND 520 1,090 1,510 ND ND ND ND ND
2 23 M 65 ND ND ND ND ND ND ND ND ND
3 24 M 73 ND ND ND ND ND ND ND ND ND
4 24 M 60 ND ND ND ND ND ND ND ND ND
5 25 M 60 ND 435 1,560 884 ND ND ND ND ND
6 26 M 70 ND 210 828 1,260 ND ND ND ND ND
7 25 M 70 ND ND ND ND ND ND ND ND ND

ND<4.00ug/g
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3. EAIRSEME B

(1) HFRMEE

1) 77 LR

(i) S. aureus

8 #kic A9 5 ME 1206 » MIC i3 0.39~0.78 ug/
miEicH N, MICeyix 0.78 ug/ ml T & - 72,
CFTM, CPDX, CFIX, CFPZ, CCL o MICqit &%
3.13, 1.56, 12.5, 0.78, 1.56 ug/ml T, ME 1206
MIC i CPDX, CFPZ, CCL o MIC & [&] U # 3 1L
L, CFTM, CFIXao MIC L D /NT & - 12
(Table 7).,

(i) Coagulase-negative staphylococci

26 #4259 % ME 1206 @ MIC (3 0.10~100< g/
gL, MICeid 3.13 ug/ml Th - 7z, CFTM,
CPDX, CFIX, CFPZ, CCL » MICy iz £ 1L £ 11
12.5, 6.25, 100<, 3.13, 6.25 ug/g T, ME 1206
MIC iz CPDX, CFPZ, CCL » MIC (z B L L,

Table 7. Susceptibility of ME1206 and other oral cephems against Gram-positive cocci

CFTM, CFIX o MIC £ Y /T& -7 (Table?),

(i) E. faecalis

36 #RiZ x4 5 ME 1206 o MIC i3, 0.39~100<pug
/ml i & N, MICel3 100< ug/g TH - 72,
CFTM, CPDX, CFIX, CFPZ, CCL @ MICqlz\» ¥
Ly 100 wg/ml 2kl LT, ME 1206 » MIC i3 =
e 5Fl MIC I AL 72 (Table 7).,

(v E. faecium

29 BRI x5 ME 1206 @ MIC i3 0.05~100< ug/
mliZ 5 L, MICel3d 100< g/ ml T & - 72,
CFTM, CPDX, CFIX, CFPZ, CCL & MICgot3\» ¥
N 100 g/ ml A 2 Ll ¢, ME 1206 o MIC i1
MIC;, Tlx CFPZ £ ) KTH » 729%, MICy, T3 5 #l
A MIC (2L L 7z (Table7),

V) E. durans

11 BRIz x93 % ME 1206 @ MIC i3 6.25~100< ug/
ml 2 H D, MICe,id 100< ug/ ml TH » 7z,

Inoculum size:10°CFU/ml

No. of M I C (ug/ml)
Organism Antibiotics

strains range 50% 90%
ME1206 0.39~0.78 0.78 0.78
CFTM 3.13 3.13 3.13
CPDX 1.56 1.56 1.56
Staphylococcus aureus 8 CFIX 125 125 125
CFPZ 0.78 0.78 0.78
CCL 1.56 1.56 1.56
ME1206 0.10~100< 0.20 3.13
CFTM 0.10~100< 0.78 12,5
Coagulase-negative 2% CPDX 0.10~100< 0.39 6.25
Staphylococci CFIX 0.20~100< 3.13 100 <
CFPZ 0.20~100 0.39 3.13
CCL 0.20~100 0.78 6.25
ME1206 0.39~100< 100 < 100<
CFTM 0.20~100 < 100< 100<
Enterococcus faecalis 36 CPDX 0.39~100< 100< 100<
CFIX 6.25~100< 100 < 100<

CFPZ 0.78~100 100 100
CCL 6.25~100< 100 < 100 <
ME1206 0.05~100< 100< 100<
CFTM 0.78~100< 100 < 100<
Enterococcus faecium 29 CPDX 0.10~100< 100 100<
CFIX 0.10~100< 100< 100<

CFPZ 0.39~100< 25 100
CCL 3.13~100< 100 100 <
ME1206 6.25~100< 100< 100<
CFTM 50~100< 100 < 100<
CPDX 1.50~100< 100< 100<
Enterococcus durans 11 CFIX 100 < 100 < 100<

CFPZ 3.13~50 25 50

CCL 6.25~100 100 100

CFTM cefteram: CPDX cefpodoxime; CFIX cefixime; CFPZ cefprozil; CCL,cefaclor.
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CFTM, CPDX, CFIX, CFPZ, CCL ® MICq iz \ ¥
Ly 50, 100 g/ mlA*100< xg/ml T, ME 1206 ®
MIC i3 CFPZ & MIC &£ ) KTH - 720%, Mo 4 Flo»
MIC & (33 L 72 (Table 7),

2) 77 LEMRR

(i) E. coli

68 BRI Xt 5 ME 1206 @ MIC {3 0.10~6.25 g/
mliZ A L, MICeoi3 6.25ug/ ml T & » 72,
CFTM, CPDX, CFIX, CFPZ, CCL & MICqi3 &=
0.78, 3.13, 6.25, 50, 50 xg/ml T, ME 1206 > MIC
i3 CPDX, CFIX o MIC ic#fi{L, CFTM o MIC &
N KTH-7:%%5 CFPZ, CCL o MIC & D /NTH - 72
(Table 8),

(i) K. pneumoniae subsp. pneumoniae

25 Bk iC X+ 9 5 ME 1206 > MIC i3 0.10~0.39 ug/
mlig i H N, MICoi3 0.39 g/ ml T & » 72,
CFTM, CPDX, CFIX, CFPZ, CCL o MICy i3 % 11

Table 8. Susceptibility of ME1206 and other oral cephems against Enterobacteriaceae

24 0.20, 0.20, 0.10, 1.56, 1.56 ug/ml T, ME 1206
o MIC i3 CFTM, CPDX o MIC i3l L, CFIX &
MIC L ) %%k, CFPZ, CCL» MIC £ )W /NTH 12
(Table 8),

(i) K. oxytoca

10 &= x4 3 5 ME 1206 @ MIC 12 0.10~0.39 pg/
mlic 5 A L, MICeoi2 0.39 g/ ml TdH » 7z,
CFTM, CPDX, CFIX, CFPZ, CCL o MICyid &%=
0.20, 0.20, 0.10, 0.78, 0.78 xg/ml T, ME 1206 »
MIC iz CFTM, CPDX, CFIX o MIC iz 3L L,
CFPZ, CCL» MIC & Y/ T& 72 (Table8),

(v C. freundii

24 ¥kI2 & 5 ME 1206 @ MIC 13 0.10~1.56 ug/
mltg i H 0, MICel2 1.56 ug/ ml T »H » 72,
CFTM, CPDX, CFIX, CFPZ, CCL & MICqltZ 1L
Z0.0.78, 3.13, 1.56, 25, 50 ug/ml T, ME 1206 »»
MIC iz CFTM, CFIX o MIC i %8 L, CPDX,

Inoculum size:10°CFU/ml

No. of M IC (zg/ml)
Organism Antibiotics

strains range 50% 90%
MEI1206 0.10~6.25 0.20 6.25
CFTM 0.10~0.78 0.20 0.78
L . CPDX 0.10~6.25 0.39 3.13
Escherichia coli 68 CFIX <0.025~125 0.20 6.25

CFPZ 0.20~50 1.56 50

CCL 0.39~50 1.56 50

MEI1206 0.10~0.39 0.20 0.39

CFTM 0.10~0.39 0.20 0.20

Klebsiella pneumoniae 25 CPDX 0.10~0.78 0.20 0.20
subsp. preumoniae ’ CFIX <0.025~0.39 0.10 0.10
CFPZ 0.39~6.25 0.78 1.56
CCL 0.78~12.5 0.78 1.56
MEI1206 0.10~0.39 0.20 0.39

CFTM 0.05~0.20 0.20 0.20

. CPDX 0.05~0.20 0.20 0.20
Klebsiella oxytoca 10 CFIX £0.025~0.10 0.0 0.10
CFPZ 0.39~0.78 0.78 0.78

CCL 0.39~0.78 0.78 0.78

ME1206 0.10~1.56 0.78 1.56

CFTM 0.10~1.56 0.39 0.78

. .. CPDX 0.10~6.25 1.56 3.13
Citrobacter freundii 24 CFIX 0.05~6.25 0.78 156

CFPZ 1.56~50 12.5 25

CCL 0.78~100 25 50

ME1206 0.20~1.56 0.39 0.78

CFTM 0.20~0.78 0.39 0.78

CPDX 0.78~6.25 1.56 3.13

Ent 1 £

nlerobacter cloacae 15 CFIX 0.39~3.13 0.78 156
CFPZ 1.56~100< 100 100<
CCL 12.5~100< 100< 100<

CFTM,cefteram; CPDX,cefpodoxime; CFIX cefixime; CFPZ cefprozil; CCL cefaclor.
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CFPZ, CCLOMIC L ) %X/ /T h » 12
(Table 8),

(v) E. cloacae

15#kic X9 5 ME 1206 o MIC i3 0.20~1.56 ug/
mlica L, MICyi3x 0.78 ug/ ml T & » 72,
CFTM, CPDX, CFIX, CFPZ, CCL  MICy,i3 & %<
0.78, 3.13, 1.56, 100<, 100<ug/ml T, ME 1206
o MIC 12 CFTM, CFIX o MIC 28l L, CPDX,
CFPZ, CCLOMIC & D %R/ /hTHh > 12
(Table 8),

(2) BRAMEHR

1) B. fragilis

27T ¥k x4 5 ME 1206 @ MIC (2 1.56~100< pg/
mliz H N, MICgld 100 ug / ml T, L5 &l &
MICe Tizv M d 100<ug/ml LLETH - 72, LH
L ME 1206 ® MICs, T3 25 g/ ml T, o5& o

MICsoid 3418 100<ug/ml 2731, ME 1206 (31t
N5 F D MIC & ) %X/ Th -7 (Table9),

2)  B. vulgatus

11 #kiz %4 2 ME 1206 @ MIC 3 3.13~100< pg/
ml (29745 L, MICqol3 25 ug/ml TH - 72,4 5
MICgotx > F 414 100 5 100< g/ml T, Z 115 5 #ll
I~ MIC 13/NTH - 72 (Table9),

3)  B. distasonis

63 #RIC XT3 5 ME 1206 @ MIC 12 0.78~100< ug/
ml =& 0, MICeotd 100< ug/ml Th > 72, D 5
D MICeold 3714 100<ug/ml # 2L, ME 1206
@ MIC 13> 5 Fli LD M IE & 7< L 7247, MICs, T
12 ME 1206 2 CFTM, CPDX, CFIX o MICs,ic A
8, CFPZ, CCL & " i3/~ TH -7 (Table9),

4)  B. uniformis

70 Bk &3 5 ME 1206 @ MIC i3 1.56~100< pg/

Table 9. Susceptibility of ME1206 and other oral cephems against anaerobes

(Bacteroides fragilis group and Clostridium difficile)

Inoculum size : 10° CFU/ml

No. of M IC (ug/ml)
Organism Antibiotics

strains range 50% 909%

ME1206 1.56~100< 25 100
CFTM 3.13~100< 100 < 100<
. .- CPDX 6.25~100< 100 < 100 <
Bacteroides fragilis 21 CFIX 1.56~100< 100< 100<
CFPZ 1.56~100< 100 < 100 <
CCL 25~100< 100 < 100 <

ME1206 3.13~100< 25 25

CFTM 12.5~100< 50 100
Bacteroides vulgatus 11 gg?)i( gg;:}ggz igg ;ggz
CFPZ 12.5~100< 100 100<
CCL 25~100< 100 < 100 <
ME1206 0.78~100 < 3.13 100 <
CFTM 0.78~100< 6.25 100 <
Bacteroides distasonis 63 (C:g?)z( ggg:iggi igg iggz
CFPZ 1.56~100< 12.5 100 <
CCL 6.25~100< 25 100 <

ME1206 1.56~100< 6.25 100
CFTM 1.56~100< 50 100 <

-~ 2

Bacteroides uniformis 70 EE?XX g§§~iggi 1-255 }ggi
CFPZ 1.56~100< 50 100 <
CCL 6.25~100< 100 < 100 <
ME1206 125~100< 50 100 <
CFTM 3.13~100< 100 100 <
. [P CPDX 12.5~100< 100 < 100 <
Clostridium difficile 18 CFIX 50~100< 100< 100<
CFPZ 1.56~12.5 6.25 12.5
CCL 50~100< 100 < 100 <

CFTM cefteram; CPDX cefpodoxime; CFIX cefixime; CFPZ,cefprozil; CCL cefaclor.
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ml 25 L, MICyl3 100 ug/ml Th - 72, Mhod 5 #|
D MICgolz 3L 100<ug/ml 275, MICs Tl
ME 1206 (3 CFIX (\cBHUL, b 4 B & D /AN THh - 72
(Table9),

5) C. difficile

18 #RiZ ¥ 9 % ME 1206  MIC (3 12.5~100< ug/
mlig iz H» N, MICeix 100< g/ ml T H » 72,
CFTM, CPDX, CFIX, CCL ® MICq0t3 100< g/ml
T&H » 71255, CFPZ D MICgi3 12.5 g/ ml T,
ME 1206 o MIC i CFTM, CPDX, CFIX, CCL »
MIC & F AR/ b B W IZ/NDEmE 2L 724D
7, CFPZ MIC £ Y KTH -7 (Table9),

4. BN UVEERREBRYE

(1) BIEH

7% Case5 & Case 6 ? 2 Bl THI%# s> 72, B
BTG 2 BED S5#T 2 BHi%Z TlKk»
KEEOTHIA 1 B 1~2 BB, £& T3/ 5% 2 A
Bl GG THH F THRE»VKOTHA 1 H 1~
3MHY, WMHELICIERBNDIZEI31TH %  TIEHE
IZEME L 72, Z Moo Case 122w TIZBIER T 28
eh -7z,

(2) BRARRBERE

EBMR R HED & 25 TR DIEKRRE
%, ¥5EMR15 B, &S5EGH, B TRA, &
547 10 HOBBZEEERICER L 725°, T LOBRE
TLREHDLCITREMERL 7z Case 3% h - 72,

. == =

WA Z £ MG L7258, ZORWERN— &
LTTHID® B, ZORAE L TZIHILENICEIT S
EANDBIER, MEANT P LR FDERE 4 &
DERIZL 2BHHMEHEN L NN, sk
- T3 C difficile D 5 Toxin 5T 5 2 &
L ow, TOMOMELBRT 2 TietEsH 2 &k
NLENTWBY UL, 2Dk ) w8z mEkEsH
N, 72, BHOATHRHFEICE > THRIVIZRL B,

ME 1207 O HUH E AR TH 5 ME 1206 (3 A M
IZX LB NIET DY, RN 77 LB & 7
7 LENEF TIRIZCHENEZAL T b 2 &m0,
B NHIE A~ DB N T 2REFHADETH B, 2
THRFER A 7HZ % L ME 1207 100 mg 711 & &
SEA 28T 4B 200mg # 1 H 3 M, 7 HEAKICE
D5 L, FENMEG~OmB 2 45 L4z, #E
R A E, FEEEA & L 7o FE R DMITEIC AT B
AR L RE L, BIERL UERRRAEEA~ D
IZDW TR L 72,

FVRENMAEE~DOHETH BH, K% F

¥ 8 BT A4 72354, Enterobacteriaceae # E. coli,
Klebsiella sp. 13 ¥ 5 M P Ic —@BHEICHAL,
Citrobacter sp., Enterobacter sp.FIZx§ B283 7%
7 - 72, Enterobacteriaceae £k TA 2354, &E5H
firic—@ticiEd L7z, Lo L, Case T &AL
Az iz ik D FEE P RANRE DS 3 B TII RS
1= Enterobacteriaceae D\ § 1L L IR FRLITF %
KLz, 2O 7 7 LEERER 7 7 Ll tEE S
Staphylococcus sp., Enterococcus sp., Micrococcus sp.
I 88U e b - 12 9Y, Case T & ICAZBAII
Enterobacteriaceae DR FLUT # £ L 72 36112
Enterococcus sp. T L #&5-HE - IC —BYEICHRHE R
UTFT %2R L 72, YLO Ti3 &5 4R Bic —Re o 8o
Em%RL, BIFAEEIZ—ENEILEED L1,
BAME 2 EE B CA A, B. fragilis group 0
BHEBTIIEII e h - 729%, Case T IC A 5 L #{E
RERAIBE S E V3BTRS AR I —B Iz B
%7~ L 72, Lactobacillus, Peptococcaceae, Veillonel-
laceae (3 % 5 HR Hic — @D L RBBFRLUT
%2725 Case I & T AT AT T R RA B E
DECIFITIR, NS SHRBICHLEELIE L
72, MERERMERE T, B5UBPICBEENREmE
w72, C. difficile 5\ 3 % ? D-1 antigen 7' %5
Bt 1% & 0 M & 172 Case i3 Case 1, Case?,
Case 3, Case 6 O 4 I T » 7247, Case 3 TI2#BF
D-1 antigen izt X 1§, Mo 3 &I T3k Bh—HE
12 250~2,000 ng/g R X L7z, 5 REMGRETL D C
difficile & % {3 # » D-1 antigen 2" & N 12
Case 13, Caseb5 & Case7 D 26T, »wFn i@k
— @I 250~500 ng/g R E Lz,

FEAE h KA W E 12 D v T bioassay i T b &
ME 1207 # % 58§ 2 b b8 5546 2, 4, 7 B
DTN THGE4, 7H%ICHETE, Casel,
Case 5, Case 6 ? ME 1206 i3 233~1,730 ug/g N &
PN TERE LR L 724%, o> 4613 0.12~1.48 ug/
g DFEFN TIRIRE TH -7z, —F, HPLC#IC L 3
H%E T ME 1206 i3, bioassay # T ME 1206
HESGBETH - 72 3H013 210~1,560 ug/g D &N
T, bioassay #:ic & 2 I 8L L 72, — 4, bioassay
L TIRIBETH - 72 4 i3 HPLC 39> ME 1206 # i
BRAD 4 pug/g THBEZ Db, WTFRLREBRLU
TTH-12,

KIZHIR D BEBENHE A~ DEE 272 T HIDHSE
D OoSMEE NHE2 OME OBMEE 10°CFU/ml i
X4 5 ME 1206 & CFTM, CPDX, CFIX, CFPZ,
CCLORARI RS A 5L, 77 LHKEEPS
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aureus, Coagulase-negative staphylococci (2444 5
ME 1206 > MICy, i3 CPDX, CFPZ, CCL o MICy, &
FLA ML, CFTM, CFIX & MICy & D /NTH -
t-. E. faecalis, E. faecium, E. durans | 3¢ 5
ME 1206 ? MICqol3 100 <gpg/ml T, ffiod 5 i & [a £k
B NIEE D - 72, 7T LEMARE Y E. coli 123
% ME 1206 » MICq,i3 CPDX, CFIX & MIC,, & ##
LhRE L T, CFTM @ MIC,, & W X, CFPZ, CCL »
MICoo & W /N T & » 72, K. pneumoniae subsp.
pneumoniae \= ¥F§ 5 ME 1206 9 MICqt2 CFTM,

CPDX & MICqol2 L L, CFIX & MICy & D %%
%, CFPZ, CCL @ MICy, & W /&R L 72, K. oxytoca
253 5 ME 1206 @ MIC,i3 CFTM, CPDX, CFIX
@ MICoo i AL CFPZ, CCL & MICgo & N/NTH -
7o C. freundii \= ¥t ¥ 5 ME 1206 & MIC,,i3
CFTM, CFIX o MIC,, & ¥8 i »* [5] % T, CPDX,

CFPZ, CCL » MICyo & ) XX/ r/N2 2L 72, E.
cloacae \=%t3 %5 ME 1206 > MICqoix CFTM, CFIX
N MICyo & Bl L L, CPDX, CFPZ, CCLND
MICyodk ) R/ /N T H » 12, BEAMEE D B.

fragilis group ¥ B. fragilis, B. vulgatus, B. dis-

tasonis, B. uniformis \Z ¥t 4 %5 ME 1206 ? MICql3
100 wg/ml » Z 1LLLE T, fiod 5 &l & RIERICHIEE 713
59 - 72, C. difficile 12 513 % MICqolZ 100< ug/g
T, CFTM, CPDX, CFTX, CCL & MICy & [A] L
T, CFPZ » MIC,yo & N K%ERL 72,

BIERIZ 7 H)p. Case5 & Case 6 O 2 iz FHihH
HBLL 72, B8 T3 560G 2 Hikh e 5# 1 2 H
#%ETLH1~2 bl FH, %4 T35 5LG 2 ity
LGB HFT1H1~3 Rl N & 87205
WENLE LT bTICHEL 2, Zo—HE LT,
i3 #EAF p o) ME 1206 O A, JEF ARE
BDOAEIZNAFEZ L, b, C difficile D-1
antigen 7%, Z U5 2 Bd 16 T3 G- BHAGRT £ ) —
WEECEIL SN, Mo 1B TLSA2 0%k DX
(320 —@\HIC kR X 7z hs, 200~1,000 ng/g i
WTH", ME1207 #5485t TLEBIZH L Z &
137 <, C. difficile D-1 antigen D513 E TH
bLrwz b, BIKREE~ORBIZOWTIE, REDH
AV REMARL 7 Case 3% h - 72,

X Bk

1) HH @, BH % F39 B HALERETESE
4, HiEL R4, ME1207, #&, 1991

2) BRI S b ERL B E (MIC) #)5E
WETIZ DT, Chemotherapy 29 :76~79, 1981

3) B AL EHEEE S M AN E MIC fil € st £ R
2 A H O N RE LB E (MIC) i€ .
Chemotherapy 27 : 559~560, 1979

4) R D T, B R & BN . TR 33
2030~2033, 1978
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EFFECT OF ME 1207, A NEW ORAL CEPHEM ANTIBIOTIC,
ON BACTERIAL FLORA IN HUMAN FECES

Takashi Motohiro, Shoichi Handa, Shuji Yamada,
Shinichiro Oki, Naoki Tsumura, Yoichiro Yoshinaga,
Hirokazu Sasaki, Keiko Oda, Masafumi Aramaki,
Akira Kawakami, Tatsuhiko Koga, Yasutaka Sakata,
Tohru Nishiyama, Kaoru Tominaga, Fumio Yamashita

Department of Pediatrics, School of Medicine, Kurume University
67 Asahimachi, Kurume 830, Japan

ME 1207, a newly developed oral cephem-antibiotic, was administered to seven healthy male
volunteers in a dose of 200 mg, three times a day after meals for seven days, to study the effects of
this drug on the fecal bacterial flora and to determine the fecal concentration of ME 1206, which is
the main active form of ME 1207, furthermore, the antibacterial activity against organisms chosen
at random from feces isolates was determined. The subjects were monitored for adverse reactions
and abnormal laboratory findings. The results were as follows.

1. The mean changes in the bacterial flora consisted decreased counts of Enterobacteriaceae
among aerobes, and of Lactobacillus, Peptococcaceae, Veillonellaceae, etc., among anaerobes during
the treatment. Other remarkable changes in the fecal bacterial flora were also seen in each of the
cases with a high fecal concentration of ME 1206.

2. Clostridium difficile was isolated from five volunteers in counts of 3.0x102—2.2x10® CFU/g
from the first day of treatment to the 30 th day after administration, and D-1 antigen was detected
in six cases at levels of 250—2,000 ng/g from the 5th day before treatment to the 30 th day after
administration.

3. The fecal concentrations of ME 1206 were determined by bioassay, and values of 0.12—1,730
ug/g were detected in all cases on the 2 nd, 4 th and 7 th days of treatment.

When assayed by HPLC, values of 210—1,560 ug/g were detected in three cases on the 2 nd, 4 th
and 7 th days. In the other four cases, the fecal concentration was below the limit of detection.

4. The MICs of ME 1206 for some species of Gram-positive cocci were similar to those of
cefpodoxime (CPDX) and cefprozil. In case of some species of Enterobacteriaceae, the MICs of
ME 1206 were similar to those of cefteram (CFTM), cefpodoxime (CPDX) and cefixime (CFIX). And
for Bacteroides fragilis group the MICs of ME 1206 were as high as those of other cephem antibiotics ;
for C.difficile they were as high as those of CFTM, CPDX, CFIX and cefaclor.

5. As adverse reactions, mild diarrhea occurred during treatment in two cases (Case 5 and 6),
and this was thought to have been due to the administration of ME 1207. There were no abnormal
laboratory findings.



