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K. pueumoniae 39 ¥RIZx+$ 5 A #lod MIC (2 0.025
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0.20ug/ml T&H » 72, ¥ CFTM & [6 % T,
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Table 1. Antibacterial spectrum of ME1206
MIC (ug/ml) inoculum size : 10°CFU/ml
Strain
ME1206 cefixime cefteram cefpodoxime

Staphylococcus aureus 209P JC-1 0.39 25 1.56 3.13
Staphylococcus aureus MS 353 0.20 12.5 313 1.56
Micrococcus luteus ATCC 9341 0.012 1.56 0.025 0.20
Bacillus subtilis ATCC 6633 0.10 25 0.20 0.78
Escherichia coli NIH] JC-2 0.05 0.39 0.05 0.39
Escherichia coli K12 C600 0.05 1.56 0.05 0.78
Enterobacter cloacae 963 0.20 0.39 0.20 0.39
Enterobacter aerogenes ATCC 13048 0.39 0.39 0.39 0.78
Salmonella typhimurium 11D 971 0.10 0.10 0.20 0.39
Salmonella typhi 901 0.78 0.39 0.78 1.56
Salmonella paratyphi 1015 0.025 0.10 0.025 0.05
Salmonella schottmuelleri 8006 0.025 0.05 0.025 0.05
Salmonella enteritidis G14 0.20 0.10 0.20 0.39
Proteus mirabilis IFO 3849 0.10 0.006 0.025 0.10
Proteus vulgaris OX-19 0.012 0.006 0.012 0.012
Proteus vulgaris HX-19 0.20 0.006 0.10 0.10
Morganella morganii 1IFO 3848 0.025 0.10 0.025 0.20
Serratia marcescens IAM 1184 0.20 0.05 0.39 0.39
Pseudomonas aeruginosa IFO 3445 12.5 50 100 >100
Pseudomonas aeruginosa NCTC 10490 0.78 6.25 3.13 25
Pseudomonas aeruginosa PAO 1 12.5 50 100 >100
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Table 2. Comparative activity of ME1206 and other antibiotics against clinical isolates
Organism o MIC (zg/ml1)10° CFU/ml
(No. of ins) Antibiotic

o. of strains range 50% 90%
- . ME1206 0.20 ~ 100 0.78 50
geﬂ;l?”‘m susceptible CFIX 6.95 ~>100 95 100
(3’;’)’ wiococcus aureus CFTM 156 ~>100 6.25 >100
CPDX 1.56 ~>100 3.13 >100
- . ME1206 1.56 ~>100 100 >100
Ig/iet};;c;ll‘m resistant CFIX 12.5 ~>100 =100 S100
(Sg’)’ ylococcus aureus CFTM 6.25 ~>100 >100 >100
CPDX 6.25 ~>100 >100 >100
ME1206 0.025~0.78 0.10 0.39
Escherichia coli CFIX 0.025~3.13 0.20 0.39
(53) CFTM 0.006~0.78 0.10 0.39
CPDX 0.05 ~0.78 0.20 0.78
ME1206 0.025~0.78 0.10 0.20
Klebsiella pneumoniae CFIX 0.006~0.39 0.05 0.10
(39) CFTM 0.012~1.56 0.20 0.39
CPDX 0.012~1.56 0.10 0.20
ME1206 0.012~0.20 0.05 0.10
Proteus mirabilis CFIX 0.006~0.02 0.012 0.012
(53) CFTM 0.006~0.10 0.05 0.05
CPDX 0.012~0.10 0.05 0.10
ME1206 0.025~12.5 0.20 6.25
Providencia rettgeri CFIX =0.003~1.56 0.012 1.56
(15) CFTM 0.012~12.5 0.20 6.25
CPDX 0.012~3.13 0.05 0.78
ME1206 0.10 ~ 25 0.78 6.25
Morganella morganii CFIX 0.10 ~ 100 1.56 100
(24) CFTM 0.005~ 50 0.78 25
CPDX 0.20 ~>100 313 100
MEI1206 0.39 ~>100 25 >100
Serratia marcescens CFIX 0.10 ~>100 25 >100
(53) CFTM 0.78 ~>100 50 >100
CPDX 0.78 ~>100 100 >100
ME1206 125 ~>100 50 >100
Pseudomonas aeruginosa CFIX 25 ~>100 >100 >100
(46) CFTM 100 ~>100 >100 >100
CPDX >100 >100 >100

CFIM : cefixime, CFTM : cefteram, CPDX : cefpodoxime.

MICso, MICqol3 %% 0.05 ug/ml, 0.10 ug/ml TH -
72, &8 CPDX r[H% T, CFTM & W f#E»ic4 0,
CFIX &) 2~3%&E%->Tniz,

P. rettgeri 15812 %13 5 A&l o> MIC 13 0.025~
12.5 ug/ml 12545 L, MICsp, MICqold &< 0.20 ug/
ml, 6.25ug/ml Th -7, HBHOCFIX £ ) 3~5
&, CFTM £ 1312 1%, CPDX &) 2~3%&4%-> T
Wiz,

M. morganii 24 ¥k X+ $ 5 KKl MIC 13 0.10~
25 ug/mliz 53 Ai L, MICs, MICyoi3 &< 0.78 ug/
ml, 6.25xg/ml T, M CFTM &) #Eh2IcER,
CFIX X CPDX &£ #£27 1~2%%, 2~3EENT W1,

S. marcescens 53 HRIZxT B AHK D MIC i3 0.39~

>100 wg/ml iz 55 L, MICso, MICqqid &% 25 g/
ml, >100 ug/ml Th -7z, ¥ CFTM % CPDX
$ 0 12 FEN DD, HEFNKH CFIX &) 1~2
L -T2,

P. aeruginosa 46 #\2x19 2 AH|oo MIC 13 12.5~
>100 ug/ml 12545 L, MICso, MICqold %% 50 ug/
ml, >100 ug/ml T, MBOIH LN LEATVL.
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CERI B ETREIRIZ 108 TH - 72,
F010B0F, Hxh5 B, H%R) 3 F, a2 H)
NEER B, EM2HIIRHERETXREMEED 2
ThHo72,
HEEVER DA i3 &0 TRETITEE T, BRIRRAE
LSO ETHEREGNZ 12 i 9 HITH - 727, BIfE
HizelicBd o, BARREMBREIE 1T

Mg L B RBEREN LA LSO,
ZEPIDBBIIRIZRL 2T TH B, (Tables

3, 4),
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fEP)3.4.5. TN LEBHRE R RERER T,
FEBI 3 13 P BEME M & 2o v, FER 4 3R MR B g
AL TEY, R 5 IZBIBERRE L R L T
VB, WTRLFE, MK, BRI SR
HY, KL VIER 3 TS aureus ¥, #EH) 5 Tl
Streptococcus pneumoniae #RH L Turiz, AEIDK
B2k, wWINnoEfl L Eeh LB, EEoMK

Table 3. Clinical cases treated with ME1207
: ; : Efficacy
Case | Age Diagnosis Isolated . Duration .
N . Dail
no. | Sex (underlying disease) organism aily dose (days) | Cinical | bacterial Side effects
56 acute bronchitis ND
1 F hypertension ! 200mg 5 fair unassessable (=)
prior cerebral hemorrhage ND
51 S. epidermidis
2 M chronic bronchitis ! 300mg 7 fair unassessable (=)
ND
70 acute exacerbation of chronic S. aureus
3 F bronchitis ! 300mg 7 good eradicated (=)
(middle lobe syndrome) normal flora
acute exacerbation of chronic normal flora
4 7F1 t();}('z:s::ilzlspolysinusitis 1 300mg 7 good | unassessable (=)
hypothyroidism hypertension) ND
69 acute exacerbation of chronic | S. pneumoniae
5 M bronchitis ! 300mg 7 good | unassessable (—=)
(old pul. tbc & old pleuritis) ND
. . S. aureus
6 ?\2 gcuteﬁ:?cerbatlon of chronic | 300mg 7 fair unassessable (=)
ronchitis ND
29 acute exacerbation of chronic | S. pneumoniae
7 F bronchitis ! 300mg 7 poor | unassessable (=)
(chronic polysinusitis, otitis media) ND
acute exacerbation of chronic normal flora
41 | bronchitis
8 . . o ! 300mg 14 poor | unassessable (-)
F | (Tumner's syndrome, chronic polysinusitis, bron- ND
chiectasis, primary hypogammaglobulinemia)
. . . P. aeruginosa
9 ﬁ l(nflilctedl brobnchlelctgs;s ! 300mg 7 good decreased (=)
old pul. tuberculosis P. aeruginosa
eosin
- . . ND AlP
10 ?\2 blh?lry tract infection 1 300mg 12 good unassessable | LAP 1
(gall stone) ND y-GTP
LDH
63 normal flora
1 M | Pneumonia Il 600mg 2 (—)
normal flora
43 normal flora
12 F | mycoplasmal pneumonia | 300mg 3 (=)
[ normal flora

ND : not done
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Table 4. Laboratory findings before and after administration of ME1207
Case Hb (g/dl) WBC Eosin(%) | GOT(IU) | GPT(IU) | ALP(IU) | BUN(mg/dl) | Cr(mg/dl) CRP(mg/d)
el B B B B B B B B B
A A A A A A A A A
. 12.9 4,700*! 0 22 9 142 24 0.8 2.2
13.2 6,600 1 15 13 161 16 0.5 1.0
) 159 11,600 1 16 14 203 ND ND 0.6
153 9,200 3 19 21 194 ND ND ND
3 11.0 3,800** 4 18 6 160 13 0.4 1.5
11.7 2,900 0 21 12 155 11 0.4 0.2
s 12.8 5,600 1 18 10 195 9 0.5 1.2
11.9 6,200 2 15 6 192 11 0.5 0.3
_ 12.0 12,800 0 23 23 266 21 0.7 7.7
? 120 6,000 1 20 ND 205 21 07 0.1
6 13.0 3,800 ND ND ND ND ND ND 0.3
13.3 4,500 1 16 8 138 14 0.6 0.0
~ 12.7 5,600 3 13 11 219 15 0.6 0.5
' 13.5 6,300 1 13 9 ND 20 0.7 0.5
8 15.9 6,700 0 20 16 289 12 0.4 1.4
15.8 6,900 0 23 16 298 12 0.4 1.2
9 ND ND ND 25 24 113 14 0.6 20.1
15.0 9,300 2 17 9 112 10 0.6 0.7
10 13.6 7,000 2 21 19 323 20 0.9 5.0
13.9 6,800 11 28 37 344 19 0.9 0.1
1 13.3 10,800 0 16 6 202 11 1.0 16.1
12.4 9,200 1 27 9 199 11 0.9 149
1 16.2 10,300 1 14 4 194 9 0.4 0.5
ND ND ND ND ND ND ND ND ND
B : before A I after ND : not done *' I N. band 30%, **: N. band 20%
G 7 ERRIRFER DU, R BUG OB % 32, WAL Trzhs, RIERIGH BB TH- 20T,
fixhEHE L 72, RRAR EHEL 72,
FEBI 9. AE SCHLRAE + BT, i Al I X i) 7. MYERIGEER, hH R E AL BERE
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zae, S. pneumoniae, P. aeruginosa \= & % T3 % HpR
LTw724%, B 38CLLEDFE, mmil, IR oRE
m#EE7-071, AROLGI2E) 4 HBICIZFERRE X
N, BRI, TEROUGE, REEBUGDEEE D,
Ash e HE L 72, BGRIEH L ) P aeruginosa % H
) Sialed Tz, b7 B HIZIE AU s
LTwrz,

FEGI 10, BUAHRE % JERE & L 7o B EYER) T, &K
ROz &) B, RSOGO BEYEIL % SR A% &
HREL 72,

FEG) 1. Wi e, WAl Al & SRR e L 2o Bk

- gz

AR RN T, Wk, 38C A B 12 L AR Y.
ZhAG L 7z AR T H 2 B 5 HRL
PR U o 720 WEA, MK St REAR 0 GE &
W, He i 30 % Tdh - 72 RRIKER L AL 4 1 14 6 %

HRBMEREG T, FH, UMK, R, WIS EORL
L ofloxacin 1 A 400 mg & theophillin 4 &S5
T, B, WIS ORI & B 725, S. pneumoniae
DRI R BD I D ERN RS #1772, Ly, #
SERIGDWE R BD LD - oD TE L HEL T

FEW 8. RREMAT =707 o liE R R
L, MRS % A0 L 2o MRS L R B ERER
T, F#h, VEIEMPEALF R L ARG 21T 12
Lo L, WIKOMKOWHZ e 12 h5, R FIENH
FiEALNTES EHE L7,

m. =& £

WA Bk N 24 TH L < BIRE X /2 ME 12074,
AT AR L7 2 AFT, IR E D SRS
NBEROL 2T 7 -V HHEEENHS
ME 1206 i= A E D70 KT 7 Th b, it
Ak T & 5 ME 1206 ¢ methicillin - susceptible Sia-
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phylococcus aureus & S. epidermidis 1= ¥t 3 5 MIC,,
13 % 2 0.78, 6.25ug/ ml T, cefaclor ? 2~4 {,

CFTM 41, CFIX D 65t h+# AL, S
pneumontiae <> Streptococcus  pyogenes \= L TL#E
NEREHEAL TR EHEZN TV 3Y, 512,
75 neMB I L T3, P aeruginosa, Xanth-
omonas maltophilia, Acinetobacter %\ 12 % OE
Mior L TENCHE N AR T 55, 213 CFTM
A% TCRIX N> Tt HEIN T DY,

%72, ME 1206 (2 S. aureus pEHED L D %3 L,
&~ o R-plasmid 15Z % S-lactamase (2 #isd TL5TE
T, 8512 S. aureus D PBP 1, 2 & 3 = OB HIMEA G
WEREIN TS,

A2 ARRET L 72 BRIR BRI 0T 2 SRIBRE BT
BHIZBWTL, MSSA 12xF L Tid MICs013 0.78 g
/ml, MICqotd 50 g/ ml TH - 72 » ¥+ ¥ o) CFIX,
CFTM & W $131x4~8 1% CPDX &V 11313 16~32
- Tz, 77 ZEMRRICEL T, mETL 7
T#iENS, S. marcescens, P. aeruginosa %\ T,
FOME NI M IZEN T 72, O cephem
FIKA L E L T, CFTM X313 16 % T, K
pneumoniae, P. mivabilis, P. rettgeri, S. marcescens
D 4RI L TR CFIX £ )% - Tw7z, E coli,
M. morganii \2%+ L Tix CFIX, CPDX kY@ Tw
2o INLORENE, BBUhIEOBE I N TS
s8I s2LnEEbNb,

PRIRIORRETIC BV TR, R aTReA % 10 B,
AR5 B, oA 3B, HERh 2 BIORKITH - 72,
ORI, PUEESERR OB E L TSR OW
LT e -7z, L L, Xz s g L 725

ARG L TA 5 X, il 1 oA RE LRI T EnE
DI HULHKNIZ LD, forR L 2 AR R IR L
TE6T, 6102, ARG AHCEE L) 2% ) Kk
DS, aureus % D12 FEH) 6 DMMERE LR BV E
BITIE, EHITHRE L 72 72 W4 35 & U3 PRI
Wt adtEE N T 7291 H300mg7 HED
RETH LTV, 2ok )iz, &5RLUERA:
AT T - 12 2 L DATIED TR S N hr - 122 &
LEZ Hitz, 5% 610 BHELAEICHT 2 o
Batx T sLnrBbhnr,

MIB2A0 L, BREOWRVBEL, E L > 72013
S. aureus, P. aeruginosa D& 1HITH N, HiEIZH
FL2h, BEBERRDIZEE -7,

7eds, GIVERIZ&HICE2o T, ERARMAEE R 25T
T xt % 11 Bl 1 B M Ek S % X HE R BE LB
D LEAEEDHTI,

ERRBE E LTS aureus DIENMERI A & 11,
BEAA O£ 7 = LRIUAEWE L) 777 LB, $F
I2S aureus XL WHIH DA AT B L L LIz, 7
7 LBEMETRIZ AP0 T & D ME 1207 13, f7
Mettll £ 7 2 LR EH S Eb b,

X Bk

1)  Tamura A, Okamoto R, Yoshida T, Yamamoto
H, Kondo S, Inoue M, Mitsuhashi S : In vitro and
in vivo antibacterial activities of ME1207, a new
oral cephalosporin. Antimicrob Agents Chemoth-
er 32 : 1421 ~1426, 1988

2) U AL e TR (MIC) Mg s
ETIZ v T, Chemotherapy 29 © 76 ~79, 1981
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LABORATORY AND CLINICAL STUDIES ON ME1207

Seibun Yonezu", Kojiro Yasunaga® and Yoshihiro Ueda?
Y First Department of Internal Medicine, Kansai Medical University
1 Fumizono-cho, Moriguchi, Osaka 570, Japan
3 Department of Internal Medicine, Rakusai New Town Hospital, Kansai Medical University

We examined the iz vitro antibacterial activity and the clinical efficacy of ME1207, a new oral
cephalosporin, which is the prodrug of biologically active ME1206.

1) Antibacterial activity : The MICs of ME1206 against clinical isolates of Staphylococcus aureus
and 7 species of gram-negative rods were determined and compared with those of cefixime (CFIX),
cefteram (CFTM) or cefpodoxime (CPDX). Against methicillin-susceptible S. aureus, ME1206 was 4
to 8 times more active than CFTM or CPDX, and 16 to 32 times more active than CFIX. ME1206
showed poor antibacterial activity against methicillin-resistant S. aureus, and it was highly effective
against gram-negative rods, except for Serratia marcescens and Pseudomonas aeruginosa. Against
Escherichia coli, Klebsiella pneumoniae, Proteus mivabilis and Morganella morganii, ME1206 was, in
general, as CFTM.

2) Clinical trial : Eleven cases of respiratory tract infections, and 1 of biliary tract infection were
treated with ME1207. The dosage was 200~600mg per day for 2~12 days. Five of 10 assessable cases
responded well to the therapy. No side effects were found in any case. Increase of eosinophilic
leukocytes and elevation of serum alkaline phosphatase, leucine aminopeptidase and y-glutamyltran-
speptidase were found in one case.



