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1) HES © BRKR5 8 Staphylococcus aureus, methicillin Wi S. aureus, Escherichia coli,
Klebsiella pneumoniae, Proteus mirabilis & UF Pseudomonas aeruginosa \=x19 2 AF| N
BHEREL2EZ A, S aureus i3 1.56 ug/ml, methicillin fit 4 S.aureus i3 >100 pg/ml,
E. coli 13 0.39 ug/ml, K. pneumoniae i3 0.78 ug/ml, P. mirabilis 13 0.39 ug/ml, P. aer-

uginosa 13 >100 ug/ml ? MICy, I TH - 72,

2) ERIREGEE | BB % BHEREL R 8K, 2HmkRE2H, BHEREXZR 1B 1180 1
[ 100 mg 7\ L 200mg 1 H 3EEBEOMICERL 72, BRRMFIR, BUHEREXLSHHT
BIA%, BYERKR2HE L AR, BEREXR IAIIERTH D, &4 T3 11 Fl4 10 %1 90.
IUDEMETH - 12, MBEFLBINEICON T IBIHHETEETH - 72, RHHIZ S. aureus
18, K. pneumoniae 2% T, £FIBRE I N7z, BHWEBIZ BMMEMICIZED SNT, F 44

IC & BERKRBRBEEDORE L Lh 572,
Key words : ME 1207, #ii}1, BEKzhE

ME 1207 i3 B S ERRSH THRE I L&D
t 7 2 LRGERITHY), BEH» LRI, BEEE
NDIATT7—FIZL-» THRLICMKTH I N
ME 1206 (= 7%c % prodrug Th 5., A& 7 7 1tEB
TU7 7 LEHEICHL TIRIZCAENEAL, R,
REFKDEEN £ 7 2 KNS I U Staphylococcus aureus,
Staphylococcus epidermidis (233 28N HE N %
Y,

SRlbb iUz ARIOBE N B & UEERRZIERIC DV
TR L 72,

I. MELELUICHREE

1) Hdh

MBEIZ BT 1989 F 4 A A5 1990 £ 3 Hieon 1 4
Pl BRERAA R A & 5 BEL 72 S. aureus, methicillin fif
™ S. aureus (MRSA), Escherichia coli, Klebsiella
pneumoniae, Proteus mirabilis 3 L U Pseudomonas
aevuginosa % 25 BRIZ AT B A A0/ NFEE R AL 18
(MIC) % HAAL A HEEF SRR gic B U THEL 72,

¥EHIZ 12 pH 7.2 Sensitivity test Agar (5L %
AL, 100 xg/ml A 5 0.05 ug/ml & T 2 EHK
F5 THEA % &L RS N E I EARE 2 fER L, —
KIEFEBEM O 100 BHAFRENO—EELE (ME1 mm)

R L 72, 37C24 BERIE RS LI R B v L3N
REREBEL L - TMIC & L7z, AEIDMIC cefter
am (CFTM), cefixime(CFIX), cefpodoxime
(CPDX) 22T { [@#rz MIC % #l%E L, AFINDZN
EHemL 72,

2)  EREKA9RRET

1 M %

MR, AHEREX L 8H, AtbRkk2H, Bt
REL R 1BIE 11BTH Y, YL B8 B, K3
BT, ERIT17T~T3 koA L, FAFRIT 40.3 &
Th-712,

(2) #HHEAFk
A#) 7 100 mg §& % Al v, AR LT 1E 100
mg 7wl 200mg &L, 1H3EHEAL . 15 F3 AR

CTF 235 Bl IXY S 1-6-5
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34~11BTFHSIBTH-T2, B, BIRHZEIC
YEYRIZTEROHRIZ I Tb b 72,
(3) SHRHEEHE

BRI ARERE 3 BLINICH, fEERH%KE
pROLNIZLNEEX, 4~THTHEDHWVIIIE
L LDEAR, 7 BLUEL 2 BYWEEELH A
Lo, HECETENLNEES L L1,
MEFRHR I ARERAEOBRRNEDERES, &, ¥
%, WK, WY, TEDLERETHEL 2,

(4) et

AROERICEEL, BEERIC S 2RIERLZRETT
5L LICHEBRIKICITRELR ) M — e (R
B, ~€7 0ty ~=b 7y . GMEK M/MR)
& EALF#E (S-GOT, S-GPT, ALP, BUN, S-Cr)
EEBL, REBREAOAELRTLZ, b, UL
DEFRRRETI3 1989 2 A L ) 1989 4 6 ARz 4TH
nr,

Table 1, In vitro activity of ME1206 and other drugs

Organism
(No. of strains) Compound Range of MIC MICs, MIC,,
ME1206 0.39~1.56 0.78 1.56
CFTM 1.56~6.25 3.13 6.25
Staphylococcus aureus (25) CFIX 31350 125 125
CPDX 1.56~25 3.13 6.25
ME1206 12.5~>100 100 >100
CFTM 12.5~>100 >100 >100
MRSA (25) CFIX 100~ >100 >100 >100
CPDX 100~>100 >100 >100
ME1206 <0.05~0.78 0.2 0.39
.. . CFTM <0.05~0.78 0.2 0.39
Escherichia coli (25) CFIX <0.05~156 0.2 0.78
CPDX 0.1~1.56 0.39 0.78
ME1206 =0.05~3.13 0.2 0.78
. . CFTM =0.05~3.13 0.2 1.56
Klebsiella pneumoniae (25) CFIX <0.05~0.78 01 0.39
CPDX =0.05~3.13 0.2 1.56
ME1206 =0.05~0.78 0.1 0.39
L. CFTM =0.05~0.78 0.1 0.39
Proteus mirabilis (25) CFIX £0.05~0.39 <005 0.2
CPDX <0.05~0.39 0.1 0.2
ME1206 6.25~> 100 >100 >100
Pseudomo . (25) CFTM 12.5~>100 >100 >100
nas aerugimosa CFIX 12.5~>100 100 >100
CPDX 100~>100 >100 >100
CFTM : cefteram, CFIX : cefixime, CPDX : cefpodoxime
(%)
100‘1’ L
P. mirabilis MRSA
i S. aureus
" L
S r
-
g L
L5
E 50— P. acruginosa
'S r K. pneumomiae
g L
O
E. coli

<005 01 02 039 078 156 3.13 625 125 25 50 100 >100 (ug/ml)
Fig. 1. Susceptibility distribution of MEI206 in clinical isolates

(25 strainseach)
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1) #i#if (Table 1, Fig.1)

S. aureus 25 ¥ 1 ¥ ¥ % ME 1206 o MIC 4 #5 i3
0.39~1.56 ug/mlic & N, 258k d 21 % (84 %) X
0.78 ug/ml LLF THEH % 1k & 1L MIC,, &% 1.56
ug/ml THYH, CFTM, CPDX k1 2 EREEN T
72,

Methicillin fit ¥ S. aureus 25 ¥k 12 3+ 3 5 K &l 0
MIC %4513 12.5~>100 ug/mli2 & 1, MIC,, fl I
100 wg/ml LA ETH Y, CFTM 213212 %, CFIX,
CPDX &L hfEN T 72,

E. coli 25 %12 xt 9 5 ME 1206 » MIC 4 # 13 =
0.05~0.78 ug/ml iz & "), MICs, MIC,, fEIZZNZ
10.2, 0.39 ug/ml TH Y, CFTM, CFIX k3T
%, CPDX kW #EN T 72,

K. pneumoniae 25 ¥RiZ %33 5 A #|H MIC 5513 =
0.05~3.13ug/mlic & D, 25%F 238 (92 %) »°
0.78 ug/ml LI F TRE #MIE S, CFIX &£ ) 2 &R
45 LN, CEFTM, CPDX *IIIZEFORETH
=72,

P. mirabilis 25 ¥ *$ %5 ME 1206 o MIC 477513

0.78 ug/ml LI T T&tkoFE XL E N, 2582
B (84%) 0.2 ug/mILIFCRE#MBEIEE NS,
CFIX,CPDX & ") 1 BE#ES% 55 CFTM ti3izR%
TH- 712,

P. aeruginosa 25 ¥k i\2 &9 % A&l MIC i3, 6.25
~>100 wg/ml 534 L, CFIX, CFTM & 1) 1585k
BN Tz,

S. aureus, methicillin it S. aureus, E. coli, K.
pneumoniae, P. mirabilis 8 & U P. aeruginosa 6 &
FEIZ R 2 AR HF o MIC 9445 % Fig. 1IZ/RL 72,

2)  ERIKHAH

ME 1207 O FEH) % Table 2 12 L 72, BE|
&2 Table 202 & { BHEREXZ R 46, RERHK
4 20, BHEREL A 1HITIE 10 100 mg, iz 1R
200 mg Tdh - 7z, FHiliTEE TH - 72 1R 2R 4F 11
Bl b, BERELRTH, BMERHkR 26, B4
SEIXRIBTHDOHERERIELN, —F, HE%E
BIRhEI3, BMHAETEXRBIUVBERERTRERL
L TR LR S. aureus 1%k, K. pneumoniae 2t
IIBRE I N7z,

BERRHIE, MEOIEIERIC YW TIE, ABRICLbE

Table 2. Therapeutic results with ME1207

age i daily dose response id
.. . . causative . side
= 2 2 mg X times io-
no. wox clinical diagnosis organism g— clinical bac‘teno effects
duration logical
33 " 100 x 3
1 — acute bronchitis —_— good _— —
M 7
66 N 100 %3 )
2 ™ acute bronchitis S. aureus 1 good eradicated —_—
3 21 te b hiti 100 <3 d
K —_— acute bronchitis — —_ —_—
" nchi 1 00
' 24 te b hiti 200%x3
— acute bronchitis —_— _— —_—
M 5 poor
~ 57 te b hiti 2003 d
5 — acute bronchitis — —_— 00 —_— —
M 7 &
73 X " 100 <3
6 - chronic bronchitis — good — -
F 11
~ 36 o 100% 3
7 —_— acute tonsillitis — _— good —_— -
F 8
27 - . 100 x3 :
8 W acute tonsillitis K. pneumoniae 1 good eradicated
31 N i 200 X 3 .
9 T acute bronchitis K. pneumoniae 1 good eradicated -
w | 2 te bronchiti 1003 d —
— acute bronchitis —_— 00 —
M 7 £
1 17 te b hiti 2003 d
— acute bronchitis — 00 — -
M 1 £
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Table 3. Laboratory findings before and after administration of ME1207
RBC Hb Ht WBC P1 GOT GPT ALP BUN S-Creat.
no. (x10%) (g/dl) (%) (x10%) (x10%) (IU) (1) (KA) (mg/dl) (mg/dl)
B A B A B A B A B A B A B A B A B A B A
1 486 | 499 154 | 154 | 485|473 | 16.4| 184 | 31.4| 326 32 22 57 38| 59| 49| 147|139] 094|091
2 427| 421(13.0| 12.8| 409| 40.1| 46| 4.1|19.8|224| 27| 33| 11| 18| 67| 6.7]| 130|125 0.73] 0.73
3 557 | 549 158 | 16.1| 50.8 | 49.6 | 13.5| 72| 279|238 30| 29| 16| 16| 59| 58| 16.1| 16.2| 0.84| 0.85
4 499 | 500 | 14.0 | 139 | 446 | 43.7| 7.7| 65|351|386| 23| 24| 28| 25| 66| 6.4 135|140 0.92] 0.89
5 423 | 428 | 14.1| 14.0 | 43.7| 429 | 8.1 6.6 27.3| 281 20 19 13 8] 53| 50| 124|126 0.86] 0.81
6 487 500 | 13.4| 14.1| 422 | 43.7| 6.1} 65| 268 22.7 24 21 19 19| 66| 68| 141|132 069 | 0.68
7 436 | 431 13.7)| 134 | 42.7| 41.3| 9.7| 58] 24.0| 256 16 16 10 8| 60| 52| 16.8|16.1| 0.81 | 0.73
8 472| 469 15.1| 15.0 | 455 455| 58| 53] 19.4| 205 29 25 58 35| 59| 51]124|141]097]0.84
9 456 | 438|133 12.0 393|371 | 146| 6.8|21.9|288| 24| 19| 15| 16| 33| 42| 9.1| 156/ 0.59| 0.68
10 5031 509 | 14.4| 142 432| 433| 64| 55|260| — | 14| 20 9| 10| 67| 59| 142|135 0.80] 0.76
11 529 | 505|152 | 14.8 | 479|454 | 75| 6.3 39.8| 36.8 12 15 12 10| 51| 6.1|109] 104|096 0.86

B : before, A : after

BEbnadbnidn, BRREHBOREESHLEDH
nih-17: (Table 3),
m. # ®

FRO+7 x 2 RP0AEA ME 1206 (3 kD +
7 ZENCHL, 77 LB, 7T ARBtEEICH LR
LEWHBE A7 F 742 8L, BiCS. aureus, S.
epidermidis | ¥ BINE N IIFERNZED € 7 = LAl
CHLENR TV Z e HEIN TV, bilbil
DEBERIRETIC 5V TITh 172 ME 1206 OHLE 1113,
S. aureus 12>\ Tix CFTM, CPDX L W#EN TV 172
#%, MRSA (22> Ti2 CFTM ¢ I3ZRFOHMTH
>, %72 Tamura 6213 7 7 ABEREIC T L TAH
BCFIX A N%-Tna e HEL TW5EH, blibil
DRATHIIFERELRIETH - 72, P. aeruginosa 12
2\ T i3 Sakagami YD & & EAEA K 0 K A
CFIX, CPDX L "N TH - 72, KR OHE N
377 LI > Tz CPDX, CFTM, CFIX &
NEN, 75 LREREICOW T CFTM, CFIX,
CPDX & 1% & HMr 2 sz,

IR SRR LAE D ER AW IC 1T 5 AH D MIC,,
1613, S. pneumoniae <0.05ug/ml, K. pneumoniae
0.78 ug/ml, H. influenzae 0.05 ug/ml T, FHBEFIRR
A TOMREH & 200 mg 3% 5B hkRBH D AUC A
8.56 ug - h/ml, i A i B (Cax) H° 2.56 wg/ml,
AR (T,) A% 1,17 hOh & F DA MPEN TR E
nie, AF BRI T2 1| 100 mg % L

200 mg 1 B 3 BME BB THEE @ - 12h, bl
b L ERE R A & D 11 Fid 10 Bl BRI L
ThHY, HREI.9% LMETNERETH -2, £
DERE L TEAFFEBIOE & A & h 7 kalbe 0§t
FBTh-72 bbb EEbNS,

I BB ONIRBEPIEIC BT 7 7 LB
SEHEESETL T aYL ) ZHRICBVY T, &
Hloo k7% 7T LR E TURILZVCIE A7 b L
PAETHEKMBIERTHDL EHEZ LD,

PLE, BET~EEERLRLNT, AR ERER
B & CEERAgRET & 0 IPIR PR I L TR A
®rEBbnr,
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BACTERIOLOGICAL AND CLINICAL STUDIES OF ME 1207
IN RESPIRATORY INFECTIONS

Fumio Matsumoto, Iwao Sakurai, Takeo Imai

Department of Internal Medicine, Kanagawa Prefectural School of Nursing and Hygiene Hospital
1-6-5 Shiomidai, Isogo-ku, Yokohama 235, Japan

Takayuki Takahashi

Department of Clinical Testing, Kanagawa Prefectural School of Nursing and Hygiene Hospital

Masayuki Morita
Pharmacy, Kanagawa Prefectural School of Nursing and Hygiene Hospital

The antibacterial activity and clinical efficacy of a novel oral cephem antibiotic ME 1207 were
investigated, and the following results were obtained.

1) Antibacterial activity . The activity of ME 1207 against clinical isolates of Staphylococcus
aureus, methicillin-resistant S.aureus, Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis and
Pseudomonas aeruginosa was determined. The MIC,, of ME 1207 was 1.56 ug/ml against S. aureus,
>100 xg/ml against methicillin-resistant S.aureus, 0.39 ug/ml against E. coli, 0.78 ug/ml against K.
pneumoniae, (.39 ug/ml against P. mirabilis and >100 xg/ml against P. aeruginosa.

2) Clinical efficacy : ME 1207 was orally administered in a dose of 100 or 200 mg t.i.d. after
meals to 11 subjects, including 8 patients with acute bronchitis, 2 with acute tonsillitis, and 1 with
chronic bronchitis. The drug was effective in all the patients but one with acute bronchitis. The
effectiveness rate was 90.9% (10/11 cases) .

The bacteriological effect of ME 1207 could be assessed in 3 patients. The causative organisms
isolated were S. aureus in 1 case and K. pneumoniae in 2 and they were eradicated in all the cases
after treatment. Side effects or abnormal laboratory findings were not observed.



