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CHEMOTHERAPY
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1. HEH . &REFEHREE I 3 2 ME 1206 0 MIC % #i5% L, cefaclor (CCL), cefixime
(CFIX) & Hse#at L7z, Staphylococcus aureus (=543 5 MIC 13 0.1~1.56 ug/mlic A b1
CCL, CFIX k W#EN T\ 7z, Escherichia coli, Klebsiella pneumoniae, Proteus vulgars,
Proteus mirabilis, Morganella morganii \=%t3 % MIC 13 0.05~25 ug/mliZ& 51, i
L CCLIZBE 2 & Td - 724 CFIX L ) 1~3 EkFE4 - T\~ 72, Servatia marcescens (259 5
MIC I3 0.2~100 g/ml Ll F &85 <, CFIX & ) %eX45 2 Ml Th - 72, Pseudomonas aer-
uginosa Tix CCL, CFIX tRIBkIiCHEN 238D Uh - 72,

2. BREEH9ARET © ME 1207 % fiti% 761, AHRELR 66, BMEmkR 1H, BERERR
SED AT 6 ), REEGE 1 B0 21 B85 L 72, ZORR, 21 BlhER 261, A% 13
B, oA 4 B, ER 2B THMEEL T1.4%Th- 12, BMENLEWERIZALNT, BK
BAEMAEE - LT GOT, GPT O LR 261 ALP B XU y-GTP 0 L&A 1BlicA LN,
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ME 1207 3& L B S Nz 2 T &0 £ 7
L LEIT, WREBEENTZT 7—XI12 & ) Ks
B IEM ME1206 & %270 K75 7 Th b, K
iz 7 LB, BREEICIBLECHEA N7 P LER
L, ¥z 75 LBEYEE Tl Staphylococcus aureus |21
nrMEEES L ORATH B,

4[], ME 1206 DERFRSBERRIC X3 5 HEBRE PIHA
FC B B EBERIRE £ 4T L 2Ric, WRMEEIC B
B SERRYSE I A 5 ME 1207 DERIRAY 4 BRET £ 17 -
ZOTLUTICHRET 5,

1. F R #F &

1. AEERNMES

5 P %k 13 1983~1988 £ F T 6 F I LRI DR
BRAEL & 1) 538 & L7z Staphylococcus aureus, Escher -
ichia coli, Klebsiella pneumoniae, Proteus vulgaris,
Proteus mirabilis, Morganella morganii,
Pseudomonas aervuginosa % 27 %k &, Serratia marces-
cens 19k Th 5, MIC DRlIEIF B AILFEFEESAT

# 52z &£ 0 ME 1206 o MIC # #] % L, cefaclor
(CCL), cefixime (CFIX) Dpiik & e L 7z, BHEH
13 10°CFU/ml T 5.

2. ERFRBYRRES

BT IR B R RE20M & RB EPEEINE
ME 1207 % #5- L, ERRshE, M@FnmR, <ot
IZDOWTHRETL 72,

D xR

Fe 5 %13 1989 £ 9 Ax 5 1990 £ 1 A TNS5 #
ARic &t Bh LA S —WEL, NTT Righahk
WEE L &SRR IR REE SN 2L,
RBEMOF G 2187 21 B TH 5, B IH, &
12 6, i3 33~79 5% (FH61 %) THb, KED
WM % 7B, SrERE L% 65, BrERKkL 1
W R Y ) AT 6 1, TR B REYYE 161, it
21 TH B,

2) #&58, ®5HE

ME 1207 »# 512 1 @ 100 mg % 1 B 3 MAKES

*T 467 2 Bl R R DCRRRRIT ) 8 1
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YLz, BERBIZT~14H (CFH9H) THRIERSRE
112.1~4.2g (CE¥12.8g) TH-72,

3) MhRHEREYE

BalRah I3 B2, WK, KR 7 & BEAEK & ER
X MERE, HInEKE, Kk, CRP % YO REMR %15
Br L TROL ) eH#ICE D HEL 72,

) ARG %I BLNICTTAL, THLUNICH
EFRNE L wEEHI A LNz LD,

AR ARG T BN TEL, ERHC 3T
RN LD U EENHLLNIZ LD,

RRHR L ARIRG% 7 BLUNIC B EAT Rk
NWESALNIZL D,

) | AR5 1% 7 B LINIC BARERT RO SED A
Loz,

HEARRE  BRKMREFHETE LD,

II. i % B &
1. REEANHE S (Table 1)

1) S. aureus

ME 1206 @ S. aureus 27 #1249 5 MIC 12 0.1~
1.56 ug/mliz453#5 L, CCL % CFIX  0.78~25 ug/
mLIZ B S sz il h 2R L 72,

2) E. coli

ME 1206 @ E. coli 27 ¥R1Z 6t 5 MIC 13 0.1~25
pg/mliZs AL e — 713 0.39 ug/mlic % - 72, CCL
13 0.39~100 gg/ml LA Eicsp i L v — 713 1.56 ug/
mliza Y, CFIX Ti30.05~25 ug/mlizsr# L £ —
713 0.05 ug/mlicdH 72, L72hH - T ME 1206 O E.
colit iIZX T HHE 113 CCL X DN 55 CFIX L D
4Tz,

3) K. pneumoniae

ME 1206 & K. puneumoniae 27 ¥:1= &3 % MIC i3
0.05~0.39 ug/mlic3 AL, &©—7130.2 ug/mliz
A 6072, CCL Tidv—74°0.39 ug/ml T, CFIX T
120.05ug/mlUATFICE—27H% -7, ME 1206 7 K.
pneumoniae \Z T HHEIZCCL £ ) 1 EXFEEN
55°CFIX &% - Twniz,

4) P. vulgaris, P. mirabilis

Table 1. Antibacterial activities of ME1206 and other drugs

Organism. MIC(ug/ml)
(No. of strains Drugs
tested) range 50% 90%
Staphylococcus aureus ME1206 0.1 —1.56 039 078
o) ) ) cefaclor 0.78—6.25 1.56 3.13
cefixime 6.25—-25 12.5 25
L . ME1206 0.1-—-25 0.39 1.56
E“h”(lg“)m coli cefaclor 0.39— >100 156 50
cefixime <0.05—25 0.1 25
= . ME1206 =0.05—0.39 0.2 0.2
Kleb’”””(f;:"”m"""‘“ cefaclor 0.1—0.78 039 0.78
cefixime <0.05—0.1 =0.05 0.1
Prot learis ME1206 0.2—6.25 0.2 0.78
eu(sz;)u gans cefaclor 6.25—>100 >100 >100
cefixime =0.05—0.2 <0.05 0.2
Prot rabilis ME1206 0.2—6.25 0.39 0.78
’ e”s(z’;;”” e cefaclor 3.13 - >100 6.25 >100
cefixime <0.05—25 =0.05 0.2
Morganella » .. ME1206 0.1-0.39 0.2 0.39
“ ony A cefaclor 3.13—>100 >100 >100
cefixime <0.05—0.78 0.1 0.39
Servati o ME1206 0.2—>100 313 50
e cefaclor 100 > 100 >100 >100
(19) cefixime <0.05—>100 3.13 >100
Pseudom . ME1206 6.25— >100 25 >100
on;; aeruginosa cefaclor >100 >100 >100
@n cefixime 3.13—>100 25 >100

inoculum size : 10°CFU/ml
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Table 2. Clinical efficacy of ME1207
CaselAge . . Unqerlylng [Daily dose Duration Total Isolated Bacteriological| Clinical Side-
0. |Sex Diagnosis disease (mgxtimes)| (days) dose organism effect p y
e Complication |8 4 (® [MIC*] efficacy effects
1|0 pneumonia articular rheu-| o, 5 14 4.2 ND unknown good —
F matism
S. pneumoniae
62 . . . (+) . .
2 M |Pneumonia diabetes mellitus| 100x3 14 4.2 | eradicated fair GOT, GPTt
(=)
67 pneumoconiosis
3 M pneumonia chronic hepatitis| 100x3 7 2.1 NF unknown good —
anemia
4 :;f pneumonia chronic gastritis | 100x3 8 2.4 NF unknown good —
- . . NF
5 65 pneumonia d?mmc bmnd“t].s 1003 7 2.1 ! unknown poor -
F diabetes mellitus
P. fluorescens
79 bronchial asthma s pn?z:«»;onm
6 M pneumonia chronic emphysema| 100x3 14 42 . eradicated | excellent —
dehydration NF
S. pneumoniae
i . (#)
7 7 pneumonia bronchial athma 100 %< 3 9 2.7 [£0.025] | eradicated | excellent | GOT, GPTt
F hypertension |
(—)
33 - .
8 F acute bronchitis 100x 3 7 2.1 NF unknown good —
54 " .
9 F acute bronchitis 100x 3 12 34 NF unknown fair —
10 7\/1{ acute bronchitis |angina pectoris 100x 3 14 42 NF unknown good —
11 ?\/II acute bronchitis 100x 3 7 2.1 NF unknown good -
12 ;i/'; acute bronchitis |old pleurisy 100 % 3 8 2.4 ND unknown fair -
13 ](i? acute bronchitis |bronchial asthma 100 x 3 7 2.1 NF unknown fair —
14 ;Z acute tonsillitis |bronchial asthma 100 x3 7 2.1 ND unknown good -
cerebral
15 79 chronic bronchitis .elrtenos.clero&s 100 %<3 7 2.1 ND unknown good —
F ischemic heart
disease
59 | pulmonary fibrosis -
16 F |with infection 100x 3 14 4.2 NF unknown good
17 | 37 |pulmonary fibrosis 100 %3 7 2.1 ND unknown |  good -
F |with infection
18 0 PREUMOConiosts 100x 3 13 39 NF unknown poor -
M |with infection
19 62 Ol.d [l{bel’CLl']()SlS bronchial asthma 100x3 7 2.1 NF unknown good -
F |with infection
20 67 bl"OnC'hlect?.lSlS bronchial as.thma 1003 7 2.1 NF unknown good -
F |with infection hypertension
, 58 |urinary tract N ALP,
21 F linfection 100 x 3 7 2.1 ND unknown good »-GTP1
NF :normal flora ND: not done ND* : not determined *10°CFU/ml
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Table 3. Laboratory findings before and after administration of ME1207
Case ESR CRP RBC WBC Platelet | Eosino GOT GPT ALP BUN [Creatinine
no. (mm/h) (x10"/am)|  (/mw) |(X10*/mmw) (%) (IU) (1U) (1U) (mg/dl) | (mg/dl)
B 94 4+ 422 14,500 43 0 32 50 252 22 1.0
! A 75 + 391 8,800 48.9 1 25 22 184 16 1.1
B 137 5+ 419 11,300 48.5 0 15 19 257 18 1.1
2 A 145 4+ 402 10,300 41.2 1 39 64 263 17 1.1
B 138 5+ 351 6,200 294 1 36 39 189 18 14
’ A 147 3+ 47 60 181 18 1.3
B 50 + 418 6,800 32.3 3 20 14 296 17 1.0
! A 22 - 379 5,800 329 7 16 9 248 13 1.0
B 4+ 289 9,100 349 8 12* 6* 165 34.3 1.8
? A 4+ 291 10,100 40.9 3 17* 8* 201 39.6 1.8
6 B 27 4+ 393 8,900 25.0 3 15* 10+ 137 16.4 0.9
A 25 - 381 8,900 29.2 2 20° 11* 111 13.0 0.8
_ B 78 6+ 375 17,000 284 2 14* 11* 220 14.7 1.0
! A 45 + 363 7,500 30.7 2 39* 54* 243 18.4 1.0
B 38 497 4,800 28.8 4 13 8 150 12 1.0
8 A 57 - 396 3,800 279 10 15 9 148 11 0.9
B 55 - 386 5,200 35.2 4 25 17 199 15 0.9
? A 22 - 353 5,500 37.6 2 19 12 163 13 0.7
" B 12 + 496 6,700 15.0 13 22 17 76%* 22 1.2
A 3 - 497 7,100 16.0 7 26 24 7.6%* 18 1.4
1 B 6 - 499 5,100 22.0 0 17 11 6.1** 16 0.8
A 4 480 4,400 19.0 1 21 19 6.3** 15 0.9
12 B 37 + 457 7,300 243 2 19 11 133 14 1.2
A 18 - 439 7.600 26.6 1 25 22 131 20 13
B 40 + 511 9,200 27.0 8 26 31 181 12 1.1
. A 61 481 10,600 28.0 8 26 40 172 12 1.1
1 B 3 + 517 14,800 27.0 1 19 20 8.4** 18 15
A 4 - 510 7,300 26.0 1 26 25 8.3** 13 0.9
15 B 155 + 307 5,500 16.2 0 17 5 160 21 1.3
A 157 + 284 4,700 16.6 4 19 5 152 19 1.3
16 B 24 + 414 5,200 13.0 5 50 37 14.7** 17 1.2
A 19 - 410 4,600 15.0 5 39 38 15.0** 14 0.9
7 B 23 + 437 5,800 26.4 1 11 4 164 9 1.0
A 11 + 430 4,100 31.8 1 18 15 147 14 0.9
18 B 84 2+ 443 7,600 26.2 1 16* 4* 193 124 0.9
A + 427 7,400 32.8 0 38* 32+ 243 9.7 0.8
19 B 35 5+ 399 11,600 20.7 0 29 10 222 9 0.8
] A 83 2+ 354 9,900 42.7 1 24 15 190 6 0.8
2 B 86 6+ 454 9,700 28.7 1 32* 16* 199 11.0 0.7
] A 28 + 432 4,800 45.3 3
2 B 23 5+ 455 6,200 20.6 1 26 13 206 19 1.2
] A 11 + 431 5,000 33.6 3 16 18 304 7 0.9
B:before  A:after *:KU **:KA
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ME 1206 & P. vulgaris, P. mirabilis & 27 #RIiZ M §
% MIC (2 0.2~6.25 ug/ml 2574 L, CCL iz H~1E
NTW72HCFIX L D% - Twiz,

5) M. morganii

M. morganii \= ¥t L Tiz ME 1206 ©» MIC #°0.1~
0.39 ug/ml TENT-HMEN%#F L, CFIX 2 i2ZEL
HEhEFEzZ Nz,

6) S. marcescens

S. marcescens 19 # 12 3¥ § 5 ME 1206 o> MIC i
0.2~100 pug/ml LLE 2 W8[L < CFIX ER%EL L <3
L 5 Tz,

7) P. aeruginosa

ME 1206 @ P. aeruginosa \= ¥t 3 5 MIC iZ 6.25
ug/ml LLET CCL % CFIX * REEHE 1354 - 72,

2. ERIREYRRET

1) ERIRZHFE

ME 1207 %55 B0 F i, %, 2Z2¥4, &58, %
5 H%, AR, ERKEIHR % Table2 I2/RL
726

Btige 740 (FER) 1~7) TixERh 260, A%h3H, <
RER, BHE 1B TH - 72, 3B & Y B RERE Ao B
2N, AEOESICE N TRTRES N,

161 (FEBI 2) I3MEPRIR % BBER B L L, ARIDMEH
12 & NP 7257 CRP dEs»* 2N, GOT, GPT f&
DERADHN, RRERE LI BN TH - 725ERS 13
ERERB L L THERBEHY»D N, 3> Po—LrREE
T, KREMEA3IBRIZTRALZICL22bLT, B
#B L U CRP DUEH A L NT, £ D% cefmetazole
(CMZ) > siiBfHE TR L 72, ¥ERI®/H 3> Fa—
TR EGBHETEREDI RS L T2 2R s n
hrolzbDEFEZ Iz,

BUAEL % 66 (FE6I 8~13) TIx, AR 3H), =
BN IBIDBEBETH - 72, REHAHE L 72 R
w1,

SRR ED 1H GEBI14) 3HRTH - 72,

MR 85 R B % L DEEBID RIS & 5 BT
6 % (EBI 15~20) TIZEREIIAHETH - 1208
5B, #R1EITH -7z,

PR#REHRE 1) (GEBI 21) XA TH - 72,

Ll l, &R ToORBERMEIZER 2B, A5 13 ), =
RN 4B, EH2HTHEMELTL.4%TH 72,

2) BIMEAL L UBRRMEMERT (Table 3)

ME 1207 I8 K & % 2 & 1 5 A hy 7 BIPER 2
AN h -1z, BRIKREMBERE L L TGOT, GPT
D EAA2H (EERF 2, 7) 12, ALP, y-GTP» LEH
(FEB 21) A5 1 Bz A b 7z, SEB 7 (3 EEALE TERBR L

720, fEBI 2, 2113 Z DIEDRBHGEHTE F R
b5,

REBIDBA

fEB 6 1 79 5%, B, Mk

[EXBBNION KB D & Z A 2 BRETLY
Iz, BRYERAHBIL, W X REE TH% & 201
72, BBz 7%h - 724 CRP (3 4+ TEMBED 8,900
/mm® L INL, PEEDRIEFTRH A SN, AHo)
5 BAtAT% 6 B TR 1131314k, CRP L RatkipL =
h&HE L 72,

fER 19 62 5%, ik, BRIBMEMIREAR, FOERLC &
LRMME

BB &N 38.2°C nFER, LK, BHRAIHBAL 2720
AEE 5B L 72, BiERFO CRP I3 5+ THMIKE L
11,600/mm?® T, BREIZTHATH > 2o FH B 50
B4 BIZICIZ3TC KRG E %), 7TH%IZIZCRP Y2
+ 3 TEBRL, BREHEL

m. % =

ME 1207 o5 G AR TH 2 ME 1206 12, 75 A
FatE, PEYERICIRIZVWIE X7 P L ERHL, 7
T LBED S, aureus I\ZBEN I HEEELFETLIL
WHREHE I, T2 -7 7 =—HICH L TLRET
»H DY,

4[], ME 1206 O &M IC A 5 MIC #BIEL,
OO+ 7 = 81 TH 5 CCL, CFIX & Bl
72o S. aureus =3 L Tizd CCL, CFIX iz~ MIC1#
AL, B LI T 7, IPIRSRRCE THEH
B, TEOMEREES T LBRMERETH B E coli, K
pneumoniae \Z XL TIZCCL & 0 LENL-HENT
Ho72HCFIX I N%E>Twni, LHLMICHE—
713 0.2~0.39 ug/ml iz d N, AFEONRED MLFH
EEERTDEY, BREROICIZERELG L H#ES
N7z, P.vulgaris, P. mivabilis, M. morganii 2L
Ti, ERICCCL LN bEN T2z CFIX &0+
R DM TH - 12, S. marcescens |21 E N HWRIE
<, —BRICIIMBIETED A b 72 H% P aeruginosa I
XL CTIRMEERIIRHV EFEZ Lz,

DR RS R E I BT AR A E L, S awreus, S
pneumoniae, H. influenzae, K. pneumoniae, P.
aeruginosa R EH»FE (Y, 205 b, S
pneumoniae, H. influenzae 1= %43 2 ME 1206 NHH
#113 cefteram (CFTM) & E% 5 5\ iz # bl bic
NTHNY, MICs 12 0.1 ug/mlLITTH 5, Zhick
YL DS, aureus ¥ K. pneumoniae DK E EET
% &, P aeruginosa ¥ 13U £+ 57 ¥ HEIERHH
BRI, RIECHE N 2 L OER KR Bbib.
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BaEkEyIz 2 it 7 Bl 5 BIAERh F i3 AR T, R
%HiH* S, pneumoniae L ¥ L 72 3L, 2 HIFEM T,
IHERBEE N, BERE LR 6 BITIIAR IH, %
2HK 3BT, RREMTH - 72 3BIGER 9, 12, 13)
BoFnd T L EBEERKIIEFEL 2 CRP 220
RERGNDWEDNBRE TH > 22O H & HEL
7. MRIRESRICEBERB L L OB RS L B Bk
ETII 6B S BB THBAE B -2, EHT
o 1 HER] 18 I EEMNE & BB L TL b, —BF T
AR A SN B UREL, BEEKY S L N
LEL 2, BEREIITHTH - 7295, £ D cipro-
floxacin (CPFX) (2 X D &L 722 & 5 5 ME 1206
DHBEHNDORIE e WHEFET, Lo b CPFX 2R % #
1, PIZ SRR 7 ARG L Tz RS S B,
—%, BYMRELR, MBHEIFREREOKPEE T

5 IR HHEBITH L TIZMBEEWARIZ OV TORHK
EWMT I TEL L EZ L0,

LU, ME 1207 |3 ZREMPIR 23 RCUE 12 5 L B L 72 G
KRR ETRL, BEIIEZ L NT, ERBTERE D
—HICALNIACT N LBRETH ) SN %
fleEz bz,

X (73
1) BGiH &, B 839 [l 0 A2 S
2, Hi¥L o Ko, ME1207, #E, 1991
HAA A2 L ke E L (MIC) WsE
FOHUETIZ D T, Chemotherapy 29 @ 76~ 79,
1981
3 BAERLE— TR ERERYAE + (3. Common disease
series No.18 MR 23 &YAE, A —HR, p.1~4, ¥
i, s, 1991

)

BRBEOHBAL 7203 %> 72, #-> TH RO
BASIC AND CLINICAL STUDIES ON ME 1207
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We carried out bacteriological and clinical studies of ME1207.

1) Antibacterial activity : The MICs of ME1206 against clinical isolates were measured and
compared with those of cefaclor (CCL) and cefixime (CFIX). The MICs of ME1206 against Sta-
bhylococcus aureus were 0.1 ~1.56ug/ml, which were superior to those of CCL and CFIX. The MICs
of ME1206 against Escherichia coli, Klebsiella pnewmoniae, Proteus vulgaris, Proteus mirabilis and
Morganella morganii were 0.05~25ug/ml, which were superior to those of CCL but inferior to those
of CFIX by 1 to 3 dilution steps. Against Serratia marcescens the MICs of ME1206 were widely
distributed from 0.2 to 100xg/ml, which were a little less than those of CFIX. ME1206, the same as
CCL and CFIX, showed low antibacterial activity against Pseudomonas aeruginosa.

2) Clinical study : ME1207, the ester form of ME1206, was administered to 21 patients comprising
7 cases of pneumonia, 6 of acute bronchitis, 1 of acute tonsillitis, 6 of acute exacerbation of chronic
respiratory tract infection, and 1 of urinary tract infection. The clinical response was excellent in 2,
good in 13, fair in 4 and poor in 2, giving an efficacy rate of 71.4%. No adverse reactions were
observed. As to laboratory findings, elevated GOT and GPT were observed in 2 cases and elevated
ALP and y-GTP in 1 case.



