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Pivmecillinam {3 6 f7 @ {fl#{4t amidino FHAIICK -
TLARRDAFHEOHF AR ~=v ) ¥ TH 2 &K
Ok s5%, BERMENOz2F 5 -¥&0 34
® pivaloyloxymethylester Asjn7k43#% & f1, Mecillinam
L0, MEEAEZRET 2L LWbh %, Mecillinam
3, 77 ~BURECR I RIENEEFL, BiC E
coli, Klebsiella, Proteus i{C %t L T3, Ampicillin & » ##
hTwatlbhsd, T ® Pivmecillinam 20T,
Mecillinam @iy, BB & o, B KR

EOWTREZET oD THET 3,

1) Mecillinam O#EH

Fik BRSO BED E. coli 188k, B XU Klebsiella 7
BRICOWT, HAR(CRREFESEAELICREL, SRR
% Mecillinam @ MIC 8% Lio BEERZ1E
REFRFIR (10°) & 100f5FHRIE (109 D2 B s L
7o MIEFEHAE LT Ampicillin Z o7z,

¥R : Table 1, 2iCZ O R#EZERL1zo E. coli Ti
Mecillinam {3J5 #%#: 5 T0. 1~100 #g/ml & U504

Table 1 MICs of Mecillinam and Ampicillin against E. coli isolated from patients

No. of MIC (#g/ml)
strains | 0.1 } 0.2 ] 0.4 | 0.8 | 1.6 ' 3.2 1 6.3 ‘12.5} 25 | 50 | 100
100 | 18 ol 1 2 2 1] 1] 1] 1] 3] s3] 1
Mecillinam 102 18 6 6 3 1 2
o100 | 18 1n| 6| 1
Ampicillin 102 18 1 11 5 1

E. coli NIH]J : Mecillinam 10° 0.4 pg/ml
102 0.1 pg/ml
10° 0.4 pg/ml

102 0.2 pg/ml

Ampicillin

Table 2 MICs of Mecillinam and Ampicillin against Klebsiella isolated

from patients

MIC (ug/ml)

Mecillinam Ampicillin
100 107! 102 10° 10t 102
Klebsiella 1 3.2 3.2 1.6 100 100 100
2 3.2 3.2 1.6 =100 100 50
3 12.5 1.6 0.8 50 6.3 6.3
4 >100 25 3.2 >100 >100 >100
5 >100 >100 3.2 >100 >100 >100
6 >100 >100 25 >100 100 100
7 >100 =>100 >100 >100 >100 >100
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ZRU7TeDs, 100f5FHNTid1.6 g/ml DITFICIED, &
> MIC %7~ U720 Ampicillin {3 3.2 #g/ml |T peak
WNHy, EEERICKSER I, o720 Kilebsiella T3,
IR R T12.5 #g/ml DIFAS 3 #k, 100 #g/ml 534
BTHorzo 100f5FHINTI23.2 #g/ml DITFAI 5 ERE TS
> TW %, Ampicillin T2 1 DAL E KX MIC
ZR LT
2) Pivmecillinam ORI L UHE

Fik: 1) 5 ZORESET volunteer (FF420~227%,
{k #E58.5~63.5kg) T Pivmecillinam 200 mg (Me-
cillinam #F i) %=, EHEKBICAE®RICKA &
¥, Y%, 1, 2, 4, 6RFEIICERILL, 2, 4, 6 FFREICERIK
ZfTotz. MEEIT 1B A L &, cross over T
fiotco BEARAERKGOBOAENEIRDOSDTH
%o FF. (180mlx 2&K), b—xX b 2#K (& —T7g),
F—-X13a (28g), ¥=2v ) 14K (80g),

2) Pivmecillinam 200 mg (Mecillinam #& 2 7}{f)

# 2 [ KR 5 TIT o 720 5 BDOREESEF volunteer (4
420~29, {KE58~67 kg) ILDOWVT, AFIKRG (%
R &, B%RER502E%, 1:BHEOMEEE0LT,
cross over TfTotco REIREGE, WARELEST, #9
RRICEFIEZIRA, Yo, 1 FFHEITHIM, TO®REEE LD,
2, 4 FFHEOHIMAETTYL, 2EEOERIZMAL, %, 1

BRI cHRMm, BAEXED, 2, 4 LML, &%
#53, BHIRICHALLED, TOEBRICEAEZRA
L, %, 1, 2, 4 &I, BA%XED, TOEKIC
2EHDOEHEZRAL, Y%, 1, 2, 4, 6 BHERML
Too MEFE HITERIRIT 2 REREEIC, 10K TiT > 720
BREGICBT 2RAENE R, #i&d, 481K 180
ml), F—2 24, F-X13 (28g), HF100g,
BaR3EEs (v—t-v, BER I XK £,
S=AV1IH, Ya—-21KTHo7

ENBERE L, E. coli NIH] #AREHET 28
VA v PHEBREF 4 2 7ETIT o120 RIEEHIZ
Bacto antibiotic assay medium 4 (Difco) % Fl> 770
BRI, MEFICOWLTR S — 1M, ®id pH 7.0
PR E IR & 7o

#%2:1) Pivmecillinam 200 mg (Mecillinam # &
Fil) —EHROF 5O Mecillinam Ofi s ko
WHEEHIC DO TIE Table 3, 4 BLY Fig. 1 ITRL
7oo MMAREEL, MRS TR, 5H1EHT, Yokshi
T0.97 #g/ml (0.21~1.55), 1R5RHIC peak Hid->T
2.6 #g/ml (1.15~3.8), 2WRIT2.39 x#g/ml (1.85~
2.9), 4 F§R1T0.26 #g/ml (0.14~0.36) @A L,
6 #fi 0. 05 #g/ml (0.02~0.08) T&H o 720 B
TR, Y%K T0.63 #g/ml (0.03~1.25), 1M

Table 3 Blood concentrations of Mecillinam after single oral dose of
Pivmecillinam (equimolar to 200 mg of Mecillinam) to 5

healthy volunteers in the fasting and postprandial states

Body ) Ti(rﬁf) ( Blood concentration(u#g/ml)
Case | Age | weight )
(kg) ’ %o 1| 2 4 6

Fasting 0.21 | 1.15 | 2.4 | 0.22 | 0.06

1 21 63'5 ..................................................................................................
Postprandial 0.17 1.7 1.95 0.18 0.04
Fasting 0.41 2.15 2.9 0.29 0.04

2 20 61 .....................................................................................................
Postprandial 1.25 2.5 1.25 0.14 0.04
Fasting 1.4 2.3 2.1 0.14 0.02

3 20 60 ...................................................................................................
Postprandial 0.03 1.05 2.1 0.12 0.03
Fasting 1.55 3.6 2.7 0.36 0.08

4 20 61 ......................................................................................................
Postprandial 1.25 1.8 1.5 0.15 0.05
Fasting 1.28 3.8 1.85 0.29 0.05

5 22 58.5 ......................................................................................................
Postprandial 0.44 1.5 1.5 0.17 0.05
Fasting 0.97 2.6 2.39 0.26 0.05

Mean 20 B0.8 | rrreemees e e
Postprandial 0.63 1.71 1.66 0.15 0.04
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Table 4 Urinary excretion of Mecillinam after single oral dose of Pivmecillinam (equimolar

to 200mg of Mecillinam) to 5 healthy volunteers in the fasting and postprandial states

Fasting Postprandial
Case Tim,e(}ff;) 0~2|2~4[4~6| Total (%) ow212w4 4~6| Total (%)
Urine volume (ml) 120 | 100 | 90 150 | 165 | 105
1 Concentration (ug/ml) 465 | 265 | 39 400 | 205 46
Recovery (mg) 55.8 | 26.5 | 3.5|85.8 [(42.9) 60 | 33.8 | 4.8 |98.7|(49.3)
Urine volume (ml) 250 | 285 | 125 270 | 160 | 155
2 Concentration (ug/ml) 140 | 155 | 31 255 65 21
Recovery (mg) 35 | 44.2 | 3.9 | 83.1 |(41.5)] 68.9 | 10.4 | 3.2 | 82.4 |(41.2)
Urine volume (ml) 100 | 110 | 60 265 | 175 | 255
3 Concentration (ug/ml) 495 | 205 | 48 100 70 7
Recovery (mg) 49.5|22.6 | 2.9 |74.9|(37.5)]| 26.5 | 12.3 | 1.8 | 40.5 [{(20.3)
Urine volume (ml) 70 215 | 80 110 50 60
4 Concentration (ug/ml) 1,025 220 | 70 205 | 113 44
Recovery (mg) 71.8 | 47.3 | 5.6 | 124.7|(62.3)|| 22.5| 5.6 | 2.6 | 30.8 |(15.4)
Urine volume (ml) 65 130 | 175 135 | 165 | 180
5 Concentration (pg/ml) 825 | 133 | 19 220 | 123 21
Recovery (mg) 53.6 | 17.2 | 3.4 |74.2 |(37.1)|| 29.7 | 20.2 | 3.7 | 53.6 {(26.8)
Mean Recovery (mg) 53.1131.6 | 3.9|88.5 41.5116.5| 3.2 |61.2
(Recovery rate %) (26.6)((15.8)| (1.9)[(44.3)((44.3)|(20.8)| (8.2)| (1.6)((30.6){(30.6)

Fig. 1 Mean values of blood concentrations and urinary excretions of
Mecillinam after single oral dose Pivmecillinam (equimolar to
200 mg of Mecillinam)
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IC peak T1.71 #g/ml (1.05~2.5), 2 K T1.66 vg/
ml (1.25~2.1), 48R <0.15 (0.12~0.18) EEA
L, 6B§HIT0.04 (0.03~0.05) T&H 7o FRERIRS
B, BREEICHANRT, BICEOLMPEEEZR LU K
dgkdtakid, 6 WX TOBLT, TR TS HIE
BT44.3%, AKRBETE30.6%THo7 o

2) Pivmecillinam 200 mg (Mecillinam #% /71f)
2SR O MEE I Table 5 8 XU Fig. 2, 3, 4
IR Uco 5PIDELETHBIC, REHRSTE, 10

H® peak (3 1 B T1.42 #g/ml C, 4 Kf#7C0.31 1g/
ml, 2[EH#50 peak & 1 KifiT2.48 xg/ml T, 4
K¢ 0.26 ug/ml TH oo 1[EIEHSET volunteer
IC&D, EoDxhHokchs, 2HERSI—HKLIHE
%R UTce BRBE TR, 1EHE#RGD peak A3 2 Kl
T1.92 #g/ml, 4 KR T0.70 #g/ml T, 2@EHED
peak & 2KRHICH > T, 1.91 #g/ml T, 6 KRG TO.42
ug/ml THotco BEBBESOMPEFEOESDE 3K
Eh ot
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Table 5 Blood concentrations of Mecillinam after twice oral doses of Pivmecillinam (equimolar
to 200 mg of Mecillinam) to 5 healthy volunteers in the preprandial and postprandial

states
Body. \\ Time Blood concentration (ug/ml)
Case |Ageweight ~_(hr)| 14 1 2 4 1 1 2 4 6
(kg) \ AM PM
9:30/10:00]11:00(13:00|13:30(14:00]15:00]17:00|19:00
Preprandial 0.38 1.60 1.70 0.46 1.30 2.30 1.90 0.26
1 22 58 ....................................................................................................................................................
Postprandial - 0.46 2.15 0.76 0.50 0.56 1.70 1.40 0.40
Preprandial 0.60 1.80 0.90 0.26 1.65 2.30 1.40 0.23
2 29 59 ...................................... T T T e E R R R I
Postprandial 0.36 2.10 2.40 0.48 0.38 0.45 0.94 2.20 0.78
Preprandial 0.30 0.64 1.70 0.35 1.50 2.60 1.70 0.26
3 20 61 ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
Postprandial -— 0.60 1.70 0.62 0.80 1.30 2.70 0.35 0.15
Preprandial 0.56 1.25 1.50 0.30 1.35 2.80 2.00 0.34
4 D T T e eSO ) B R T Tl EE
Postprandial — 0.36 1.55 1.25 0.56 0.45 1.50 0.96 0.55
Preprandial 1.25 1.80 0.72 0.20 0.84 2.40 1.15 0.19
5 24 67 ..................................................................................................................................... e .
Postprandial — 1.00 1.80 0.38 0.27 1.60 2.70 0.34 0.20
Preprandial 0.62 1.42 1.30 0.31 1.33 2.48 1.63 0.26
Mean 23 61 ......................................................................................................................................... B
Postprandial — 0.90 1.92 0.70 0.50 0.87 1.91 1.05 0.42

Fig. 2 Blood concentration of Mecillinam after
twice oral doses of Pivmecillinam (equi-
molar to 200 mg of Mecillinam) to 5
healthy volunteers in the preprandial state

o—— Mean
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RohgEitE(3, Table 6, 7 TR Lico &5 TE,
10D AFTT49.2%, AHEERS Tid48.6%Th oo
WSO HE%E Fig. 4 (R Uice MR,
1EBO#ET, 1) OBRLEILD, A%IZE T peak
BB, POELEER LI, Ll 2BIHOKRET

i3, BFiRS5T, peak DK RINEL, LOBVLEER
L7zDIT, A% ETit, peak B, H»DEWVE
Thotehs, BERZEZR LU RpgasRid, mhig
BWCET L, BRRE T, HhAsEOMERER L,
10Kl D& 3T, mEMICER I 57

3D K B K

JEFIE KU HH: ¢ EFIIHERI505 8 A X DIEAIS1EE 1
AECICdbRBANR B LU BERBREARE Z 2 Lk
KBS B KOS R iE B & 29 PINC, 34EIDEREEETT -
o 2B LOBRBETT o fiERNIT, SEILHIE LTE
BTz WREETRYUEIZ2061C, WaRIT, & kB it 222
7, SHEERR s, BEE LR UTL thghl
WChbo HERGUES HIT, BHBEER, BHRE
2%, BUEHERE 14, 2HEER2HITH >lco Ho
1322~T77FTHBH, 60 L LOESENAHEENT
B, zhZnERA, SESEORBEERELDH
DHEZI» o T

Pivmecillinam (31 H £400, 800, 1,200 mg (Me-
cillinam #EHE) %, THL T 4ENCH R Lo #
S5HIR2 4 ~30BRITH 508, AL DERM 7 HiGRS
THolo

fEFIT, REBLUEERIMETSHD, Thith, K
BLUTTIEBEBHET XD, MIEENRELIT>T, B
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Fig. 3 Blood concentration of Mecillinam after twice oral doses of Pivmecillinam
(equimolar to 200mg of Mecillinam) to 5 healthy volunteers in the

postprandial state
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Table 6 Urinary excretions of Mecillinam after twice oral doses of Pivmecillinam
(equimolar to 200 mg of Mecillinam) to 5 healthy volunteers in the

preprandial states

— Time
Case \W 0~2 | 2~4 | 4~6 | 6~8 | 8~10 Total (%)
Concentration (pg/ml) 740 195 390 320 54
1 Urine volume (ml) 75 140 190 80 100
Recovery (mg) 55.5 27.3 74.1 25.6 5.4 | 187.9 | (47.0)
Concentration (pg/ml) 560 185 450 210 16
2 Urine volume (ml) 100 220 150 100 115
Recovery (mg) 56.0 | 40.7 | 67.5| 22.1 1.8 | 188.1 | (47.0)
Concentration (pg/ml) 380 430 {1,250 490 45
3 Urine volume (ml) 95 90 90 40 75
Recovery (mg) 36.1 38.7 | 112.5 19.6 3.4 | 210.3 | (52.6)
Concentration (pg/ml) 310 170 370 88 45
4 Urine volume (ml) 165 135 335 270 70
Recovery (mg) 51.2| 23.0| 124.0| 23.8| 3.2 225.2| (56.3)
Concentration (pg/ml) 270 115 275 58 13
5 Urine volume (ml) 175 235 230 540 230
Recovery (mg) 47.3 27.0 63.3 31.3 3.0 171.9 | (43.0)
Mean . Recovery (mg) 49.2 31.3 88.3 24.5 3.4 196.7
: (Rocovery rate %) (12.3) (7.8) | (22.1) 6.1) 0.8) | (49.2) | (49.2)

HEZHE Uico BH 813 LTI, Ampicillin disc
Tk D BREHRBR AT 5 /2o

HREOHUER, EREORREERIC Lico B
R, FH, Y, 006N, EBHOABREL Lz,
BERIORRIE, BRI EHHRT LcRAT, BNk L
bOEEDE L, BERSDOODEDPELR, REDHD
EERE Lico X 5ICC OBBEMDEIRA T,

%, Bxh, ©OELh, 8O 4B THE L.
RHREOFIHR T, HIOERY Hb, BB, M/
¥#, GOT, GPT, Al-P, BUN, Creatinine, % [ % 73
ELDOTREZT > 70
B 4 DERICONTOHMIZER L, ESHE
ICDWDTHEEE Lo D% Table 8 TR Lico SR B & Bt
FED29BNTDONTH B &, BREREIRIT, SERED 22226
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Table 7 Urinary excretions of Mecillinam after twice oral doses of Pivmecillinam
(equimolar to 200mg of Mecillinam) to 5 healthy volunteers in the

postprandial state

T T(ime) L %)
Case T hr. 0~2 | 2~4 | 4~6| 6~8 | 8~10 Tota o
~Lhr) A

Concentration (ug/ml) 130 130 94 215 73

1 Urine volume (ml) 205 310 315 230 325
Recovery (mg) 26.7 40.3 29.6 49.5 23.7 169.8 | (42.5)
Concentration (pg/ml) 320 235 180 560 185

2 Urine volume (ml) 195 180 150 90 205
Recovery (mg) 62.4 42.3 27.0 50.4 37.9 | 220.0 | (55.0)
Concentration (ug/ml) 75 215 325 180 6.8

3 Urine volume (ml) 450 270 200 275 600
Recovery (mg) 33.8 58.1 65.0 49.5 4.1 | 210.5]| (52.6)
Concentration (ug/ml) 98 300 260 120 62

4 Urine volume (ml) 185 230 175 365 475
Recovery (mg) 18.1 69.0 45.5 43.8 29.5 205.9 | (51.5)
Concentration (pg/ml) 22 270 70 220 82

5 Urine volume (ml) 490 200 440 250 180
Recovery (mg) 10.8 54.0 30.8 55.0 14.8 165.4 | (41.4)

Mean | Recovery (mg) 30.4 52.7 39.6 49.6 22.0 | 194.3

(Recovery rate %) (7.6) | (13.2) 9.9) | (12.4) (5.5) | (48.6) | (48.6)

Fig . 4 Mean values of blood concentrations and
urinary excretions of Mecillinam after twice
oral doses of Pivmecillinam (equimolar to
200 mg of Mecillinam)
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72o TOMD 2HIREENCH o fco 29 220D E 4D,
BT, BEENT5.9%CTH oo MBEENNEEHS B
&, £ RHE T, Klebsiella 114, E. coli 114,
Proteus rettgeri 3 15|, Proteus mirabilis 15|, Entero-
bacter 2 {§|, Providencia 1T & o720 Klebsiella 10
f#l, E. coli 1081 T il%k % & 7co Klebsiella, 1Hi3,
E. coli \CEHLZRERCL, E. coli D1 HRBERLDA
Cdhotco BB E. coli CHEMEEIORLD1HE, 5H
RICHEBERE % & 720 Proteus rettgeri Tl3, %5 {4
EEEALTLEY, IR 7THE C 24 ICHBEE A
720 Enterobacter ® 2 HiZW> SN SE L Lizds, 1
B3 E. coli DEERYe% A 71zo Providencia D 1 i fE
B THo7o Ampicillin disc BTk E DB R 2755
ofce MAMNETI, Exh1H, Bh22f, PPERS
B, #Ezh 14T, BRE.3%Th >to

JIEE RBHUED 5 FlIERR R, MBEFERISR L SICR
BT&® o720 E. coli 34|, Klebsiella 25| TH - 153,
E. coli O 1HZBINT, TXTHAETH /o

BfEA, A%RH (2HE), TH (5HE) ©2
BITHochs, LHICTHROFEAKZREITHETH>
7o

REEHIRICIT o I RA M % Table 9 (TR U7,
BREMEE, GOT 0 LH Licdbd 24, GOT, GPT, Al-
P 3ZMLERLDDI fIRDONTI. TOMDID
ICREIED o0
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Table 9 Laboratory findings before and after Pivmecillinam treatment
RBC Hb latelet BUN | Creatinine P
No. ’ Case ' (x10% | (g/d) ’ WBC ‘ }()X 19?)_,_,991 1 GPT { Al-P (mg/dl)|  (mg/dl) Proteinuria
1 T.C. 501 15 8900 26 18 16 5 10 1.0 +
500 15 7600 23 20 18 6 10 0.9 —
2 | N.M. | 486 |T14.3 | 9900 | 23 10 12 5 10 1.0 +
498 15 7400 28 12 14 5 10 1.0 -
3 H.T. 416 12.9 5600 17.4 14 14 8.8 22.3 0.76 -
431 14.0 5400 24.1 22 32.5 8.9 15.4 0.76 -
4 |l o.1. | 314 | 7.1 [ 590 | 27.2 -
329 6.6 7300 18 23 15 4.2 14.4 -
5 U.T. 368 10.2 3900 32.1 28 33.5 5.4 21.3 0.79
375 10.2 3300 21.7 27 12 5.1 13.9 0.59 -
6 U.T. 375 10.2 3300 21.7 27 12 5.1 13.9 0.59 -
v 350 | 10.2 | 4400 | 24 22 10 4.8 | 15.1 1.0 -
7 N.K. 413 13.1 5600 27.4 14.1 0.92 -
390 | 13.2 6400 21.4 20.5 15 4.7 12.0 0.77 -
8 K.Y. 400 12.3 5100 17.2 31.5 25 6.5 21.4 1.33 -
388 11.5 4500 16.9 23 13 6.4 22 0.98 —
9 K.H. 320 8.7 5900 29 19.5 21.5 3.9 23.6 1.07 -
355 | 9.8 | 5800 | 26.8 | 23 16 4.2 | 26.6 1.38 -
10 D.T. 388 12.5 6200 32.7 20 16 6.2 11.7 0.63
e 390 12.4 5800 14.1 27 18 6.0 13.9 0.83 -
1 D.T. 390 12.4 5800 14.1 27 18 6.0 13.9 0.83 -
o 386 11.4 5300 24.7 36.5 26.5 7.9 12.8 0.92
12 | M.M. 361 11.7 2500 7.2 20 6 6.0 13.4 0.86 -
408 12.9 2900 6.0 21 5 6.5 13.9 0.78 -
13 | W.F. 432 13.8 | 10100 18.1 18 16 6.0 14.7 0.83 -
13 401 | 11.9 | 5800 | 15.2 | 26 15 54 | 9.2 0.72
14 K.A. 360 10-1 4300 13 26 32 10.5 6.7 0.72 -
360 9.0 5900 9.3 69 24 11.9 5.5 0.60 -
15 Y.K. 437 13.5 6300 20.9 13 10 5.0 15.2 1.25 -
449 12.7 6000 17.5 12 8 4.7 18.9 1.13 -
16 N.K 458 14.7 9200 22 23 27 6 11.4 0.98 +
i 470 15 8400 20 18 28 5 10 1.0 -
17 N.R. 492 14.7 9000 17 11 9 5 12 +
485 14.5 8400 20 | 10 12 4 10 -
18 Y.M. 472 14 8600 17 20 18 4 10 1.0 +
480 14 7700 18 16 17 4 10 1.0 -
19 |U.s. 365 12 7300 17.5 25.4 1.86 +
320 10.2 5700 17.3 28 19.5 5.7 19.1 1.41 +
20 | N.Y 345 10.2 2900 17.7 20 11 20 23.0 0.64 +
i 344 9.6 3000 18.3 12 8 22.6 18.0 0.67 -
;’ K.T. 385 | 12.9 | 4900 9.4 | 14 14 3.2 | 23.2 0.81
i 381 | 12.9 | 4800 | 10.3 | 8 7 3.8 | 21.4 0.81 -
29 M. M. 361 11.9 3300 8.1 13 5 5.1 15.9 0.81 -
) 380 13.0 2900 7.1 16 4 5.1 15.9 0.91 -
é3 N M.H. 392 11.5 5800 17.3 22.3 1.22 -
390 13.0 | 8500 16.2 20.5 16 6.2 25.2 1.14 +
ér I.s. 386 12.8 5300 20.2 17.6 1.06
400 | 13.0 | 5000 | 13.4 | 28 17 6.0 | 23.3 1.38 -
‘25“ I.s. 400 | 13.0 | 5000 | 13.4 | 28 17 6.0 | 23.3 1.38 -
408 12.7 5100 14.8 24.5 21.5 7.3 18.9 1.04 -
% T.T. 435 14.2 6100 15.2 16 13 4.7 11.0 0.65 +
485 15.2 9100 19.8 19.5 16 4.5 7.1 0.72 -
27 K.H. 384 8.6 7500 25 12 5 4.2 16.1 0.86 -
380 8.7 7800 14.5 16 10 3.8 16.0 0.99 -
28 1.s. 387 12.8 5300 12.5 26 20 6.8 20.3 1.11
416 12.2 4600 13.5 21 13 8.1 26.8 0.92 -
25_ K.S. 153 4.5 1100 47 64 11.0 -
214 8.3 1400 37 35 7.5 -
36 O.T. 432 13.6 6800 22.8 24.5 23 5.1 22.9 -
80 425 | 13.8.| 6700 | 14.4 | 27 17 6.2 | 29.1 1.11 -
31 S.K 394 13.8 5400 21.6 41.5 31 22.9 17.9 1.38 -
e 410 14.6 4700 18.2 59 25 20.1 17.8 1.14 -
32 N.T 407 12.6 4000 23.2 32.5 25 5.5 13.8 0.87 -
%2 | 382 | 12.0 | 4400 | 16.8 | 44.5 | 33.5 | 4.5 | 19.5 1.01 -
33 20 16.6
33 K.G 423 12.8 6300 19.9 19 10 14.9 21.1 0.78 -
e 442 13.5 8300 23.6 34 55 26.6 18.9 0.71
) I T R R I e ¥ 18 19.1
363 5300 29 21 11.7 13 0.8
3 | Y.S. | 347 5500 23 13 7.9
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Mecillinam DB HICDOWT, E. coli, Klebsiella T
MIC 21, HHERDZICK S MIC D£HFEHIC
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L bHickl> MIC 7R L, Ampicillin X D BRI T
Hotze LML 108cells/ml #ETIZ MIC OFWHLHKS
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Pivmecillinam (2= 2 7 VLT, HALE KO DOK
WERIFICLTVWS, 1ERSGRICET 28FOEEL
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DOBED > 7D T, BHE, BRAOFNED S &
BB CHZEDNTI.3HBTH D, 294h4e L FHhDdD
B 1HDOATH o710 JHERERYYE T, E. coli, Klebsiella
OFEBITHZH3, 5 BIH 4 PINERE LEREIRI X<
18 ofce AFBHEATET L ELOR TS 2Y,
fEH- PR ERABEOBFZOEI SN, 4%, HERK
PIEICH T 2 EMBORFAVISICKLETH A,
BIfERZ, AEARIRETFHO 2HTROXE LTS
Mo toe BRIRERKI T2, GOT o & 2 #i, GOT,
GPT, AI-P EREM 1T & hrchs, KH&EDRE
BIRIC DD TIRBIEHI K 1S 5 720 DM, BT
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STUDIES ON PIVMECILLINAM

AKIRA Sarro, YasumicHl Kato and Kivorumr IsHIKAwA
The Second Department of Internal Medicine, School of Medicine,
Hokkaido University
Masumi Tomizawa
Sapporo Hokushin Hospital
IcHiRo NAKAYAMA
Sapporo Railway Hospital

Pivmecillinam, an ester of mecillinam, which is a new p-lactam antibiotic, has been investigated to give
the following results.

MIC’s of mecillinam for 18 strains of Escherichia coli were in the range of 0.1 to 100 #g/ml with in-
oculum size of 108/ml using plate dilution method. Lower MIC’s of the drug in the range of 0.1 to 1.6
#g/ml was found with inoculum size of 10%/ml.

The peak concentration in serum after pivmecillinam (equimolar to 200mg of mecillinam) given orally in 5
fasting healthy volunteers averaged 2.6 #g/ml at one hour, as compared with 1.71#g/ml when administered
with food to the same volunteers. Forty-four per cent of the administered dose was excreted in the urine
over the 6-hour collection period in the fasting state and 30 per cent of when given with food.

Administration of pivmecillinam in pre-prandial or post-prandial state did not influence the concentrations
in serum and urinary recovery of the drug in the study of two repeated doses.

Thirty-four cases, including 29 of urinary tract infections, and 5 of biliary infections, were treated with
pivmecillinam for 7 days orally. One of 29 patients with urinary tract infections showed excellent, response
22good, 5 moderate and one no response. Four of 5 patients of biliary infections failed to respond. As to
the side effect of the drug, anorexia and diarrhea were observed in 2 patients. An increase in GOT was
observed in 3 patients.



