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Fig. 1 Inhibitory zone of Mecillinam and
Pivmecillinam in PBS and Moni-Trol
I after 37°C, 30 min. incubation
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(Thin layer cup method, E. coli NIH]J/Bacto
antibiotic assay medium 4 (Difco))

Table 1 Serum and bile levels of Mecillinam in cholelithiasis preoperative oral

administration of Pivmecillinam

Serum level (ug/ml) Bile level* (pg/ml) Patency of cystic
Case Dosage | ll |4 | s |Choledocus Gallbadder B/A duct
A B
1, 46y. m 200 mg 1.8 1.210.92 ] 0.11 1.5 19.5 13.0 (+)
2,561 m /” 3.1, 2.1|1.1 |0.62 0.54 0.39 0.72 | (?) Turbid bile
3. 65 f ” 1.6 1.411.0 |0.88 1.8 14.4 8.0 (+)
4, 49 f ” 4.6 | 1.210.37 | 0.06 0.57 0 0 (—) White bile
Average 2.8 1.4]0.84|0.41 1.10
556 m 100mg | 1.4 0.7]0.02] — 0 0 - |

* Bile samples were taken about 90 min. after oral

administration of Pivmecillinam
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1.8, ¥ 1.1 #g/ml LIEETH > DT L, JHERE
HTi219.5, 14.4 pg/ml L EFEOMFEPRED 13,
SEDEBEEARIERE, 0.39, 04g/ml L BITOE
U BWIERID 2 BEDERD S N

JEZEREH b Mecillinam B & JHEEHEOREED
BEEAA 5 &, fEF2, 4 TI3ENZ N turbid bile, white
bile CHHEFIIFAE LTV EEZL SN, HEEHTE
B ERIREIEH B O S IHEEER X 0 EEER
LT3, COBMEN S BIEREEFREH U/ EEEH- A
@ Mecillinam #BT3#R Lic W3, FAHREETHEA G
W17 L7c Mecillinam (3fEIEPN THI10MEEEEICIRME R
N32b0EEZ 503 (Table 1),

s Mecillinam RS KBNS

HAEMEOMBERARSRTOERNICEY 241, R
#, (FABFLESICEET 2 EBbhad, bhvbhid
COHEHDOKEE LT, EHEKES®ROE FIFEEESR
%&y L, bicautogram 7 & HitEME O 5 EEAE ME
albumin CDEMNEBE ELT LS X, EAKARKE
EMFEPRIER & O BEE B L T15. Mecillinam
KDV TH T TICHE L HEIC K OBRFET o712,

Mecillinam 10 #g/ml V) B RE WK A KA M/15 pH
7.0 BB A RV THkENY % & i spot (s) i3 8mm
I{CHHR U, Pivmecillinam 200 mg #&00 #%5 1 K% o
3REFDIMIETIE S —4~—6, ¥ —5mm, albumin
SED peak {IE (Alb) i3 6.2~10.0, F#58.0 mm,
S/Alb {3 —0.50~—0.80, ¥ —0.63 TH o/ (Ta-
ble 2), ¢ D B##:% ABPC, cephalosporin 3|
DENEHETELE, BBHANDEBHZRT b0
CER T 505, £D58E & Mecillinam 23E L <,
ABPC 3 i~ D 584 /i L, Mecillinam &30
K% R LTV 3 (Table 3),

Table 3 Relative electrophoretic mobidity of
antibiotics in human serum

Relative electrophoretic mobidity
Antibiotic | n Primary Secondary
antibacterial antibacterial
spot/Albumin spot/Albumin
ABPC 9 +0.61 -
CER 6 -0.34 +0.95
CET 7 +1.18 -
CTZ 3 +0.66 -
CEC 12 +1.65 -
Mecillinam | 3 —0.63 -
BB K B 2

M504 7 A X D EAI515 4 A Tilbhbhomat
U7 A BIRESE 2295 Tdh > 720 BEIF20F X DT0F
y BFI, KFIBTH 570 MNREBBEL LTE
EURBEBEEIE TH YD, B, RLFIRFRMREICT
B, BYHE S Fl, S LREIRR, FTREtIC
36, HERRR, BREMTRERS HEER%RBRE 1
B TH 5720 Pivmecillinam #5813 100 mgx4/H,
200 mgxX4/H, 400mgX4/H, 600mgx3/HT, #&4&
M3 3 ~29 HiC bl o 7o EREE DRI AR SBELS
#, ARLEOCER L rbL Y, BRYUECETSH
HEAERFTROKEDH > bDEEL, FhoHR
BE 3B UBAEESE Ui (Table 4),

REBBICERIRNRE B B & Staph. aureus H3FITLy M
INTVL2HE, RTRE, 2t BREcrens
N, THHRS5HE, 3FR 1A, 3HH 0 FICRESREE
ATED, oD TRIBFHELFIT 6 5 & 25
UTIKIE2TW03, 20fl, ThEFBEEEREICLS
EEZONLMERR, HE, THEEE 14%2NA5
&, 77 AGHIREIC X 5 RIEMIKTHLRRRYAE T2 16
PIh B3 7 $143% & 1550 IRIC Staphylococcus 35 &

Table 2 Relative electrophoretic ratio of Mecillinam in serum

No. of serum sample, Mecillinam Spot(s) Inhibitory | Albumin
Pivmecillinam dosage, | concentration zone S/Albumin
Sampling time (pg/ml) (mm) (mm) (mm)
1 200 mg 1 hr. 1.8 -6 7 10.0 —0.60
2 200 mg 1 hr. 3.1 —4 6 8.0 —0.50
3 200 mg 1 hr. 4.6 -5 7 6.2 -0.80
Average —5 - 8.06 —0.63
PBS, M/15, pH 7.0 10.0 -8 38 - -
Moni-Trol T 10.0 —4 31 4.0 —1.0
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Table 4 Clinical effect of Pivmecillinam
Case No. Sensitivity|Pivmecilli- Clinical| Side
Diagnosis Organism to ABPC | nam mg/ Remarks
Age, Sex (disc) |day x days effect | effect
1. 45, { | Furuncle 7-axilla 400%x 5 + — Incision
2,27, 1 ” ” 400X 5 + —
3,33 f ” neck Staph. aureus H 1600x 3 + - Incision
4, 20, m ” Y-groin Staph. aureus H 1600 x 7 - - Incision
5, 27, f ” :{lﬁominal Staph. aureus -+ 1600% 4 — —
6. 65, m ” I-hand 1600x 3 + -
7. 60, m ” face Staph. aureus — 1600 3 + —
8 32, m Infectious Voiaw 400X 5 + _
. ’ atheroma ]
9, 59, m ” back Peptococcus H 400X 5 + — Incision
10, 46, m ” scalp Staph. aureus H 1600%x 3 + - Incision
chest Peptococcus H ..
11. 26, m 7 wall Peptostreptcoccus H 800x 5 + - Incision
12, 44, ” Y-jaw Staph. epider. H 1600 5 + —
13. 50, m | Cellulitis Y-toe 400X 5 + -
14, 60, m | Felon  Y-thumb | Staph. epider. 1 400%10 | — — | Removal of
Acute
15, 28, f | prulent I. 400x 7 - - Incision
mastitis
16, 25, f ” 1. Staph. aureus H 1600x 7 - —
Staph. aureus — = ..
17, 26, f ” 1. Acinetobacter T 800x 11 - — Incision
Infectious Eczematoid
18, 53, f ulcer ¥-foot 800 5 — — dermatitis
19. 37, m | Abscess z:?;gtl Staph. aureus # 800 % 29 + — Incision
20, 44, f ” 1-foot 800 4 — — Incision
21, 21, m ” neck Staph. aureus H 800 4 — - Puncture
Periproctal E. coli ! - v ..
22. 29, m abscess {K{e})siella ’ : 1800 5 ) - Incision
2. 87, m| {Girobacter o | sox 4l 4+ |~ | Incision
24, 59, m ” 400%x 9 —
25, 21, m ” 400x 5 =
Proteus mirabilis -
2. 35, m ” Morganella - 400% 5 + — Incision
E. coli H-
E. coli
27, 30, m ” a-hemolytic Strept. 800x 8 + - Incision
Bacterotdes
E. coli H
28. 34, m ” Staph. epider. HE 800 5 + - Incision
Peptococcus H
Postoperative Hemop hillus HE o
29. 70, m pneumonia |. 4 Klebsiella } — 400x11 I + -
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U Peptococcus 13& D BRI IC X 5 BEHE 5 41
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12.1, total protein (g/dl) 5.4—6.2—6.2, &ry o
¢ v (mg/dl) 0.5-0.3—0.3, LDH (W.U.) 262—
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Thoio

2) CTOBEOKREEH S Mecillinam 3 1 K304
%, 1.1 #g/ml TH o foHHEEH FICIIEEER
FERER TIIA010f5 DR TIERA I N e

3) Ifidr Mecillinam Z&EXKkE 4 5 & Albumin (T
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BASIC AND CLINICAL STUDIES WITH PIVMECILLINAM
IN SURGICAL INFECTIONS

NosuaTsu Murayama, Kyuya Isuisiki, HirosHr Takawm,
Yoicuro Hosopa and OsAHIKO ABE
Department of Surgery, School of Medicine, Keio University

Suicersucu Kato
Department of Surgery, Ichikawa Hospital, Tokyo Dental School

In the basic and clinical studies on pivmecillinam, a new synthetic oral penicillin, the following results
were obtained.

Four patients were orally given a 200 mg dose of pivmecillinam and mecillinam level in plasma and bile
were determined. The plasma level was 2.8 #g/ml as peak at one hour after administration and 1.4, 0.8,
0.4 #g/ml at 2, 4, 6 hours after dosage respectively. Mecillinam level in choledochus bile was 1.1 #g/ml
at one and half hours after administration. Mecillinam level in gallbladder bile was 10 times as high as
that in choledochus bile when the cystic duct was patent.

The relative electrophoretic mobility of mecillinam in serum to albumine was —0.63 and was different
from that of ampicillin (+0.61).

Twenty-nine cases with soft tissue infections were treated with pivmecillinam in oral doses of 400~1,800
mg per day. Of them, 19 cases (66%) responded to therapy. No side effects were observed.



