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Table 1. [n vitro antibacterial activity of ME1206 and other antibiotics against clinical isolates

Organism Drug Range MICso MICso
ME1206 0.2~ =100 0.78 0.78
AMPC 0.1~ 2100 156 313
35(‘) Zfrﬁl CPDX 0.78~ 2100 156 313
CFTM 0.78~ 2100 313 3.13
CFIX 6.25~ =100 125 25
ME1206 01~ =100 02 313
o AMPC 0.05~ 2100 0.39 156
35(') ‘;’[’i‘alf;;”’d"‘ CPDX 0.2~ =100 0.39 6.25
CFTM 0.2~ 2100 0.78 6.25
CFIX 156~ =100 313 %
ME1206 0.05~ 156 0.39 0.39
. AMPC 0.78~ 2100 313 6.25
350' ;t”r/;ins CPDX 0.1~3.13 0.39 0.39
CFTM 0.05~ 156 0.2 0.39
CFIX <0.025~3.13 0.2 0.39
ME1206 02~0.78 0.2 0.39
. AMPC 50~ =100 =100 =100
fo' S’Z’Z‘i‘é;”’"’“e CPDX 010239 01 0.1
CFTM 0.1~0.78 02 0.2
CFIX 0.05~0.1 0.05 0.05
ME1206 0.05~0.1 0.05 0.1
o AMPC 039~ =100 0.78 50
50' ;’t‘;;‘::’sl” CPDX <0.025~0.1 0.05 0.05
CFTM <0.025~0.1 <0025 0.05
CFIX <0.025 <0025 <0.025
MF1206 0.05~1.56 0.1 0.39
AMPC 25~ 2100 =100 =100
Indole (+) Profeus CPDX 0.05-625 02 0.39
30 strains CFTM <0.025~6.25 0.1 02
CFIX <0.025~0.39 <0025 01
ME1206 039~ 2100 =100 =100
B AMPC 156~ =100 =100 =100
ch gf:ﬁiu CPDX 0.39~ =100 =100 =100
CFTM 039~ 2100 =100 =100
CFIX 01~ =100 =100 =100
ME1206 156~ =100 25 50
) AMPC 125~ 2100 =100 2100
;5 :fr’:f:s""” CPDX 125~ =100 =100 =100
CFTM 313~ 2100 =100 =100
CFIX 313~ 2100 50 =100
ME1206 <0025~125 0.2 313
AMPC <0025~6.25 0.05 0.2
Pe[)tost.rept()wccus sp. CPDX 0.05~125 0.39 6.25
30 strains CFTM 0.05-6.25 039 313
CFIX 039~ =100 6.25 50
ME1206 0.2~50 156 313
) AMPC 0.2~ =100 125 125
Bacteroides sp. CPDX Z0.025~ 2100 625 125
30 strains CFTM 01- =100 625 625
CFIX <0025~ =100 6.25 125

AMPC : amoxicillin, CPDX : cefpodoxime, CFTM : cefteram, CFIX : cefixime.
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1. #H#H (Tablel)

S. aureus 30 ¥RIZ X F 2 A A MIC (2 0.2~ 2100
pg/mliz5 A L, MICs,, MICyo & & 0.78 ug/ml T4
D, 4D TIIRLBCIRENERL 2,

S. epidermidis 30 ¥RIZ X 5 AF D MIC 12 0.1~
2100 g/ mliz 5 L, MICgtd 3.13 ug,/ ml T,
AMPC X I3IZERERE, M3+ 7 2 2B L N BATY
72,

E. coli 30 #kiZXF¥ 2 A# > MIC 13 0.05~1.56 g
/mlicaAi L, MICs,, MICgo & & 0.39 ng/ml T, #
JEINE7 = 1K L RFEE, AMPC L NENTwi,

Klebsiella pneumoniae 30 ¥R DOWT, A& MIC
120.2~0.78 ug/ml iz 5345 L ,MICqgol3 0.39 ug/ml
T, fE & o eE i3, CFIX >CPDX >CFTM>
ME 1206 > AMPC DNETH - 72,

Proteus mirabilis 30 ¥RiZ Xt L T, A&l MIC iz
<0.05~0.1 gg/mliz53 45 L, MICgotd 0.1 pg/ml T,
fib %l & o & T3, CFIX > CPDX = CFTM >
ME 1206 > AMPC DB T & % #*, CPDX IZiEW4 1
T®H -7z, Indole (+) Proteus 30 ¥kiZ D\ TiL, &
Al MIC 13 0.05~1.56 ug/ml iz L, £ MICs,
13 0.39 ug/ml T, MuAl & o Ledg T3 CFIX >CFTM

Table 2. Serum and tissue concentration of ME1206 after a single oral administration of 100mg ME1207

Serum (ug./ml) Tissue (ug,/g)
Lnd:e Time ante- uterine . . endo- cervix portio
cubital oviduct ovary myometrium . . L
vein artery metrium uteri vaginalis
1 1h. 55min 0.32 0.37 0.08 0.08 0.04 0.08 0.08
2 1h. 58min ND ND ND ND ND ND ND ND
3 3h. 39min 0.43 0.51 0.20 0.12 0.08 0.04 0.12 0.12
4 4h. 01min 0.51 0.66 0.16 0.08 0.08 0.12 0.20
5 4h. 43min ND ND 0.04 ND ND ND ND ND
6 5h. 03min ND ND 0.08 ND ND ND 0.08
7 5h. 30min ND ND ND ND 0.08 0.08
8 6h. 42min ND ND 0.08 0.08 0.04 ND ND ND
9 7h. 20min ND ND ND ND ND ND ND
10 8h. 51min ND ND ND ND ND ND ND
11 9h. 34min ND ND ND ND ND ND

ND : not detected
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> ME 1206= CPDX > AMPC O IR T & - 72, /ml TH DA, 5FIP TR LEEELED - 12,

Citrobacter freundii 20 BRiZ DV T3, 40 %770.39~ Peptostreptococcus sp.30 ¥RIZ AT L Tiz, &#AlD MIC

1.56 ug/ml, 60 %H* 2100 ug/ml & 2 Wiz 51, CFIX 13=0.025~12.5 ug/ml iz L, MICyld 3.13 ug/

OHEEHPRLEN, ML, ZEALEBEMTH-72, ml T, MhEE ok Tz, A#IZ AMPC I K &,
Pseudomonas aeruginosa 30 Bk XL CTix, Z o CPDX, CFTM L )N T 12,

MIC 1 1.56~ 2100 gg/ml 125345 L, MICqotd 50 ug Bacteroides sp. 30 Bl o\ T i3, A #lo MIC i3
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Fig. 1. Serum concentration of ME1206 after a single oral administra-
tion of 100mg or 200mg ME1207

. . Cervix uteri
101 Oviduct 104 Myometrium 10- ervix uteri
C) ©200mg
i:f 0100mg
.g 1.0+ 1.0 1.0+
pe) ° [ ]
=}
g ¢« % 4 o o 1 e ® e o
£ 0.107 ° o @0 0.104 ° coe ® 0.10 ° e 06
© o e eO
0.01 T T T o—e—e— (.01 T T 66-0—0—10—8—00- ().0] T T SO0—90T0—e—C
1 3 5 7 9 1 3 5 7 9 1 3 5 7 9
Time (h) Time (h) Time(h)
Endometrium Portio vaginalis
107 Ovary 101 107
C)
N
)
= 1.0
g 1.0 . 1.0 .
® ° o °
5 ° .
§ o. o . . oo 4 .
go0y ¢ ® % %% 0.10 00 o o 0104 g 0o e
© o O e e .
0.01-— T r y — 0.01 T r opo—e0,0—e—ao- (.01 o— or oro—e-a
1 3 5 7 9 1 3 5 7 9 1 35 7 9
Time (h) Time (h) Time (h)

Fig. 2. Tissue concentration of ME1206 after a single oral administration of 100mg
or 200mg ME1207
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0.2~50 gg/ml 1253 L, MICgld 3.13 ug/ml, Al
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HNIBE % 100 mg 5% % Table 2 12, 200 mg #5
%)% Table 312, MEHENKEMK % Fig.1,21cRL 72,

MmEFREEZ, FESIRMEFRL TIITIT—3%
L, 100mg#5& (n=11) Tzt — 713 4 BMEICH
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MBS, 68FHE 42 T0.04~0.08 ug/g MR X
.
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~7HRKEICED, HHTHo7%,  LLL, Tables
WRT & IS SEB 12 B AF L, Exh 161, A% 114
T, 2BlIERH D LT,
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Table 6 IR0 <, BEIREESHERES 5 B, 1%
3B, WRMARLIB, TEIBTHY, BEEE HE
Bl 4 BiH, WK 1B, DEIFT, £EKTIEIAFS
BITRREDERE A S L,

ZNEENEEICOWTALE, 77 LHBERE6E
OB, 77 LBEMEARE 3 BAE 34k, BRRMER 3tk
3HRT, AFF 12 BHE 15 B A RANICIRIL S N, 16K
%13 108k (66.7 %) K%k L 7z (Table7),

3)  KBHIMBEFEMFE (Tables)

ERATE AR S N THBE LM R HETEL
D 12 BH 9 BT, FENRRIZ 3FIF, HE 1A,
AE1BI, AY1H, ERFENRRIANIL, Wk
Bl, FE16, T8 16, SWER1BIITH, FEF
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Table 3. Serum and tissue concentration of ME1206 after a single oral administration of 200mg ME1207

Serum (ug,/ml) Tissue (ug/g)
Case .
no. Time i:};ia] uterine oviduct ovar . endo- cervix portio
. artery y myometrium metrium uteri vaginalis
vein
1 1h. 53min 0.85 0.81 0.16 0.12 0.12 0.12 0.12 0.12
2 2h. 21min 1.49 1.54 0.44 0.28 0.24 0.28 0.24 0.32
3 3h. 20min 1.82 1.85 0.44 0.64 0.32 0.36 0.40 0.44
4 3h. 25min 0.52 0.49 0.20 0.12 0.12 0.08 0.12 0.12
5 4h. 45min 0.29 0.28 0.08 0.12 0.04 0.04 0.08 0.12
6 4h. 53min 0.40 0.41 0.16 0.20 0.08 0.08 0.12 0.16
7 6h. 10min 0.32 0.36 0.08 0.12 0.04 0.04 0.08 0.08
8 6h. 15min ND ND 0.08 0.08 ND ND ND 0.04
9 6h. 24min 0.65 0.60 0.16 0.16 0.08 0.08 0.12 0.12
10 8h. 15min ND ND ND ND ND ND ND

ND : not detected
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Table 4. Clinical results of ME1207
Diagnosis Administration Evaluation
Patient Age| underlying disease [solated organism* material dose |duration total ?fldet
no. . L S § ieqrleffects
& complication (mg* /day) | (days) dose| bact. [clinical
®)
endometritis (=) intrauterine
1 19 100 <3 3 0.9 [unknown| good | none
(—) (—) content
E. coli (++)
.. E. avium (++)
2 |2 endometritl intrauterinel )00 5 | g unchanged| good
E. coli (+) X : .9 |unchanged| good | none
st part . content
post partum S. aureus (+)
P. anacerobius (++)
F. meningosepticum (+++)
, 2 endometritis S. epidermidis (++) intrauterine 100x3 ; 09 dicated 4
CYUBINOS : R .9 |eradicat
post D & C P. aeruginosa (++) content icated| good | none
(—)
puerperal intrauterine "
: : S. aureus (++) intrauterine
4 | 29 |infection 1003 | 3 | 0.9 |eradicatedexcellent none
- (—) content
post particm
puerperal intrauterine (—) . .
et intrauterine
5 | 26 | infection T 100 x 3 3 0.9 {unknown| good | none
E. faecalis H—H content g
post partum M. morganii (+)
puerperal intrauterine o . .
. . S. epidermidis (+) intrauterine
6 | 27 |infection 100 x 3 3 0.9 |unchanged| good | none
S. epidermidis (++) content
post partum
salpingitis (=) intrauterine
7 36 100 x 3 3 0.9 [unknown| good | none
(—) (—) content
Bartholin’s abscess CNS (++)
8 37 pus 100 x 3 4 1.2 |eradicated| good | none
(—) (—)
- y-hemolytic
Bartholin's abscess
9 2| —— streptococeus ( ) pus 100 x 3 10 | 3.0 |eradicated| good | none
(=)
(=)
M. morganii (+)
B. fragilis (+++)
parametritis P. anaerobius (+++) -
parametria
10 | 50 E. faccalis (++) ! tent 100 x 3 7 2.1 |unchanged| good | none
; o : ! conten
uterine myoma S. haemolyticus (+)
B. fragilis (+++)
Peptostreptococcus sp. (++)
parametritis CNS arametrial
11 40 P 100 x 3 3 0.9 |replaced| good | none
uterine myoma C. albicans content
E. faccalis (+4+)
parametritis S. epidermidis (++) harametrial
12 | 55 ! 100 <3 3 0.9 |unchanged| good | none
uterine myoma E. faccalis (++4+) content
S. epidermidis (+)

*

before therapy
_TOT¢ therapy

after therapy
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Table5. Clinical efficacy of ME1207
Diagnosis No. of Excellent Good Fair Poor Efficacy
cases rate (%)
Endometritis 3 3
.Puerp.eral intrauterine 3 1 5
infection
Salpingitis 1 1
Bartholin’s abscess 2 2
Parametritis 3 3
Total 12 1 11 100

Table 6. Bacteriological response of isolated oranisms to ME1207
Bacteriological response
. No. of
Isolated organism partially
cases eradicated . replaced | unchanged | unknown
eradicated
S. aureus 1 !
Single S.epidermidis 2 1 1
infection CNS 1 1
y-haemolytic streptococcus
E. coli+ E.avium 1
F. meningosepticum 1 1
+8S. epidermidis
Mixed +P. aeruginosa
infection M. morganii 1
+ B. fragilis
+ P. anaerobius
E. faecalis 1
+S. epidermidis
Unknown 3 3
Total 12 4 1 4 3
Table 7. Bacteriological response of isolated organisms to ME1207
. No. of Eradicated .
R P ted
Organism isolates %) ersis!
S. aureus 1 1
S. epidermidis 3 1 2
CNS 2 2
y-haemolytic streptococcus 1 1
E. faecalis 1 1
E. avium 1 1
P. anaerobius 1 1
E. coli 1 1
P. aeruginosa 1 1
M. morganii 1 1
F. meningosepticum 1 1
B. fragilis 1 1
Total 15 10 (66.7) 5
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Table 8. Bacteriological response to ME1207
. . No. of . Partially
Diagnosis cases Eradicated eradicatgd Replaced Unchanged Unknown

Endometritis 3 1 1 1
F’uerp.eral intrauterine 3 . 1 l
infection
Salpingitis 1 1
Bartholin's abscess 2 2
Parametritis 3 1 2

Total 12 4 1 4 3
4)  EIfEH HEN L7 2 2R ERIF X 2R RVCHIA 2R

BIER & & b N AHERIZ A C e <, THIbEHER T &

LiehoTe,

HERE % ORBARRAEME b REE %2R L 22 msliE b
2712,

5) KRS

P EDBEREAE % #4853 5 &, ME 1207 (3 ek A%
RGN L T, BRIREY, M Fa9R A8 5 1,
BIfERIZ ek #3812,

m., =

ME 1207 i3 WEMRK S THESI N ZH L W
BOML7 2 28T, OG54, BEH» BN N,
BEBIZT 77— L » Tk 2 UILIRETE %
A1 5 ME 1206 120 S 5, SR ME 1206 i3
LBOWMBE 27 vx2HL, ¥12S. aureus, S.
epidermidis |2 349 BB NI, KRN D £ 7 = L5
LW LIENTWB, 72, %< D B-lactamase IZ5f L
TETH B,

ARIOWIRL, HEiftiz DT, RS %oniil
BHOSGARIFT, 24 BRHIN O Rb R 20 %
THaY,

INLDFESIZONT, FR 346 A, #H39MEMARK
LRSS R v F o 72128\ T, HERE
f, BRKBEFROR BV BERITEN, THEH
MAFHE S e, Krlzoons v Ko7 L0—EREL
TRR % R ARIIR TR L 22 i 2 = ZIc i L
I~
EEDFER ARHYBEYSED & 13, LHIHO KFEL
HEn, Lrbsisicho g, 2, 77
LBMREDOEBEM AL TE T b 2 L3O HEE
LEMkTH B, AENE, Lo EC T LICBITARER
AbE, 77 LBIERR, 77 LBEMERICHL, RYF
AHWNERLTE Y, firofmatL 25l (MIC
I DESET L, ARl MIC 541k, SEERREE N

72NT, ZOBEH S, ERABIBYSECH L, M
WGBS 2 AT 240 HEZ L b,

RNENHEIZ DT > K Y 7 L TOREFTRE T,
WIS 1D AT BEF T, 5.7 2 B T B 3
E—7I0EL, ZOBEIIHBKFEE D LN,
WE 0.79~1. 17 B Th - 72, £ 72, B2 DK,
HMBAOHAITLRWZ EHRE b, FE, [TBE%
BN AITIC OV T, e DIT- 124
TekERp 513, MBEFITIZ RIF T dose response 7a¥
H 5N, 200 mg #5 T ABEAIZ 0.04~0.64 ug/g D
WEEAED LN, ZHITE OERICHL, THED
DEMEBTHFETEL L2 RT LD LALNS,

B A R ET LR DV TS, PR AFRHIYRYYSE (2 &
L TR BRRE, MR R o nzh, I
2 B LBt B HFEE E FEBIETH Y, B
BH%IE LT R E —HTELNE
ZENTED,

BIERIZOWTIE, PRy alcBiT %R TR
4.4 BOFEBUE T, LR D % Y, o [E) R
FIRREDEZE 2 ET LN EHEZ B,

AR, PER AR TR, SMRIGHLE & & b EE
IERI A S k) Th BHY, —KRIA & L Tokk
OHERONEIIEETH L, ZOFKDH, KHIL
INETOREMEWET 5 &, ERARHEBIZE W
TAHRMEDGH B LD LTI,

X 73

1) KEHE, 5LME 539 [l H A L et 2, B
e o Ry 74, MEI1207, #5, 1991

2)  Tamura A, Okamoto R, Yoshida T, Yamamoto
H, Kondo S, Inoue M, Mitsuhashi S : In vitro and
in vivo antibacterial activites of ME1207, a new
oral cephalosporin. Antimicrob Agents Chemoth-
er 32 :1421~1426, 1988
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BASIC AND CLINICAL STUDIES ON MEI1207 IN OBSTETRICS
AND GYNECOLOGY

Nankun Cho, Takehiko Kimura, Yuko Gotoda, Atsushi Shimizu,
Keiji Ichikawa, Hidenosuke Araki

Department of Obstetrics and Gynecology Fujigaoka Hospital, Showa University,
1-30 Fujigaoka, Midori-ku, Yokohama 227, Japan

Kango Fukunaga

Department of Obstetrics and Gynecology, International Goodwill Hospital

Katsuaki Kunii
Kunii Hospital

Intetsu Kobayashi

Chemotherapy Division, Mitsubishi Yuka Bio- Clinical Laboratories

We investigated ME1207, a newly developed oral cephem antibiotic, for its antibacterial activity,
tissue penetration into intrapelvic genital organs and clinical efficacy in obstetrics and gynecology,
and obtained the following results,

1) Antibacterial activity : the MICs of ME1206 against 290 strains of 10 species of clinical isolates
from obstetric and gynecological infections were examined and compared with those of ampicillin,
cefpodoxime, cefteram and cefixime. The MIC,, of ME1206 was 0.05~ =100 xg/ml and MIC,, was
0.1~ =100 pg/ml.

2) Tissue penetration : the drug penetrated well into the intrapelvic genital organs. The serum
levels ranged from 0.32 to 0.66ug/ml after administration of 100 mg and 0.28 to 1.85xg/ml after
administration of 200 mg. The tissue levels ranged from 0.04 to 0.20 xg/g after administration of
100mg and 0.04 to 0.64 ug/g after administration of 200 mg.

3) Clinical results : ME1207 was given to 6 patients with intrauterine infections, 1 with salpingitis,
3 with parametritis and 2 with Bartholin’s abscess, at a daily dose of 300 mg for 3~10 days. The
clinical efficacy rate was 100% and the eradication rate was 66.7%(10/15) against isolated organisms.
No side effects were found. These findings suggest that ME1207 is effective in treating gynecological
infections,



