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Pivmecillinam 1ZB3 2 BB WIS 5 IR BEREE~ DL A

W B - hEEKR - A - EEF I - RIERS
PHEX - HhHE - MNEE -7 il - JRHER
RIGRERFDE NHERE
BEMSE - SFEBTF - B0k - %k E
5 B 27 5 20 3 B M

I C ®» I

Pivmecillinam i3, 19724 LUND & TYBRINGVIC &
DEEGSNIHHAYE T, KRBz <7 5 2%2H
T38RI AE penicillin Tk 5,

AHi, 6fro {8 A B FED AL penicillin © D
acyl #48 T35 < amidino #AiICH->THDa=-7
THAEEEEHE L, BORSEBEEMBENOERREN
2775 —+¥IC&V0 3o pivaloyloxymethylester #sjnsK
A h, Mecillinam &0 HEEM 2 RET 250
Eah3? (Fig. 1),

Fig. 1 Structure of Pivmecillinam and Mecillinam
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BELT2z0BKMHRERF LT, TORKEHRE T
%o

KRR S PICRBRRHK

. = 5
KB BEREOBEER22ME, RIBEILS
Ut 7 APRMREI5138% (Escherichia coli 81, Kle-

bsiella aerogenes 81, Serratia marcescens 212, Proteus
vulgaris 22, Proteus mirabilis 50, Proteus rettgerii
14, Proteus inconstans 11, Proteus morganii 42) D&t
5358RICDWT, HAAL S B ik SEHEEEY ICRELD Pi-
vmecillinam & Mecillinam OF/NEEPEIEEE (MIC)
Z2HIE Ltco FKIC ABPC [ZOWTHHIE LA &
B Utco 7o, EBERE E. coli, Klebsiella aerogenes,
Serratia marcescens, Proteus mirabilis |{C D> T it #
REEE10°/ml, 10%/ml OWEZ T8 7o HEAEII
Trypticase Soy Broth (BBL),HI%EFFEAkE M3 Heart
Infusion Agar (BBL) A{#f L7zo 72#SL, Proteus i3
BTB XK CRED 21 BBk, E. coli
NIH]J JC-2 %= H\»tze

HEERRNHE ¢ RIEREEZ, Table 1, 2 1C/R L, HEME
® ABPC & Mecillinam & OFHRg% Fig. 2, 3, 4, 5
I, EHERICKS MIC 2% Fig. 6 [CRUT

HIER DXHHR Bk & U7z E. coli NIHJ JC-2 ICx19° %
MIC 2, ABPC (310%/ml, 10%/ml #:#E & $1C6.25 1g/
ml T3 5720 Pivmecillinam (310%/ml #:8C3.13 ug/
ml, 10%/m! #E8 T0.39 #g/ml, Mecillinam 3ZHhZTh
6.25 #g/ml, 0.39 #g/ml THotco 7 7 LBHEKET
{34% LT ABPC O 10i# N CTlo7zco Pivmecillinam
DHESE, Mecillinam XD YR TiEH289P% -
TWfzo 108/ml R IC kB Mecillinam & ABPC @
WA Ed 3 &, E. coli, Klebsiella aerogenes,
Proteus vulgaris, Proteus mirabilis {C DOV T i3 Mecilli-
nam D& MIC THIEIN 2 ¥ L B ohfeds,
it T2z E A L iliFl & 12100 £g/ml 2k
o Lo

10/ml & 10%/ml B O T, E. coli 35[#&
G0.78 1g/ml, % C6.25~50 1#g/ml & >800 1g/ml (T
v — 7 55% , Klebsiella aerogenes (353 T 3.134g/ml
E>800 xg D 2 WA R U, %R £ TI3>800 #g/ml,
Proteus mirabilis 3 ti M B & & b 25~50 £g/ml



182 CHEMOTHERAPY JAN. 1977
Table 1 Antibacterial activity against standard strains
MIC pg/ml
Strains - - l -
Pivmecillinam | Mecillinam ] ABPC
Inoculum size /ml 10° 108 00 |10 10° 100

Staphylococcus aureus FDA 209P 25 25 12.5 12.5 0.20 0.20
” ” SMITH 25 25 25 25 0.20 <0.10
” ” TERASHIMA 25 25 25 25 0.20 <0.10
Micrococcus luteus PCI 1001 6.25 0.39 3.13 3.13 <0.10 =0.10
” »  ATCC 9341 6.25 0.39 6.25 0.39 0.78 0.78
Bacillus subtilis ATCC 6633 6.25 6.25 3.13 3.13 =0.10 =0.10
Escherichia coli NIH]J JC-2 3.13 0.39 6.25 0.39 6.25 6.25
” ” BHN 0.39 =0.10 0.39 =0.10 0.39 0.39
” ” B 1.56 1.56 6.25 =0.10 0.39 0.39

” ” KP 200 200 50 50 25 25
Salmonella typhi HI01 =800 1.56 800 =0.10 0.78 0.78
Shigella disentheria EW 3 0.78 =0.10 =0.10 =0.10 =0.10 =0.10
#  flexneri 2a EW 10 1.56 1.56 <0.10 | =0.10 1.56 1.56
” 7 3aEW 14 25 25 25 25 1.56 1.56
»  boydii EW 29 3.13 3.13 0.20 <0.10 0.78 .78
»  sonnei EW 35 50 50 100 100 0.20 0.20

Klebsiella pneumonia PCI 602 =800 =800 800 =800 100 100
” ” DENKEN 3.13 3.13 0.39 =0.10 0.78 0.78

Aerobacter liquefaciens Y-62 800 6.25 0.20 =0.10 800 800
Proteus vulgaris ATCC 21100-1 50 50 200 50 0.78 0.78

Pseudomonas aeruginosa NCTC 10490 800 100 200 12.5 400 50

” ” KOBAYASHI =800 =800 =800 =800 =800 =800

e — 2030, Serratia marcescens 1%, F]E T Zh% Fig. TICXR Lo MPEBEr—27EIZ1~2

6.25 pg/ml [WNIWVIERAH S hfcds, HEHEERLE D
ZEAE >800 g/ml KT Lice T8bb, HEMEH
BICX D MIC OEMNFHICASS NI,

2. BERABFCEHITZHIN, Sl

KEHE  RERAST 3H (E41330~354, KE
1262~70kg) Z3t5E Uco ZEERFIC Pivmecillinam
100 mg (Mecillinam #E&E) WRXE, 304, 1, 2, 4
B LU 6 KifiEH @ 5 BIRRRFIICER L, FIREFTSL, C
NS EPRIKE Ulco BISE H B3, E. coli NIH] %k
EEE LIcHEBY v FHEICK o foo BIERAYARRE IS,
Wr+x1.58, R +%3.08, £V =7+ 6.08,
7 rokE.08, £X12.0 8, ZEHK1,000ml DR
T, pH 6.5ICH% L 72b O %2 A fco EHE BRI,
Mecillinam 100 #g/ml DS fE AR L T12 R 5%4E
b, MAEEREICIALEZ, REBENEICE pH
7.2V M ) VEEREIR A R E L, RIS FERER T
BWHARLISDOEZHIE L.

EERHER ¢ 3o iR B B % Table 3ICRL,

RFIEICH D 0.54~0.95 2g/ml, F35 2 BRTEIC0.62
ng/ml Tdh > tco WK 6 RFRIICIIHIEREEL 185 720

R pgER i3 Table 4 (R L, ZEMEINE%L Fig.
8 IR Lo R 1ml $H7-0 DRE B B IRIREIC
L0FEIH B, WIRE 1~ 2 BTHIC175~390 £g/ml
Ao, 6kfE TORPENNERITI5.0~45.8%, FiY
38.7%ThH > 1o

3. REBBEPEANDEKER

1) HRIER, HE5HE

T RAE B2 FRRIS0EE 3 A 55011 BICh i TRIBA
M ERBEE B & TN B ERERER 6 B, BEERERER 2
B, BEBEEER2HDHIFT, EHF 20552
F, BHL1H], THIBTH 57,

AX%& 6 T2 1 H300mg 4> 3, 4 ] Ti3400mg
4150, SR 7 BH» 520, B%58&32,100
mg 756,200 mg THo7o

2% B ¥ =

ERRSROHIEL, RHREFRORERE, RFAR,
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Table 2 Antibacterial activity against clinical isolates

Organisms and D MIC pg/ml (10%/ml)
] rugs
strains <0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200 400 800 >>800

Escherichia Pivmecillinam 1 5 25 11 3 6 4 4 2 3 4 3 10

coli | Mecillinam 12 7 6 13 8 4 6 4 3 4 4 1 4 5

81 strains ABPC 8 17 8 8 3 1 2 7 o

Klebsiella Pivmecillinam 3 9 7 5 3 1 1 3 1 48

aerogenes | Mecillinam 3 1 2 11 4 6 2 5 1 2 5 39

81 strains ABPC 1 2 5 3 24 11 13 3 19

S, . Pivmecillinam 1 2 3 4 1 3 8 190
erratia

marcescens | Mecillinam 1 1 2 7 2 3 7 189

212 strains ABPC 1 6 12 3 23 12 14 5 108

P Pivmecillinam 1 2 3 2 1 2 4 4 3
roteus

vulgaris | Mecillinam 1 1 2 2 1 1 2 1 1 2 4 4

22 strains ABPC 11 9 18

P Pivmecillinam 1 2 2 3 5 2 1 9 9 5 3 4 4
roteus

mirabilis | Mecillinam 4 1 2 1 4 2 4 5 7 7 3 2 5 3

50 strains ABPC 2 24 2 6 11 14

Proteus Pivmecillinam 1 13

rettgerii | Mecillinam 1 1 12

14 strains ABPC 1 2 1 1 3 6

Proteus Pivmecillinam 1 1 9

inconstans | Mecillinam 1 10

11 strains ABPC 9 9 9 1 4

Morganella Pivmecillinam S 42

morganii | Mecillinam 42

42 strains ABPC 11 9 22

Table 3 Serum level of Mecillinam after
administration of Pivmecillinam

(pg/ml)

BREERD S, ROBHEICHE > TITIE > o
%) () 1 RERBRBOBRERL, RARORELX

q UHRERDOHEEMEDCRDSNID
To—ows 1% |1 | 2 | 4| 6
Case Do
N.M. 35y. 62kg | 0.30 | 0.54 | 0.46 | 0.26 0 B (+)  REBEFREOR &L, RFRROKELB X
S.N. 3ly. 70kg | 0.46 | 0.66 | 0.95 | 0.12 0 CHEEERD 3 KBEDS L, 205851
N.H. 30y. 70kg | 0.22 [ 0.33 | 0.44 | 0.12| 0 5 R 1 oI E UL % % 3
Average 0.33 ]0.51 |0.62|0.17 0 ok OB

100 mg, oral &5 (=) ¢ EEES, Bl b o,
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Fig. 2 Correlation of antibacterial activity between Mecillinam and ABPC

(81 Escherichia coli strains) Inoculum size 10%/ml
pg/ml
>800 5
800 1 1 (2
400 1
200
100 4
50 1112
é 25 1] 2
T 125 1 3
-
6.25 1 5
3.13 1 1 2
1.56 1121 1 1 2
0.78 116123 1
0.39 1 2 2 1 71
0.20 2 3 1 1 1
=0.10 3131213 1

£0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200 400 800 >B00
ABPC ug/ml

Fig. 3 Correlation of antibacterial activity between Mecillinam and ABPC

(81 Klebsiclla acrogenes strains) Inoculum size 10%/ml
pg/ml
> 800 1 1 6 (4 (12) 3 112
800 4 1
400 1 1
200
100 1
50 1 1 1 1 1
§ =5 1 1
T 125 1 3 2
=
6.25 2 1 1
3.13 211 313 1 1
1.56 1 !
0.78 1
0.39 1 2
0.20

0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200 400 800 >800
ABPC pg/ml
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Fig. 4 Correlation of antibacterial activity between
Mecillinam and ABPC

(212 Serratia marcescens strains)
Inoculum size 108/ml

Hg/ml
> 800 4|8

2612117 |13 105

(3]

Mecillinam

0.78 1

0.78 1.56 3.13 6.2512.5 25 50 100 200 400 800 800
ABPC ug/ml

3) B OIK K M
10 DEER Bk #E % Table 5 [C/R L7z LEE HIEEEE
WEOHREEZEDTHBE, ERHTH, 1, &
Z2HEIRD, 1055 84 B0%) ICHREMNBDHON
foo BHEBERER 6 Bl BIESD, BHEREM R 2 1 1 4
%, 1013E%, BUEBERER2H3E bICESEH
EINTo
MRS % Table 6 WoRLU7zo E. coli 2R
& U1z 8 FliZ 2B LFERD, E. coli & Klebsiella
aerogenes DIRAKHEF GERIL0) B HKEATHEST
&H o720 Pseudomonas aeruginosa, Proteus mirabilis %
B U8B EER GEFA9) BEDHEARRASNT
BT H o 120 ERABIZ E. coli >10°/ml in 5 Staph,
epidermidis 4X10*/ml ND 1 GER 8) 3% > 7o
H R E M
AFIE A% DMK FACERA A% Table 7 [OR
L7co (iARI%RZELT, REMOEWNRIEHAEAISE
Bl TEH o 78, JEFII0TIE, MiEE Y v e AEORE
TH EfiBeyrev1.0mg/dl, BEE)YLE Y
0.5mg/dl, #EHME Y L v 1.3 mg/dl, BEEE ) L
v 0.7mg/dl, 3 # B%ME ) Ly 1.0mg/dl) H3E8

Fig. 5 Correlation of antibacterial activity between Mecillinam and ABPC

(22 Proteus vulgaris and 50 Proteus mirabilis strains)
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® Proteus vulgaris
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pg/ml
>800 '4;
LY

800 05
400 2
200 o1l o1 o1
100 o1 o2
50 ollo3 2 o1

e 25 0691
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£ 125 z(9} 02

£

= 6.25 03 o1 ol
3.13 o1 o1 el

o1

1.56 o2 o1 ol
0.78 o1l el o1
; o]

0.39 o1l ol o1
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Fig. 6 Sensitivity distribution of Mecillinam against clinical isolates

E. coli

81 strains

Al

0 q-- N0,

%
50

=0.10 0.39 1.56 6.25

%
50

25

pg/ml

o——— Inoculum size 108/ml

LR ® Inoculum size 10°/ml

Klebsiella aerogenes

81 strains

100 400 >800 0.39 1.56 6.25 25 100 400 >800
93.3%
Serratia marcescens 89%i % Proteus mirabilis
212 strains ; 50 50 strains
[/
o, « ',"—
e i VAN B
0.39 1.56  6.25 25 100 400  >800 <0.10 0.39 1.56 6.25 25 100 400 >800
ug/ml

Fig. 7 Serum level of Mecillinam after administration of Pivmecillinam

1.0}

0.5F

100mg Oral
3 healthy adults

o——e Mean

0----0 N. M. 35y. 62kg
a—-—a N. H. 30y. 70kg
o----a S.N. 3ly. 70kg

Table 4 Urinary excretion of Mecillinam after administration of Pivmecillinam

0~Y% |Yo~1 | 1~2 | 2~4 | 4~6 | Total | Recovery Rate

N.M. | Urine(ml) 35 48 57 110 117 367

35y. | Level(pg/ml) 50 71 | 264 | 121 12 35.0%

62 kg | Recovery(mg) 1.8 3.4 15.1 13.3 1.4 35.0

S.N. | Urine(ml) 38 21 36 230 270 595

31y. | Level(ug/ml) 67 | 360 | 390 77 15 45.8%

70 kg | Recovery(mg) 2.6 7.6 14.0 17.6 4.0 45.8
N.H. | Urine(ml) 120 75 85 120 95 495

30y. | Level(pg/ml) 17 86 175 87 16 35.3%

70 kg | Recovery(mg) 2.0 6.5 14.9 10.4 1.5 35.3

100 mg oral, 3 healthy adults
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Fig. 8 Average urinary recovery rate of Mecillinam after
administration of Pivmecillinam

%

50
40} 38.7%
36.4 I
30t
22.6
20 100 mg Oral
3 healthy adults
101 7.9
2.1 I
0 ) . . y -
3 1 2 4 6 hrs.

Hoh, KEICLBHEND dbhi.
oM B - BRI RITE, RICEREALDED

2726

E x

JE4E, penicillin #|, cephalosporin %[, aminoglyco-
side F|&FE & L7 iAERIOBIRDIA S 1 5723, penicillin
#TiZ, BRIRAERIFIC LIz 25 A B A K penicillin
FoMRLEBINTHLEY,

Pivmecillinam {3Z OHICET 208, 5D &Rt
DA penicillin F|ERITD 2 =— 7 I{LFEEE %
HL, WIRZRBEE ¥ PO nonspecific esterase [T &
D kA% INT Mecillinam & 78D HiBIEAERET
%o AFNI, PUEEE A B PE BREHD penicillin F)iCH
S JERER (filament BIERK) Tidis ERRICEILT
AE13, BEERS b TRS,

Table 6 Bacteriological effect of Pivmecillinam

No. of Effect
Organism strains [Disappea: Porei
red ersisted

E. coli 9 8 1

Pseud. aeruginosa 1 1

Klebsiella aerogenes 1 1

Proteus mirabilis 1 1
a-Streptococcus 1 1

Total 13 9 4

BERF OFRHER L ERRSBERICH T 2 A£F%0 MIC

EZRDIH, 77 ~GHREICH L TIE ABPC £ 0%
51, 7 A HBRE IS TS E. coli, Klebsiella
aerogenes, Proteus vulgaris, Proteus mirabilis \C Xt L
T, ABPC JOMERVINEIERAER LI E1o,
AFD MIC /37513, KRED S BB S TORL 4
3 2EMICH Y, HEHEBICL D RS AAEN, 108/
ml HFRFFTI310%/m]l HEEH L O ED MIC 2R
L7

ZEor3, FHOEHRHEMNTDHY, B-lactamase
ICxtd 3 4 penicillinase T, TEIC X DI,
Staphylococcus @ penicillinase 3 2 >3 Pseudomonas
aeruginosa @ penicillinase, cephalosporinase |[Ci34
SERETH>7eh, Th oD B-lactamase ZEHET S
BICH LU TRARIEN TH o EHME LTS, T3
bbb, KFNIARK penicillin F|D i, Tid7 5 224
BREICHT 20 IEN TR 20, REERITEL,
BRIFIYICIZ T OUEIEFBF ICHRKD b - 2 R &
EZohbe

AFI100 mg ZRRBERA 3 FICH i &8, Z DRI,
BRHRIL A BES U 7S, BRI HBMEIFC, Mo
€= 731780 L 2R B 1C0.54~0.95g/ml T 6
Rl & TICFEI38. THBAUR ICEN X 41, PR BGRRYLAEIC
BRAEAINEBIEHLEI SN

FEDERRIGH U 7R RRYGYELORI D S 5, 2Bt
R6Fl, BHEREMR 2D 8 FICIEMIE LEDOR
RER, BUBTEBRO 246 GER 9, ERE Pseudo-
monas aeruginosa -+ Proteus mirabilis, JEH10, IR
Klebsiella aerogenes+E. coli+a-Streptococcus) (348 %)
ThHotco BB ILEHHOBRE ILTHS E.
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Table 7 Laboratory findings

oo [RECO109 | HbG/d) | He6%) GOT GeT | ArP&A)| Jree N S
Pre. | Post. | Pre. | Post. | Pre. | Post. | Pre. | Post. | Pre. | Post. | Pre. | Post. | Pre. | Post. | Pre. | Post.
1 365 | 399 | 10.8 | 11.8 | 33.7 | 37.2 | 18 13 13 9 5.5| 5.6 16 12 1.0 1.1
2 418 | 420 | 12.8 | 12.9 | 40.0 | 40.2 | 32 32 36 30 6.8 7.0 13 16 0.7 0.6
3 446 | 456 | 13.3 | 13.8 | 40.2 | 41.9 | 17 15 8 12 8.0| 7.0| 18 17 1.4] 0.8
4 420 | 432 114.0 | 14.2 | 41.0 | 42.0 | 16 15 10 10 6.0 6.1 10 10 0.8 0.6
5 398 | 390 | 11.0|11.0 | 34.0|35.0| 24 22 23 20 7.2 6.8 17 16 0.9 0.7
6 382 | 390 | 14.0 | 14.0 | 37.5 | 38.0 | 16 16 18 15 8.0| 7.0 11 11 0.7 0.8
7 370 | 361 |11.6 | 11.8 |37.0|35.5| 16 14 12 13 8.4 | 8.5 | 17 19 0.9 0.8
8 | 432 | 446 |12.9|13.339.4 | 40.2| 24 24 20 18 [ 10.2| 9.8 | 16 15 0.8 0.8
9 397 | 402 [ 11.1|11.4|34.8|38.0| 29 16 24 11 6.4 6.1 12 12 0.5| 1.0
10 409 | 449 | 12.7 | 14.0 | 38.7 | 42.6 | 14 14 11 9 11 16 1.2} 0.8

coli DATH oo

SRR K B R YL FE ORRREI, TDIFLAER
E. coli THABERILCASNTLREM, TOLIN
ERTRMFNC K > THEREOREIIFREL S DT, K
BSYUAE DI E ORI ST, D B L IMERE
YORBBRYHELH B EEZ O N Do

SEIDERE & RIEEIRE LS, ERKIDISH -
fehs, AFNIIBAMEUIR B RYE & © & Bk BftbkR
BRBUYENELIRENREND, WHNOTEEELD
o

KRB SIC KB EWER T, BENICBRCALSNT,
MEEAEACERIRE T 1 HlICEEIiE e Yy ve v DL
B (#Bryrrer 1.0mg/dl>1.3mg/dl) &Sl
R, TAHONCIERICE LT

E3 & &
L BRI N7z Pivmecillinam (DT 2 i 1,
R R A T30, IROFREE
1) HiB ¢ BB RAE O 8 bR 220k & BBE 3 BERK513
¥k (Escherichia coli 81,

Serratia marcescens 212, Proteus vulgaris 22, Proteus

Klebsiella aerogenes 81,

mirabilis 50, Proteus rettgerii 14, Proteus inconstans
11, Proteus morganii 42) DEF535KKICDOWNT, HALL
MREHY £ fEHEHEICHEL Pivmecillinam, Mecillinam,
ABPC @ MIC %#E LUE#EE Lz Mecillinam 3775
ABEMIREICH LTIE ABPC k0% 5 7228, E. coli,
Klebsiella aerogenes, Proteus vulgaris, Proteus mirabilis
KX L TR PPHROIENER Uice E/c, HHEERIC
& MIC B3k&<ED, 10%/ml HHERI10%/ml B
BLO»IZ0/NE MIC 2R LT,

2) RN, BEit : RERERA 3 HIIC Pivmecillinam 100
mg (Mecillinam & LT) WREESHOMPREIL, 1

3L 2 KREIEICE — 7 0.54~0.95 #g/ml (CEL,
6 R B ICIRBIERREE 18 o 7o 6 I E TICFEE938.7
R PICERE Ntz
3) REFBYUENDIGH : SHEBERER 6 4, 18RS

R2p, BEBRLZBTR 2 #0104 1 HE300~400
mg, 7H~21 HRFRE L, FEHT7H, BH1H, £
2Pl DRERAEE . BWERR 1 PIICEEOMBELY Y v E
YEO LR ey e v1.0mg/dl—1.3mg/dl) &
SNINTHPMICEFHIL Lo TOM, BEMICHIM
KRAEACERAEFRRICHRHCERE ZRBD 180 o o

KALONBERR, #2400 B XL E2REFLBX
FEAN514E 6 A, MER) TREL K,

X ik

1) LunD, F. & L. TYBRIMG : 68-Amidinopeni-
cillanic acids - a new group of antibiotics. Na-
ture New Biology 236 (66) : 135~137, 1972

2) AR o #5240 B REERE¥R, FEY
v # v v & Pivmecillinam 1976,

3) RARBHILEE (MIC) M E®E (19684 HE,
1974%£%37) o Chemotherapy 23(8) : 1~2, 1975

4) JE ##F fb: Pivampicillin iCB§9 2 ZBHTE
155 IR 2% B RFEN O IGH, Chemotherapy
22(4) : 471~481, 1974

5) WMWEZE fh: FYAEYEICHET 2 ERNERN
W9t —Carbenicillin indanyl sodium T2\ T
— Chemotherapy 23(2) : 664~670, 1975

6) MHEK fh: R EHRAECET 5 Carfecillin
@ {ff fi#%E, Chemotherapy 23(7) : 2307~2312,
1975

7) A B b : Talampicillin < BI9 2 2 g8 0BT
FEI5 5 T IR 38 P E N DG, REGPIE 4
=t 49(11) : 534~541, 1975



190 CHEMOTHERAPY JAN. 1977

BASIC AND CLINICAL STUDIES WITH PIVMECILLINAM
IN URINARY-TRACT INFECTIONS

Masaru Nasu, Masao Nakatomi, HIRoFumi OGATA, YOSHITERU SHIGENO,
TaTtsuro Nacasawa, Naowmi Ito, HipErosHr TaNAKA, NoBuHIRO HORIUCHI,
Tsuneo Tsursumi, MasaTAKE HiroTA, NoBUOKI MORI, ATSUSHI SAITO
and Koner Hara
Second Department of Internal Medicine, Nagasaki University School of Medicine
KATSUHIKO SAWATARI, CHIKAKO MocHIDA, Fumiakl Ior1r and A1 HAvAsHI

Central Clinical Laboratories, Nagasaki University Hospital

1) Antibacterial activities

For 22 standard strains preserved in our department and 513 strains of clinical isolates (Escherichia coli,
81 strains ; Klebsiella aerogenes, 81 strains ; Serratia marcescens, 212 strains ; Proteus vulgaris, 22 strains ;
Proteus mirabilis, 50 strains ; Proteus rettgerii, 14 strains ; Proteus inconstans, 11 strains and Proteus morganii,
42 strains), MICs of pivmecillinam, mecillinam and ampicillin were determined by the standard method of
Japan Society of Chemotherapy. Mecillinam showed more potent antibacterial activities than ampicillin
against E. coli, Klebsiella aerogenes, Proteus vulgaris and Proteus mirabilis, but was less potent than ampi-
cillin against gram-positive cocci. MIC of mecillinam varied with inoculum sizes and MIC with 10° cells/ml
inoculum size was considerably lower than with 10°cells/ml.

2) Absorption and excretion

Three healthy adults were orally given 100 mg (as mecillinam) of pivmecillinam. Peak plasma mecillinam
level reached 0.54~0.95 #g/ml one to two hours after administration. No mecillinam was detected in the
plasma 6 hours after administration. The mean 6-hour urinary recovery was 38.7%.

3) Clinical results

Six cases with acute cystitis, 2 cases with chronic cystitis and 2 cases with chronic pyelonephritis were
given pivmecillinam in doses of 300~400 mg per day for 7~21 days. The response was excellent in 7 cases,
good in 1, poor in 2. No abnomal findings were demonstrated with hematological examination, blood che-
mistry test and urine analysis except slight increase of total serum bilirubine (1.0 mg/dl—1.3 mg/dl) in one
case, which was rapidly normalized.



