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#t 7« 2AZOFBMY-2810012 20V THREN - BRIIRE 21T > 70 & 2 AROBHIE 72,

1) HE D . BEK 5 8 methicillin sensitive Staphylococcus aureus (MSSA), methicillin resistant
Staphylococcus aureus (MRSA), Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis =3t 3 % A Hl
DHEIEIMSSAIZBWTRLEHTHY, 75 ARMBEEIIH T HMICofEid25~50.g/mTdh -
72

2) WRUN - BEdE CRERAICBIT A R&S P IREIE250mgfE A TidF147.354g/ml, 500mgfEH
B T13F3913.04g/mITH D, continuous ambulatory peritoneal dialysis(CAPD) fifiT18 B A& EH
12250mefE L7 & A DREMAPREIZ147.e/mTh > T, BUMAPRENIBOR,

iR I AN 250, 500mgfER L b 2RI TH h, BALEBECAPDREITHOZ L
HSHERITH -7, SEM T TORPEINEIZS32~T724%TH D, ENMBEPIREIIRSE124e/mIT,
BT APANDOEILEIZ15.3% T > 72,

3) ERRRUH AR AT R4, BEHRELL36), SHREkE2H, SHLRER]
BIEH10%01 1 [250mgl H2 ~ 3MEH LA, E2HREL R SMERER 2HRHEKET
afl, BHRELATH 3BP2HT, AHOKRER, ARIZIDEMEHIZIIADXE LD
ol
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Bt 7 2R ZOAIBMY-2810043 & HEME O REE+
% P-lactamase 24 L THWEEM ZR L, & I
Staphylococcus aureus B £ UFClostridium difficile \Z 4+ 5
MENHERTV Y,

SEDONDIIRAIORE S, Mo, RepirE,
BEUOBBENT W (CAPD) il e % i5E L, JEBEomat
EMABE & OIS, ISR I T AEER RS &
UREHIIOVTET ORI 2 RA T,

I. BEEZSUICHRS &

1. HEhH

LFEIZBVTI9874 1 AR SREEIZAE TO127 A
RIIZBRIR A4 L 2> & 538 L 72 methicillin sensitive Staphylo-
coccus aureus(LLFMSSA), methicillin resistant Staphylo-
coccus aureus(methicillin, cefazolin : 2125.ug/ml, LL'F
MRSA), Escherichia coli, Kiebsiella pneumoniae 3 & O°
Proteus mirabilis # W Z 258k 121 3 B AR OB NZEE

BELIE 2 BE (MIC) % H A LML Rtk 8 U CHllE
L7z BRI OREHAIE 2 EH L7, 100
2g/mIA 601 ug/mlE TO 2 ERHFRYTERE GO
S E R AR A ER L, —REERO 10085 /R
BHRO—HEE(NE 1 mm) ¥ HEHE L7z, 37C24BFRIES
ERTEIIRE ML S REKBEY & 5> TMICE L
720 AR O cephalexin(CEX), cefaclor(CCL)IZDW»
THRERBICMICEHIE L, ARIDOFN & BT L7,

2. M, FR¥, CAPDMHIRAE

KR 2 RBOREASBONBERAAFEZTRE L
THREIZHER 1 [250mgH £ '500mg % & 2 Bl #FO{E
BL, EH%OS5 1, 15 2, 3, 4, 6BLU8H
R IR0 L TBMY-281000 1M i % i€ L7z, FRep
RS ARERRKO~2, 2~4, 4~6, 6~38
BEMICIRILL 2 RICOWTIT » 720 e B, BN
(CAPD) % W17 L TV B HAREH 1 B 1 [

*BETRTRYRE1-6—5
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250mgfE M L7-B I 8 & UFCAPDHE il % lE L
7o M, Re B L CAPDHE i E O fll € 1 Bacillus
subtilis ATCC6633 % RERH L THHERBT 1+ 2 7 kil &k
NIT- 72, BERIMHPRETIIL ML, RPBLD
CAPDH IR TI20.1M") ~ B & (pH4.5) ¥ T
ER L7,

3. ERERMYRRST

1) & %
HRITLENED LV ABRNETOBETRROF
BEMNBRONT-2HRELR4P), BHIELLIA, &
HEREE2E, 2HEREX1BE108ITHY, 26
BIETH D, HAINIEME S B, TS5 B TERIZ22~
768 ThH -7,

2) R

A#D250mgH L EF AV, FHEEIZEMNE LTI
[E1250mg 1 H3 @& L7, HAMMIZI3~14BTH -
2o DRHEICEBLBLIITHRAOKBEII—YITbY
o f:o

3) HRHELE

R RIIAFIEA®% 3 BUMICH, tEFEKRO%E
HROOLNbDHER, 4~7THTHEHLVIZEF
fEL7-bD%EH, 7HUKS L BYE, EEEIFASL
NWadoslzh, HANRIAEDLOYEE L, ME
FHNRIFRERZORNEOHENS, HE, B
R, B, AED4BEREE LT,

4) ek

AROFERICEL, BEEKICL 28EAYRIT 2
L b, EAETRICTTEEZBR Y MR — A (RILERE,
NEFOEY, AT 7Yy b, BMERE, /M)
B L PEALFRE(S-GOT, S-GPT, Al-P, BUN,
S-creat.) ¥ EML, REMORBEOFELHRET L,

%, DEOBRKHKRETE, 198747 A L 919874
11ADOEIZITbh:,

I. & |

1. filEh

MSSA 2582249 5BMY-28100DMICit Table 11257
T L9 120.39~6.254g/ml 254 L, MICsoffii36.25
wg/mUTThH otz TORBICCLERZETHY,
CEXL h 1 RRSEEEEN TV 7,

MRSA 258IZH § 5 K H OMICH 45 1312.5 ~>100
#g/mITdH H, MICsofl 1250 g/mlTd - TCCLO100
pg/mlE D ENTWV/2(Table 1),

E. coli 258233 B ARH OMIC% Table 1427R L7,
0.39~25,g/mliZ 5346 L, MICso, MICsofiiz #h#h
313, 254g/mILLTFTH T, CCLE Y 1 BFEL - TW
72
K. prneumoniae 258K\4FF B AF DOMICIE Table 11I7R
T &£ 9120.39~25.ug/mlI A L, MICoofl 1325 4g/ml
UFTho7:0% CCLERMETHY, CEXLY 2 BRE
nTwi,

Table 1. In vitro activity of BMY-28100 and other drugs

Organism (no. of isolate) Drug Range of MICs MICso MICso
BMY-28100 0.39—6.25 0.78 6.25
MSSA (25) CEX 1.56—25 3.13 12.5
CCL 0.78—12.5 3.13 6.25
BMY-28100 12.5—>100 50 >100
MRSA (25) CEX 50 —>100 >100 >100
CCL 12.5—>100 100 >100
BMY-28100 0.39—25 3.13 25
E. coli (25) CEX 3.13—50 12.5 50
CCL 0.39—12.5 1.56 12.5
BMY-28100 0.39—25 1.56 25
K. pneumoniae (25) CEX 3.13—100 6.25 100
CCL 0.39—25 1.56 25
BMY-28100 0.39—50 12.5 50
P. mirabilis (25) CEX 12.5—100 50 100
CCL 0.78—50 12.5 50

MSSA : methicillin sensitive Staphylococcus aureus
MRSA : methicillin resistant Staphylococcus aureus
CEX : cephalexin

CCL : cefaclor
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P. mirabilistZ B+ 5 AF| OMICSH 4 120.39~ 50 ,.¢/ml
{25 L, MICso, MICoofiiZ12.5, 50ug/mlT&dH,
CCLL A% Td »7z(Table 1),

MSSA, MRSA, E. coli, K. pneumoniae 3 & U°P. mirabi-
lis? 5 BifdF N FN 258k B AR H OMICH Hi % Fig.
HIRL7,

MSSAY6.25 g/ ml TEBRFEH L HIE SN, B b K%
HNRBRYTHY, R\ TK. pneumoniae, E. coli, P.
mirabilis, MRSADIATH 72,

2. M, K#, CAPDMFIRAE

BERA4BIOH HE 2 BN REZEMERF 1 M250mg F
7213500mgfE B L 7-BF O I i % Table 212, R+
fE % Table 3127k L 72,

A O I P R (Cmax ) 3R CER % 1 ~ 2 BERY
12HY, 250mgfERBITDVI9MEI27.354g/ml, 500mg
FAFTOZFNIEFIH13.0,g/mlT, MA LR (Ti2)
BENENFYL1.94, 23RHTH 70, ¥— 7 %I
MOBABEELIZEHRL, SEMFEICBVLTLRBTY
065, 2.1ug/mDEEHERFL TV 7, RAIO 8 HERH £
THRE LB ES DR PEUNE I FH53.2, 724%THh
570 F1AR HCAPDIEITRMEEALEE 1 FIIER
B 1 [ 250mgiE O L 7B DI i % Table 412,
CAPDHLHIRJE % Fig. 20K L7, AIEBI DO Cmax i3 fEH
RIKMIZHY, ZOMEIZ14.7,4g/mIT, Ti2034.728F

100

80—

60—

40+

20—

Cumulative percent of strains inhibited (%)

MTHy, 12BHIZB VT 27,8/ mDIENSHRF S h
7o CAPDMHIRAEIX 0 ~ 6 BERI T12pg/ml, 6 ~11RF
B T6.g/mTadHH, CAPDHFEINEIX153% Th >
72

3. ERARH#

BMY-28100f FEHI % Table 512, 7-BRKFHFEDF
&% Table 6178 L7z, MREBFREHELIOBND S b, &
MREXR4H, BHLERER1B, 2HRHEE 26
EFHDORERI R ONT, BUHREL L IBFITIL2H)
A DOER 172,

—7, MREFHHRIIEHREIR, BHEIEIRS
JUOEBMREE2OIERE E L TRE L1F7:S. aureus
4 £ (MIC 0.78 yug/ml) & K. pneumoniae 1 #k (MIC 1.56
pg/m)I3ETHRE SN,

HEMBERIZOWTIIALNE LD ko7 £
TARERIC L BRI EEORELB LD o h
- 7z(Table 7),

m * ®

Ft 7 LRBOFBMY-281001x EHEMBEOEAT
% f-lactamasell3f L THWEEH LR L, RO&EDO
7 2 hFNCH L CRBHLZIMEANRS T L5HF LT
WhHZEE, S aureusB L PHERMER DC. difficilel 23
LTOMENIENS Z & 2HHE LTV,

bhbh b AFOIE N % CEX, CCL% LEkn&EO

0 T T T T
=0.1 0.2 0.39 0.78 1.56

T T T
313 625 12.5 25 50 100 >100

(ug/ml)

MSSA : methicillin sensitive Staphylococcus aureus
MRSA : methicillin resistant Staphylococcus aureus

Fig. 1. Susceptibility of clinical isolates to BMY-28100 (10° cells/ml).
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Table 4. Serum level of BMY-28100 in chronic renal failure on CAPD
(250 mg, fasting)
16
14 —
=~ 12—
g -
X 10
£ s
.
m —
4 —
2 p—
0 T T T T T T T T T
05115 2 3 4 6 8 10 12
Time (h)
Case  Age BW Serum level (ug/ml) Half life
Sex
no. ) kg) |05h 1h 15h 2h 3h 4h 6h 8h 10h 12h | G
5 70 F 52 4.1 9.2 104 125 147 8.4 5.4 5.1 4.6 2.7 4.72
CAPD : continuous ambulatory peritoneal dialysis
207 — 50
~ 18-
£ 16 F40 8
> 144 £
=}
2 12 -30
j=]
S 10— g
S &
§ 8- 20
o
5 o] 5
g 4+ o— 13.2 mg -10
m 25.2 mg
2 —
T I [ T T T T I T
4 6 8 10 12
Time (h)

Fig. 2. Effluent concentration of BMY-28100 (250 mg, fasting).
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Table 5. Therapeutic results with BMY-28100

Age Causative Daily dose R
Case (¥) Clinical diagnosis organism (mg/times) €sponse Side-effects
no- Sex (MIC : pg/ml) duration clinical bacteriological
31
1 . acute tonsillitis — 250 %3 good — —
F 5
71 . .\ S. aureus 250 x 3 .
2 F chronic bronchitis (0.78) 14 good eradicated —
28 . S. aureus 250 x 3 .
3 M acute bronchitis (0.78) g good eradicated -
61
4 . acute bronchitis - 2503 good — —
M 11
22 e S. aureus 250 x 3 .
5 F acute tonsillitis (0.78) 3 good eradicated -
49 . ... K pneumoniae 250 x 3 .
6 M chronic bronchitis (1.56) 4 good eradicated —
76 . . S. aureus 250 x 3 .
7 F chronic bronchitis (0.78) 4 poor persisted -
29
8 . acute bronchitis — 250 %3 good — -
F 3
30
9 . acute pharyngitis — 2502 good — -
M 3
36
10 . acute bronchitis — 250 %3 good — —
M 6
Table 6. Clinical response to BMY-28100
L . R
Clinical diagnosis No. of cases csponse
excellent good fair poor
Acute bronchitis 4 4
Chronic bronchitis 3 2 1
Acute pharyngitis 1 1
Acute tonsillitis 2 2
Total 10 9 1
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Table 7. Laboratory findings before and after administration of BMY-28100
Case RBC Hb Ht Plts. GOT GPT Al-P BUN S-Cr
o (X109 (g/dl) (%) (x 10 116) (10) (KA)  (mg/d)  (mg/d)
B A B A B A B A B A B A B A B A B A
1 408 411 12.1 13.0 375 384 13.1 16.4 18 18 14 10 6.1 62 16 16  0.80 0.74
2 453 424 13.€ 129 422 41.0 28.7 30.1 15 18 9 11 6.3 52 164 181 090 0.74
3 418 426 13.7 146 421 441 252 266 16 14 15 14 53 56 11.2 124 1.06 0.98
4 460 466 15.1 149 46.6 46.8 33.1 49.2 61 26 20 26 69 114 116 94 0.84 0.69
5 473 469 14.3 14.4 442 441 29.7 294 10 11 8 7 51 52 14 11 056 060
6 504 514 145 14.7 456 464 216 294 15 15 12 11 6.2 59 184 181 0.69 0.67
7 444 439 13.1 136 39.7 41.2 241 248 21 19 18 18 69 6.7 21.1 199 0.96 0.98
8 394 401 123 124 376 384 234 238 16 16 10 11 36 39 126 124 094 084
9 421 424 139 138 438 441 184 196 19 18 13 14 59 58 138 141 076 0.74
10 486 487 151 15.0 458 452 262 427 18 14 14 11 61 6.1 18 16 081 0.79
B : before A : after

Al L L L 72A%, BMY-28100 D3 /712 MICsofiE T &

HE, MRSA%* &S, aureus TIZCCLL DR, E. coli,

K. pneumoniae, P. mirabilis’e & 7 5 LEMHE Tt
CCLEFEHTH » TAROFRAHRA LR /2bDEED
nr,

BMY-28100 k& b Ifil o o BE (3 72 B 5 45 O A T
15~ 2BRIICE =7 1E L, Tvald# 1 ~ 2BME It
BHR, BFIILZEBILVESIN TV,
bbb OKRGTER T 250, 500mgZeffiky 1 mFROf#
HTIfER% ] ~ 2B TENENT7.35, 13.0ug/mlD
Y- 7 EXH LN, 8BRE L 4 BFIH065 21

pg/mOMFEEEADRD SN, FHTAEF N EFR1.94,

23 Tdh - THEMTH A EARENT, —H,
CAPDREATIE M A 2 B (Z 28I BF 1 M1 250mg#E 118 A
L7:BEDCmaxi314.7 ug/mI TR ERAD 2 fEDH
R L727S, 12BEBIEI22.7 4g/mIT, Tieidd4. 7285/ T
HH, 15%DCAPDE P EIILHE L & b IZAH DCAPDIZ
& D ENME LRI N,
AHORPHEM IOV TIIEOFER% 8 ~ 12850 T
LHRES RO SN, 24B5H T TORPEITEIX70
~80% THAHEHREINT VA, bIlbhOMat L
724 6ITiE, 8 REM F TRE L% 7Bl O IIEIT T
532, 724% Th o720 T72, KEIDCAPDHB MK & ik

KE1312,g/mITH Y, CAPDIZAHFT % BRSPS 2 4
LTHEAL ) olaetErR sz,

FRIOBEREEI ST - TE, AN ELMTRESZ
BLTEELTEI250mg 1 B 2 ~ 3 [0l THREF L7, i
SEFIIEMREE, SHERER, SHREIR B
HREX K ERIEGITLOFIH I B R EHESH,
HFEEBYOBEREETH 7205, SO LEFHDL
CIENZ Y 7 ABMEREICY T 2B BN Emd
BEOFFHUPIENEEZOND b OD, FRENTX
TEAEPI TH -7 ELBEHTE L,

FEMIIOVTIIEREN ZAERIR 1 Hb 2, I
BARAERE ORET LB TRVWTRALEDL
NbZ e, FRRBEEMOBVEREER LN,

LLE DR #D & AR B E/VR TEB S 5 EEFRS
RYSFEIZDOWTIE, 1[01250mg 1 B 2 ~ 3 [ OBRA Tl
RIREERPZOND LD ER DN,

X 13

1) Cwwn N X, Nev C H : Comparative antibacterial
activity of a new oral cephalosporin, BMY-
28100. Antimicrobial agents and Chemotherapy
31 :480~483, 1987
£370 A AMbFMEF RS, HES VRV
L, BMY-28100, #%E, 1989
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BASIC AND CLINICAL STUDIES ON BMY-28100

Fumio Matsumoro, Iwao Sakurai, Takeo Imar and Tosuio Houjou
Department of Infectious Diseases, Kanagawa Prefectural School of Nursing and Hygiene Hospital,
1-6-5 Shiomidai, Isogo-ku, Yokohama 235, Japan

Taxavyuxi Takanasui, Katsuya Kokusu and Yuy Tauka

Central Laboratory, Kanagawa Prefectural School of Nursing and Hygiene Hospital

Masavyuki MoriTa
Pharmacy, Kanagawa Prefectural School of Nursing and Hygiene Hospital

We studied the antibacterial activity, absorption, excretion and clinical evaluation of a new cephem, BMY-28100, with the
following results.

1) Antibacterial activity : BMY-28100 exhibited the most potent antibacterial activity against strains of methicillin
sensitive Staphylococcus aureus, methicillin resistant Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae and Proteus
mirabilis. MICoo against Gram-negative bacilli was 25-50ug/ml.

2) Absorption and excretion : the peak serum concentration (Cmax) at doses of 250 and 500mg in healthy volunteers was
7.35 and 13.0g/ml and at 250mg in a patient with chronic renal failure, 14.7g/ml. The urinary recovery rates after 250
and 500mg doses in healthy volunteers were 53.2 and 72.4% within 8h. The peak concentration in continuous ambulatory
peritoneal dialysis (CAPD) was 12ug/ml and the recovery rate in CAPD was 15.3%.

3) Clinical evaluation : BMY-28100 was given to 10 patients with respiratory infections. The clinical response was good

in 9 cases, the exception being 1 case of chronic bronchitis. No side effects or no abnormal laboratory findings were noted.



