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Table 1-1. Antibacterial activity of ME1206, oral cephems and new quinolones against clinical isolated organisms
Test organism Antibiotic MIC(ug/ml)
(no. of strains) range 509% 90%
ME1206 =0.025 ~ 0.39 <0.025 0.1
cefaclor 0.2 ~ 50 0.39 0.78
. cefixime 0.1 ~ 50 0.2 1.56
S. pneumoniae(30) cefteram <0025 ~ 0.78 <0025 0.1
ofloxacin 156 ~ 25 1.56 3.13
ciprofloxacin 0.78 ~ 6.25 0.78 1.56
ME1206 =0.025 =0.025 =0.025
cefaclor 01 ~ 0.2 0.1 0.2
cefixime 0.05 ~ 0.1 0.1 0.1
. pyogenes(30) cefteram £0.025 £0.025 £0.025
ofloxacin 0.78 ~ 6.25 1.56 3.13
ciprofloxacin 02 ~ 3.13 0.78 1.56
ME1206 0.39 ~ 156 0.39 0.78
cefaclor 0.78 ~ 125 1.56 3.13
cefixime 6.25 ~ 50 12.5 12.5
§. aureus(MSSA)(30) cefteram 156 ~ 6.25 156 3.13
ofloxacin 02 ~ 0.78 0.39 0.78
ciprofloxacin 0.1 ~ 3.13 0.2 0.39
ME1206 0.78 ~ >50 6.25 25
cefaclor 6.25 ~ >50 25 >50
cefixime 125 ~ >50 >50 >50
S. aureus(MRSA)30) cefteram 3.13 ~ >50 25 >50
ofloxacin 0.39 ~ 25 0.39 12.5
ciprofloxacin 0.1 ~ >50 0.39 12.5
ME1206 0.1 ~ >50 50 >50
cefaclor 125 ~ >50 50 >50
. cefixime 0.39 ~ >50 50 >50
E- Jaecalis(30) cefteram 02 ~ >50 50 >50
ofloxacin 156 ~ 12.5 1.56 3.13
ciprofloxacin 0.39 ~ 6.25 1.56 ] 1.56
ME1206 <0.05 <0.05 =0.05
cefaclor 039 ~ 1.56 0.78 1.56
Lo cefixime =0.05 =0.05 <0.05
P, mirabilis(30) cefteram £0.05 <0.05 £0.05
ofloxacin 0.1 ~ 0.39 0.2 0.2
ciprofloxacin =0.05 ~ 0.2 =0.05 <0.05
ME1206 0.1 ~ 1.56 0.2 0.39
cefaclor 0.39 ~ 6.25 1.56 3.13
. cefixime 0.1 ~ 0.39 0.2 0.39
£. coli(30) cefteram 0.1 ~ 1.56 02 0.39
ofloxacin <0.05 ~ 156 0.1 0.39
ciprofloxacin =0.05 ~ 0.2 =0.05 0.1
ME1206 =0.05 =0.05 <0.05
cefaclor 1.56 ~ 6.25 1.56 3.13
; cefixime =0.05 ~ 0.1 =0.05 <0.05
H. influenzae(30) cefteram <0.05 <0.05 =0.05
ofloxacin =0.05 ~ 0.1 =0.05 =0.05
ciprofloxacin =0.05 <0.05 <0.05
ME1206 =0.05 ~ 0.39 0.1 0.2
cefaclor 0.39 ~ 1.56 0.39 0.78
. cefixime <0.05 ~ 0.2 =0.05 <0.05
K- pneumoniae(30) cefteram £0.05 ~ 0.39 0.1 0.2
ofloxacin <0.05 ~ 6.25 0.1 0.2
ciprofloxacin <0.05 ~ 156 =0.05 <0.05
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Table 1-2. Antibacterial activity of ME1206, oral cephems and new quinolones against clinical isolated organisms

- MIC(xg/ml)
Test organism Antibiotic
(no. of strains) range 50% 90%
ME1206 £0.05 ~ >100 0.2 313
cefaclor 25 ~ >100 100 >100
' .. cefixime 0.1 ~ >100 0.78 125
M. morganii(30) cefteram <005 ~ >100 01 313
ofloxacin =0.05 ~ 125 0.1 125
ciprofloxacin =0.05 ~ 6.25 =0.05 6.25
ME1206 <0.05 ~ 0.78 =0.05 0.2
cefaclor 0.39 ~ 50 1.56 3.13
. cefixime =0.05 ~ 0.78 0.2 0.2
B. catarrhalis(30) cefteram <005 ~ 3.3 039 078
ofloxacin 0.1 ~ 0.78 0.2 02
ciprofloxacin =0.06 ~ 0.2 0.1 0.1
ME1206 0.1 ~ >100 50 >100
cefaclor 25 ~ >100 100 >100
. cefixime =0.05 ~ 313 0.78 1.56
P. vulgaris(30) cefteram <005 ~ >100 50 100
ofloxacin =0.05 ~ >100 25 >100
ciprofloxacin =0.05 ~ >100 12,5 100
ME1206 0.2 ~ >100 0.78 100
cefaclor 0.1 ~ >100 25 100
cefixime 0.1 ~ >100 0.78 >100
E. cloacae(30) cefteram 01 ~ >100 0.39 100
ofloxacin <0.05 ~ 1.56 0.1 0.2
ciprofloxacin =0.05 ~ 0.2 =0.05 <0.05
ME1206 0.1 ~ >100 12.5 >100
cefaclor 0.78 ~ >100 50 >100
.. cefixime =0.05 ~ >100 25 >100
C. freundii(30) cefteram 0.1 ~ >100 12,5 >100
ofloxacin =0.05 ~ 100 0.78 3.13
ciprofloxacin <0.05 ~ 50 <0.05 0.78
ME1206 1.56 ~ >100 25 100
cefaclor 100 ~ >100 >100 >100
P. aeruginosa(30) cefixime 3.13 ~ >100 100 >100
- aerginos cefteram 6.25 ~ >100 >100 >100
ofloxacin 0.2 ~ 100 1.56 12.5
ciprofloxacin =0.05 ~ 125 0.2 1.56
ME1206 02 ~ 50 125 25
cefaclor 0.78 ~ 100 25 50
. . cefixime <0.05 ~ 125 6.25 12.5
A. calcoaceticus(30) cefteram 0.2 ~ 50 12,5 25
ofloxacin <0.05 ~ 3.13 0.2 0.39
ciprofloxacin <0.05 ~ 156 0.1 0.2
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Table2-1. Clinical and bacteriological efficacy of ME1207
Dose Clini- .
No.| Age, Sex, ](Sk“; Clinical diagnosis (days) Isolated organism I?LC’I)" ‘?//:n’? CRP (ES/; cal S;ie effects
£ Total mm efficacy emarks
100mg X 3 ND 36.8 16,000 (+) 15
1|74, F, 39 pharyngolaryngitis (4) 1 | ! l | |good (-)
12g ND 36.6 (4,300 (—) 12
200mg X 3 ND 379 (5,800 ND | ND
2 |38, M, 67 acute bronchitis 3) ! | ) | | | poor (-)
1.8g ND 37.9 15,600 ND | ND
200mg X 3 normal flora 36.4 {5,300 0.5 13
3163, M, 59 acute bronchitis (12) l ! ) ! | | good (-)
7.2g normal flora 36.1 [6,400| 0.2 | ND
200mg X 3 normal flora 37.4 [13,000{ 5.2 | ND
4 | 48, M, unknown | acute bronchitis 7 ! ! 1 1 1 | fair (-)
42g ND 36.2 (11,300 2.8 | ND
200mg X 3 normal flora 39.0 {8,900 0.6 | ND K1
5 | 57, M, unknown | acute bronchitis (5) | 1) ! ! ! |good (41-523)
3.0g normal flora 36.7 {8,200 0.5 20 ’ :
100mg X 3 normal flora 38.6 19,000 (2+)| 15
6 | 66, M, 51 acute bronchitis (4) ! ! 1) 1) 1 |good (-)
1.2g normal flora 362 | ND | (=) | 10
200mg X 3 S. pneumoniae 37.7 |13,800| 8.2 | ND GOT 1
7 135 M, 535 pneumonia (18) | ! 1) 1 I |good (33-51-27)
10.4g normal flora 36.5 14,700 1.0 | ND
200mg X 3 normal flora 36.9 16,700 4.2 | ND
8 | 44, M, 60 pneumonia (14) | | ! ! | |good (—-)
8.2g normal flora 37.2 {5800 0.5 | ND
200mg X 2 normal flora 36.3 17,100| 0.74 | 16
9 |67, M, 485 pneumonia (7) ! 1 ! ! L | fair (=)
2.8g normal flora 36.0 {6,400 | 0.18 | 13
200mg X 3 H. influenzae 37.8 110,600 8.9 72
10 | 53, F, 53 pneumonia (14) i | ! ! | |good ()
8.4g normal flora 36.8 {6,100 0.6 29
100mg X 3 normal flora 376 {5800| 0.1 | ND
11|62, F, 67.5 pneumonia (14) | ! 1 1 |l |good ()
42g normal flora 36.6 14,700 0.3 | ND
200mg X 3 H. influenzae 37.7 18,900 0.1 5 88_’1;;1_}25)
12 | 36, M, 57 pneumonia (13) 1) ! I ! | |good GPTt
7.6g normal flora 36.8 8,400| 0.2 2 (15-76-50)
100mg X 3 normal flora 38.3 {16,000] 10.0 | 48 8(0)—'1";8"37)
13 | 65, M, unknown | pneumonia (14) ! | 1 1 | |good GPT1
4.2¢g normal flora 36.5 |7,800| 2.8 | ND (36—58-25)
200mg X 3 ND 38.2 |14,200{ (6+) | ND
14 | 80, M, 43 chronic bronchitis (5) ! ! | 1 ! |good (-)
3.0g ND 37.0 |17,200| (+) | ND
200mg X 3 ND 37.3 16,700 | (7+) | ND
15 | 72, M, 57 chronic bronchitis (6) l ! ! I | | |good (=)
3.6g ND 37.0 [5,600|(2+)| ND
200mg X 3 B. catarrhalis 36.4 |5,000 0.36 | 38
16 | 32, F, unknown | bronchiectasis (7 | l 1 ! | |good (=)
42g normal flora 36.5 (4,700 0.17 | 24
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Table 2-2. Clinical and bacteriological efficacy of ME1207
] Dose - |Clini- .
No.| Age, Sex, BW. Clinical diagnosis (days) Isolated organism B; T.|WBC CRP ESR cal Side effects
(kg) (C) | (/mm) (mm/h) Remarks
Total efficacy
200mg X 2 S. pneumoniae 35.7 |5,700 | 3.48 | 107
17| 61, F, unknown | bronchiectasis (14) ! ! | ! | |good (—)
5.6g normal flora 36.2 14,900 | 0.05 | 41
200mg X 3 normal flora 36.3 {13,100 9.8 | ND
18| 36, M, 62 bronchiectasis (14) ! ! ! ! ! |good (—)
8.4g normal flora 36.1 15900 06 | ND
100mg X 3 H. influenzae 37.1 |12,000( 3.17 | 38
19 [ 45, M, 55 bronchiectasis (14) 1 | | | | |good (—)
4.2g normal flora 36.2 {7,900] 0.36 | 13
200mg < 3 normal flora 37.0 17,800 3.08 | 26
20 | 45, M, 60 bronchiectasis (7) ! | | | | |good (—)
42g normal flora 36.0 (6,100| 0.46 | 19
200mg X 2 H. influenzae 36.2 19,900 0.36 | 25 diarrhea
21|57, F, unknown | bronchiectasis (10) ! i 1) ! | fair | eosino. 1
4.0g ND 35.8 110,000 0.07 | ND (0—5)
200mg x 2 Sf‘[” | 367 |8.700| 0.43 | 50
22 | 38, M, unknown | bronchiectasis (7) ’ | ! | | I |good (—)
2.8g 36.5 16,200 0.1 17
normal flora
200mg X 3 S. aureus 37.2 15900 0.68 | 60
23|63, F, 48 bronchiectasis (7) | I 1 ! ! fair | loose stools
42¢g normal flora 36.5 7,400 0.86 | 73
200mg < 2 H. influenzae 36.3 16,300 1.20 | 34
24 (43, M, 42 DPB (14) i ! 1 ! | | poor (—)
5.6g S. pneumoniae 36.7 17,500 | 2.29 | 45
DPB: diffuse panbronchiolitis, ND: not done
Table 3. Clinical response to ME1207 in respiratory infections
Clinical diagnosis No. of Excellent Good Fair Poor
cases
Pharyngolaryngitis 1 1
Acute bronchitis 5 3 1 1
Pneumonia 7 6 1
Chronic bronchitis 2 2
Bronchiectasis 8 6 2
Diffuse panbronchiolitis 1 1
Total 24 18 4 2
Efficacy rate 75.0% (18/24)
Table 4. Bacteriological effects of ME1207
NOZOf Eradicated Decreased Persisted Changed
strains
S. aureus 1 1
S. pneumoniae 3 3
H. influenzae 5 4 1
B. catarrhalis 1 1
Total 10 9 1

Eradication rate 1009 (10/10)
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HEEHA 1RO LNz, WL —BEr OBE
TH, BEELEREZEL LD Lr -T2,
V. & %=

ME 1207 i3 A BEH#RR S CHREI NLHED
7 1 LRTHERT, WREBEL VRN N, BE
BNDIZAT7— €L CTHHEEEZ2FT 5
ME 1206 I ikMEEN B 70 b T 7 TH B, IF
A 3RHAE 117 BRI T, B 58 20 %A FRFIC 24 BEfd]
LIRC RZE1LK (ME 1206) & L T E 1, Zofio
KER B2 AL TESICHREE N5, FoAANT,
77 LRSS 7T LABE F TIRIZVWHE X7
FLEAHL, 2 S aureus, S. epidermidis \ZHERD
BOL7s28EN LEALHEFREELZAL T
20, AERIOPEEEICET 22 ORETL BREFL
B L N, 77 LM - IEEEEICH L TEN
HEEEr A LNz, 77 LBHEICBWTIE, 40
®at L 72 E. faecalis & O MRSA LS BfEIC A L
TENTLREN %2R L, ¥iZ S pneumoniae, S.
pyogenes IR L TZBH TRIFLBEIBRLNT, 7
T LEMEICH L CLECYME NS AL, HERETL
72 CFIX, CFTM I ZRIFENDHETH - 72,

MR 25 RESRIE B 24 Bl AR 2 425 L, £ i
PREFLACER BUORMEERIRES 5 38k
FERPENOWT KN L TH, BRIFLENERLZ
oo MEFHLMREATAHADE, 77 LBNESL
U7 7 LEHEIZL, B LTBREMEIZH LN
7z,

BIEA & L TETH, &REXFE 1BICALN, Bk
REBRFIIOLEK EF 16, GOT L& 14,
GOT 3 X ' GTP L& #»* 2 B, IFEEERM £ hc 1 flic 2
SNz, WTNLBRETHY), BEELEKLELL
2L Dir %L, ARDLEMHITRE I N7,

Lt~z 2 E {, ME1207 13777 LB, 75
LEMHEORECEBIC N L TEN - REEE 2 FT
LERTHY, KEMLEC, FIRSFRPAEDREC
BWIBH TCHRAENDEVWEN BRI TH S LED
nr,
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LABORATORY AND CLINICAL STUDIES ON ME 1207

Yasuhito Higashiyama, Yuko Yoshitomi, Koutaro Mitsutake,
Haruko Matsuda, Yoshitsugu Miyazaki, Shigefumi Maesaki,
Hiroshi Yamada, Hironobu Koga, Shigeru Kohno
Kohei Hara
The Second Department of Internal Medicine, Nagasaki University School of Medicine

7-1 Sakamoto-machi, Nagasaki 852 Japan

Chikako Mochida, Kazuyuki Sugawara, Mitsuo Kaku

Department of Clinical Laboratory, Nagasaki University Hospital

Hideo Mashimoto, Jun Araki, Naofumi Suyama, Sadahiro Asai,
Kenichi Tanaka, Kiyoyasu Fukushima, Sadamu Tifu,
Yoshinobu Hirai

Co-Studied Hospitals of The Second Department of Internal Medicine,
Nagasaki University School of Medicine

ME 1207, a newly developed oral cephalosporin, was compared iz vitro and in vivo with cefaclor,

cefixime, cefteram, ofloxacin and ciprofloxacin. The results were as follows :

1. Antimicrobial activity . Minimum inhibitory concentrations (MICs)against 480 clinical isolates of
15 different species were determined by microbroth dilution method. ME 1207 showed excellent
antimicrobial activity against gram-positive bacteria, especially against Streptococcus pneumoniae
and Streptococcus pyogenes. The MIC of ME 1207 for Staphylococcus aureus (MSSA) were superior to
those of the other oral cephems and were comparable to new quinolones. The MICs of ME 1207 for

gram-negative bacteria were equal to those of the other oral cephems.

2.Clinical efficacy and adverse reactions : Twenty-four patients with respiratory tract infections

were treated with ME 1207, and the overall efficacy rate was 75% (good in 18, fair in 4, poor in 2) .

As to side effects, one case each of diarrhea and loose stools was observed. Laboratory tests
revealed elevations of serum potassium level in one case, GOT in one, GOT and GPT in two, and
an increase in the eosinophil in one, but they were mild and transient, and improved rapidly after

completion of ME 1207 treatment .



