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720 19724, Leo %t ® LUND & TYBRING i3, 6-8-
amidinopenicillanic acid © —#o¥ H % W 38 i,
E. coli txLTHRIMENORACHEERB Lo C
2 Pivmecillinam TH 5. AHi2 6 Lo g s, 5
ROA<=vY) vD b acyl A Tk <, amidino
HAIKKE-THY, fERkox=vy) vt a=-71
HEBEREBFLTL S, TOHERA <7 b5 213, 7
5 BB K LTI} Ampicillin (ABPC) X045
#%, GNB et LT REISHE SRR L, 1C E. coli,
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GREENWOOD & O’GRADY i3, AX|% half peni-
cillin &F¢, 20EABFLCOLTIE, EROEGHK
=y ) vobOoMEEAREEEAZHE b0, ME
AUEEEARIELO TR BV EREL T 32,

Pivmecillinam 3 # 0% 5% HEL»ICBRNI LT,
BEMBNOIRT 7 —¥ICXD 30 pivaloyloxy-
methylester 28 Jn/k43#% & 11T Mecillinam & 739 $18
fERZRETI b0 EELLN TR S (Fig. Do

CoUbhbhdRERRZTERRNSE L VEHO
RUEEZG, REEBRYEECXHS 2 A% 0 BRZE % R
Lico BAFOE>HE IO 2 =- 7 BECESEZE
&, BRKE CRKOBEH LUEBLEDLI KR >R
ERULEDEVSI T LE2FLCHRET 50 WRkDD
bbb BToTETLARMNFHEE LT, SMuplin
TIEREE RYSE I3t 2 T HEANK 0L BES O BERR
%, KENCOLTHTo7cD THE TR DY,

EBRAORE
LIRED

&) HEHHE:

KADEEIKIEBIEM KD BE L7z E. coli 204,
Staphylococcus epidermidis 4 ¥%iC x§3 % Mecillinam
D MIC ZH5E Lico THIEEROT NS RBBRYYER
ROMETH S0 WEHER, BRCEREFFELEEN
ICHEL>, Nutrient agar CEBF) % 851 L 372 SEARAR
Tk ot BHEEER T, 10%/m]l ICHERLICERD 1
HE&HTH S, xRFEH & LT ABPC 2R 7,

B B

E. coli 20BRiICOWTH B &, ABPC [CRE#E RL
7obDid 8%k (40%), 7k A12Kk (60%) XM iETH -
720 5B 50 £g/ml DHD 2 #%, 400 #g/ml DHD
7 ¥k, 400 2g/ml DIEDHD 3BT H o7 (Table 1),
ABPC @&#:#k 8 #RIC DWW T, Mecillinam & OIE D
EAHABLE, 6T T A ABPC LU Mecillinam 73
By, MIC {3 =<0.2~3.12 #g/ml T, 2D %L 4~
5 BRFET, SEEERD I RICHERIZKTI, &
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Table 1 Antibacterial spectrum of clinical isolates
MIC (pg/ml) MIC (pg/ml)
Organism Organism
Mecillinam | ABPC Mecillinam | ABPC
E. coli F-1 0.39 6.25 E. coli F-13 0.78 >400
” F-2 =0.2 6.25 ” F-14 3.12 >400
” F-3 =0.2 1.56 ” F-15 0.78 =400
” F-4 3.12 =0.2 ” F-16 0.78 400
” F-5 0.39 6.25 ” F-17 0.78 400
” F-6 =0.2 3.12 ” F-18 0.39 50
” F-7 =0.2 3.12 ” F-19 1.56 400
” F- 8 =0.2 3.12 ” F-20 0.39 400
Staph.
” F-10 1.56 400 ” 2 50 0.39
” F-11 1.56 400 ” 3 50 0.39
” F-12 6.25 400 ” 4 400 6.25

Medium : Nutrient agar (Eiken)

Inoculum size : One loopful of bacterial suspension (106 CFU/ml)

Table 2 Sensitivity distribution of clinical isolates
E. coli (20 strains)

Inoculum size (106 CFU/ml)

MIC (ug/ml)

<0.2 [0.39]0.78 | 1.56 | 3.12 | 6.25 | 12.5| 25 | 50 | 100 ‘ >100
Mecillinam 5 3 5 3 1 1 l
ABPC 1 3 2 ‘ 10
ICZDEEIRE IS, ABPC T 400 #g/ml F7cidC Fig. 2 Sensitivity correlogram of E. coli
NP ED MIC A/ U7 B #RICIE, 0.39~6.25 £g/ml (20 Clinical isolates)
THORBMIEZEDIzo TDH B 9 KiZ, Mecillinam Inoculum size, 108 CFU/ml
® MIC fiid, 0.39~1.56 #g/ml & Hish TIEL> AT #g/ml
Uizo BebiEL> MIC f#id, 50 #g/ml C20BkH 1 Bk >100 3P M
Holce 100
—J5 Staph. epidermidis \{Cx L Tid, #iC Mecillin- 50 * .
am OHEINZH O, BHRAK4 KD 50 #g/ml OEZ: 25
ZRUIHD 2K, 400 #g/ml DHD 2T H ot 12.5
ABPC i3 0.39 #g/ml D& D3 2k, 6.25 #g/ml 23 g 62sl® |°°
16k, 12.5ug/ml 451 BCdH > 7o 2 e
RSO EHA S &, Mecillinam Ti3=0.2~3.12 L
sg/ml OFOBRZERIIC, HIZFU &> 15350 & 196
THTT B DICH U, ABPC Tid, 3.12~6.25 £g/ml 0.78
DORZHIRIC —D D% FhiH D, 100 #g/ml P ED T 0.39
HIRICA BHEF—DED SN S (Table 2)o <02 °

Fig. 2i3 ABPC & Mecillinam & @ E. coli T3
BRRZHDHEBEEX L bDTHB. ABPCitHRIC

=0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100 >100

Mecillinam

ng/ml
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RXWERIT, ENIRENER > T &2 5,

K m %
1. ®EHE

A %

BRIEFI ST RFIS0E 3 B & HEFIS1EE 1 BICHEIRT
Rt d X UZHRREBE A KR ES N B85 TH
%o SEBIOWES, BMMERBERYVETSH (FREE DR
EEA 4 PIEET) & BRI ISRYVE 2 4, 184
MR B RYSE (2 TTFIBREERRGY F 1T IR BE AR
YE) M5B TH S0 BRMMRYESOFIONFUL, B
BRep (BMiE4, BEE2) & BRER24TH
%o CHICHEER - BISZRRR D 2 Fldshid 50 HHITIZ,
B o, ZHT64IT, FL4HHIE3~T6FThHb,

B) #E5HY: - & - 4
TRTROSEETH 50 BB T IBR B BRYET4H)
42613, AFlZ1 H 0.3~10mg ODEZEEETT,
BRI 2T o7co COHBAAMIZIE2EE L, K
A& LTHIY OBERICES Uico fltd32f1 D FERERIC
i3, 100 mg £r5HA 14, 200mg A8, 600mg H310
BEE->TNB. BHRBRD 64T 100~2,000 mg
Thbo BHEMMAEICX LTI 100~750 mg %5
Ltco MRS, BAS 2MIDSAR, 3[E4AR, BEEERT
EEWICAENROMEL DHEEE ofco &5 UicBF]

i, PEBSOEFMCEIBERELS F=vHE, F+X b
) vERMULS DA Alic. C DD A, 50
mg ARV, BEHRIT, ST HERBERRPET
i3, 1~8HM, EMRBEEPETII3I~8HETH
St HHEMIETIZ, 12~14H T H otco & TD EH
1T, Pivmecillinam DA DOHEEFOHHIZIT > TR
(B

© #EHE

Table 3 IR L7-EHEIC KD, DEBRESER {4340IC
%t LT R HERT o720 1B EAIM I, UTI B3
LOFFMEEIBEAE—BKTEHDTHb. LERK
SoBaCd, RIEEIIMAEISS DT, B Table
4 ZED, ThEREICHEETT >

2. ERPRALAR

(A) B TIRIRES RRYYE

a) 100 mg/HPL L DE 5 EHE

1) 100 mg/H DK #E (Table 5) JEFRI 144ITH
5o BREIZT E. coli H311, Staph. epidermidis 732,
Proteus mirabilis 731 T¥H b Staph. epidermidis %
Bk <124k ABPC Cxtd 5 5243, 3RS %
RUTeh, 9BRIIERMETH >7zo A 12, satisfactory
(FE%h) 10, good (F%h) 2, failure (EXh) 2THo
Too SEEDIEGID 2 Flid, LTS TR T, BEDR
WD, 79 -BETRELEREZToTEd

Table 3 Criteria of clinical efficacy determination

Viable organism : Decreased to less than 10°/ml, or disappeared
Satisfactory . . .
WBC in urine : Remarkably decreased or disappeared
Good Viable organism : Decreased to 103~10%/ml
°0 WBC in urine : Remarkably decreased or disappeared
Viable organism : Unchanged or increased
Failure . . .
WBC in urine : Unchanged or increased
Table 4 Criteria of clinical efficacy determination*®
Viable organism : Sterilized or diminished to less than 103/ml
Satisfactory . . C _ .
WBC in urine : Remarkably diminished (<<10/1 HPF) or disappeared
Good Viable organism : Sterilized or diminished to less than 10%/ml
o0 WBC in urine : Unchanged or poor decrease
Failure ‘ Viable organism : Unchanged or increased
Indeterminate ’ Viable organism : l;(c)):?/r!lgrl decreased in number, stil! cultured out more than
Relapse ; Viable organism : Reappearance of bacteria

* This criteria was applied to the determination of efficacy due to small dosage therapy.
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Table 5 Clinical evaluations against simple cystitis
Pivmecillinam, 100 mg per day
Age o9a Bacteriology [;Tl;il-ysis Sensitivity Side Misealia
=N - 1scelia-
Case gfﬁ Viable organisms | WBC/ 1}/1152;11 ABPC Result effect Relapse neous
Sex (/m0) THPF |(ug /ml)|(ug /mD)
1K.H. 3f5 2 |E. coli 10— 0| +—— | M.D. ¥ | Satisfactory | No No
Ay .M. B | g S 10— 04— | 50 0.39 ” % ”
31.1. 3f6 2 |E. coli 10— 0| H—— | =0.2 1.56 ” ” ”
A 43 S >10— _ : Urethral *
_4K.Y. 8 E. coli =107 H— 1.56 | 400 Failure ” — stricture
5T.K. 4f7 2 |E. coli >10"— 0| #—— H*! | Satisfactory ” No
_6Y.H. 5f0 2 |E. coli 10'— 0| ##—— | N. H¥L ” ” ”
—7K.W. 2f7 2 |E. coli 108— 0| HH—— N. kL ” ” ”
- 49 Proteus o . Urethral *2
_8M. F % 2 [ nirabilis 105104 —— 1.56 | 400 Failure ” — stricture
9Y.S. 3f1 4 |E. coli 10— 0| +—— | N.D. -*! | Satisfactory ” No
10M.S.| B | 3 |E coli 10> 0| #—>— | 0.2 | 3.12 " " e
s,y B | 4 Kb i 10— 0| o= | 50 0.39 " , ”
12K.T.| 33| 5 |E coli 10— 0| #—+ | 0.39 | 50 | Good ” ”
18K.A. 2 2 |E coli  >107-104 #—40 | <0.2 | 3.12 ” % - *
14H.N. 2f2 3 |E. coli 10— 0| #—— | N.D. %1 | Satisfactory ” No
*1 Disc sensitivity
*2 Another chemotherapeutic drug was administered.
Table 6 Clinical evaluations against simple cystitis
Pivmecillinam, 200 mg per day
Age 9m Bacteriology in;il-ysis Sensitivity sid Rela iceell
= - 1ae ela- 1scella-
Case E;@/ Viable organisms | WBC/ ]}/1[1?;:111 ABPC Result effect pse neous
Sex|™™ (/ml) THPF |(ug /ml)|(ug /ml)
1R.y| 2| 8 [SE i 107109 s | 400 6.25 | Good No - *
3 T.N. 2f7 2 |E. coli 10°— 0» #—— 1| N.D. +*t | Satisfactory ggggl:ssh No
3|T.F. 3f1 2 [E coli  >10-0|#-- | N.D.| =l No P H{gtﬁ;gm*a
R I e ) e /|| Hetweilin®
35 Dizzyness
5|N.T. ¢ 2 |E. coli >10"— 0| H#t—>— 0.78 | 400 % Stomach | »
— distress
6|K.W. 4f0 2 |E. coli 105—> 0| +—— 0.78 | 400 ” No p Afl;/{]fl’l(;?e *3
7s.8.| % | 2 |[E coi 10> 0|#-% | N.D.| % " " "
8|s.M.| 3| 2 [l 4100104 —>— | N.D.| 4 | Failure N

*! Disc sensitivity
*2 Another chemotherapeutic drug was administered.
*8 Prior drug was ineffective.
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DTHb. tBREIT, Mecillinam ICRERSZHAET LIS,
B DR %A % & HE Lo CD 2413 ABPC
IC 400 #g/ml DA R L7z E. coli & Proteus mira-
bilis X BBYHITH S, —H50 #g/ml ® MIC %R
L7z Staph. epidermidis D 2 RYHFETIL, FEHTH o
foo BRI, BHER, MAZEEFEZROK BT,
Hikt% 2 BRI follow up THED TN,

2) 200 mg/H DRLIE (Table 6) FERITAE 8 4T,
SYBERIEE L E. coli 6, Staph. epidermidis 2 Tk -
#zo E. coli 6#kth5 #ns ABPC (CTitbE%T Lo 84
1 3 filid, BEIC Hetacillin %7213 ABPC Ik 2148 %
ZTTORBENTH oo TO3HEADI E. coli
JRYME 5 Bl 2 TICES 2B Tco Staph. epidermidis O
2Hd, CHICEEULRIGHSH D, 1 BIBHIEDRD % &
7ebDDOHEEET, 1HARBRELLIHRTH 1o B
BRRREHZ, FRH 5 ICDOWTIT o 7248, 2 BRZOEE
THRIBEDIE > 1.

3) 600mg/H DRk (Table 7) FEFEIIAE104]T
Hbo TDDH 6EEHI)~6)2id, Pivmecillinam #%5
HHZHERF DO NIRXEEZT TOIBENTH o d

DThHb. BAEIIVLTNDG E. coli T, 108k 7 B3
ABPC (Ciifti%7R Lico <= ) v 485 4, CEX 4
%11, DOTC #Exh#l 1 DEt 6§ & & A K ERREIR IS
9 PIDSER, 1BIMERTH otco == Y v EANEH
T, AFNCEE LHREEBD DI LTIE, HER
HTHEHDBT 5. BERF TR, 3HAICEREZED. E
Bl2)TiZ, 2%, B)TIZI0B%, 6)Tid 138%ICHIE
Bomin, KOAmBREOMNE B EERSS S,
BU, AZ%EER3~4 ARKRSE LT5E Lo

4) LE®E (0.3~10mg/H) OB (Table 8)
IEFIBAE2BITH B0 BEREROMIT, BERE - ATIZAR
RP| 2P EET. LREIL E. coli 40, Proteus mira-
bilis 2 T¥H>1ze TDH>H ABPC Tfif H: BRI 4 K ThH
%o 10mg BE5HI34 T, EX2, B2 THoto F
zh2fid1id, ABPCPMEREICKZ2BREHITH oo b
5 1 FIOMHERE T, BhTH oo BB D 2 flDHE
##C, CEX 25~50 mg/HR 5L, $hRE B Dk,
5mg #5FII18FH D, EREIIEMI2, FX3, ED
2, BR1THolco TDIBLERIBITIE, —BEHEN
SRR ICHISHIBEDS U LTV B0 SHIER 2 i, W

Table 7 Clinical evaluations against simple cystitis
Pivmecillinam, 600 mg per day

Age -c,\“ Prior Bacteriology Urii . Sensitivity Relapse
32 . nalysis - R
Case 33 rug Viable organisms | WBC/ Mecil- | o gp¢ esult .
Sex || Result IHPF linam Side effect
- (/ml) (ug /mD)|(ng /ml)
Iy 82 | 1% 7| B coti =100 ' i No
Y| 5 > <. coli >10"— 0 H—— 3.12 [>400 Satisfactory
| Fail No
34 AMPC ) Yes
2Y.S. 2 1.5 X 2| E. coli >107— 0 | #—— 0.78 | 400 Satisfactory Loose stool
~ Fail I Stomach distress
.03 2| bk T Bl 10 | i N
. ¢ | .0 X 7| E coli 10" 0 H—— 0.78 | 400 Satisfactory
N e Fail No
55 AMPC | No
4S.T ¢ 3 2.0 x10 | E. coli  10°—>10* | #t—— 1.56 | 400 Good
. ~ Fail No
AMPC
5[1.S 7f0 5 21.:0 1>< 7| E. coli >10"> 0 #—— | N.D —*1 | Satisfactory YI\?S
ai o
62 DOTC ) Yes
6T.-W.| 7| 3 |200mgx14 | E. coli >10"- 0 | {—— | N.D. —*L | Satisfactory
- Fail No
33 ; 7 *1 i No
7A.Y £ 4 No E coli 10— 0 #—— 1 N.D. + Satisfactory No
8T.K % 2 No E.coli 10— 0 |i—— | 0.39| 6.25 Satisfactory EZ
oN.S.| | 2 No | E coli 10050 |+—-+| 0.2 | 6.25 Satisfactory gz
10y.M.| B | 4 N E. coli 107 i No
M. G o F. coli 10— 0 #H—>—1 25 50 Satisfactory No

*! Disc sensitivity
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Table 8 Small dosage treatment of lower urinary tract infections
Bacteriology Urinalysis
No Age Dose |(viable organisms/ml) (WBC/IHPF) Result Miscella-
" Sex (mg X days) Before _, Eearly _ Follow |Before , Eearly  Follow neous
med. resp. up med. resp. up

1|81 5 , bid x2|E coli 105-10°>%— ND.| # — + — ND*| Satisfact.| ®PC*

2 2f9 p x7 »  1°-0 — ND.| 4 — — - ND. ”

3 3f7 ” X2 ro 104100 + > - Fail*2 | ®PC*!

4 ” x1 ” 107-10° I yoH

5(38 | 2.5, bid x7 »  10-10%> — N.D.| # — — — N.D. | Satisfact.
f

6 2f3 ” X7 ” 105— 0 — N.D. 4+ —- — — N.D. ”

7|3 ” x3| #  109-10° #o— 4 Fail® | ®PCH!
23 Proteus . Cross

8 ¢ ” X7 ” 106— 0_)mz'rabzlisws H > = - Satisfact. infection

9 3f2 ” X7 ” 105— 0 - 0 s - > = Satisfactl

0| % " XT| #1000 -0 H o> - - - ,

n| % ” x7| #1000 —10%> o> - > - ”

12| 3 ” XT| 7 105105 —10%> T %

13 2}[7 ” X7 ” 10¢— 0 -0 + - - - = 4

14 | 12 ” X7  # 100-100  —10° # — + — — | Good | Prostato-
m - cystitis

15 2{1 ” X7 o108 0 —10%> H - o+ - = ”

16 | P % x2 | 4 100> 0 —10° # — — = 4 | Relapse

17 3f7 ” X7 IZZ'ZZ;“ 105— 0 — N.D. H - = Satisfact.

18 3? ” x7 | E. coli 10— 0 -0 + > - - - ”

19 lf9 ” X7 ” 10— 0 - 0 + —- — — N.D. ”

20 | 32 ” 7| 18>0 -0 N %

ol 97 ” X2 ” 10"—10%> Ho - Good *3
£ 15 | bid x7 r o 10°—10° + - 4 Relapse

22 3}9 1.5 , bid. X7 #1050 >0 # — — - — | Satisfact.




*! Penicillin resistant strain
*2 Good response was seen on Cephalexin (25~50 mg, in divided dose).
*3 Increasing doses were administered sequentially.

*t Less than 103/ml of any bacteria

*5 Not done
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(2)
Bacteriology Urinalysis .
No Age Dose (viable organisms/ml) (WBC/IHPF) Result Miscella-
ey (mg X days) Before _ Eearly _ TFollow [Before_ , Eearly _, Follow neous
‘ ) ) med. resp. up med. resp. up
23 2f6 1.5, bid. x7 | E. coli 104—=103>— 103 - - - = Satisfact.
2 2f3 ” X7 » 10> 0 - N.D. 4 - — —> ND. p
s | X2 10— 0 = Good 3
2%
B f 5 , b.id. x5 ” 0—0 + - = Satisfact.
2% 3} 1.5, bid. x7 v 10> 0 - 0 + - — — — | Ssatisfact.
27 3f8 2.5, bid. x1 v 107107 B+ Fail* | ®PC*
28 2| 0.5, bid x7 105100 - 0 # > + —> — | Good
29| % v x| Profeus qgss100>— 0 H - — - — | Satisfact.
30 2f0 ” X7|E. colt 10'—- 0 — 0 #H - + - — ”
31 Sfl ” X7 ” 105-10°>— 0 o= - > - ”
32 4f0 ” x7 ” 105> Q0 — 0 e I S ”
33 219 0.25, b.i.d. x7 v 105105 108 # —> 4 > + | Relapse
34 2f0 ” %7 p 108->103>— 0 + - 4+ - - Satisfact.
35 Zf“ " x7 105108 + > + > ND ”
36 ? ” X7 ” 10'—- 0 — 0 s = > = ”
50 . 41 (8~ |
37 % | 0.15, bid. x7 ” 104>108>— 0 RTREN - - ”
38 2f2 ” X7 7104104 — 0 4 - - —  |Indeterm.
o o T - T *3
39 ~f1 ” %2 v 107104 TR p
o0l 19 0.5, bid. X7 ” 100 — 0 5 — S = | Satisfact. Prostato-
™1 0.15, bid. x2| o~ 10*-10¢ 4o Fajl¥> | cystitis
a6 5 , b.a.d. x4 ” 10'—-10° — 107 "o dE o i Relapse Meatol *
P50 L bidox7l s 1070 - 0| - - o Satisfact. | Stricture
1.5, b.id. x2 ” 10710 RINEES T Indeterm.
2|3 57 T x5 r 10104 AT Fail. Meatol *2
50 , 7 X7 ” 10— 0 A = = Satisfact. | Stricture
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b ABPC TitM:BEIC & 2 Y Th o 7co BERE - BiAZ
BRO1IHITRIENTH >7z0 RO LHIT, —FHE
DR (107—10%/ml) % FBd7chs, 10mg ICHEBELT
LOREO BN (10°-10°/ml) 2 47dDTHB. 3
mg #EH)II5 T, T4, FH1THo70 1mgi¥
5257, #RIE, 2< 3mg 5 ELELL, ED
4, BHM1THoto 0.5mg WEHIT4 T, EH3,

HR1THotzo 0.3mg DIEFRIIAT, 1, &
Zh1 (BERE - BISZARRHED T, HEREER 2 Th o feo

C DYIEREED 1 id, easly response 23A4 5NT, 7
H#IC response (BHAWIE?) Al D 14T,

B D B AH 107-104/ml L1557 b Do K HIMER
MELREL >7bDTHB. Eaho 14113, CEX 50
mg 5 THERE L.

2 PIOWEDESPHE (REWRAE) 2FT BEHTII,
HEMo & DI LR DIERICET 258235 <,
3mg~10mg Ti3 response 7i<, 50mg THIFEERE
BHio

PIEDO#ERABE L bDM Table 9 THB., C
DREES B &, BT HREERRE TE, 0.5~10
mg/B O#R5 TIRERDRICESBLEZ L 5N

(B) _LIBIREERRYLAE (Table 10)

Table 9 Summary of small dosage treatment on acute simple cystitis

Daily No. of Result Effective rate (%)
dosis (mg) cases Satisfact.| Good Fail. Relapse I;x](iis;c;: Satisfact. Saféf:g(ti'

10 4 2()* 0 2(1)*! 0 0 2/ 4(50.0) 2/ 4( 50.0)
5 18 12 3(1)*2 2%t 1 0 12/18(66.7) | 15/18( 83.3)
3 5 4 1 0 0 0 4/ 5(80.0) | 5/ 5(100 )
1 5 4 1 0 0 0 4/ 5(80.0) | 5/ 5(100 )
0.5 4 3 0 0 1 0 3/ 4(75.0) | 3/ 4( 75.0)
0.3 4 1 0 1*2 0 2 1/ 4(2.05) 1/ 4( 25.0)

Total we | |5 5 2 2 | 26/40(65.0) | 31/40( 77.5)

*1 Infection caused by penicillin resistant strain.

*2 Prostato-cystitis

*3 Excluding 2 cases of mild complication (meatal stricture)

Table 10 Clinical evaluations against pyelonephritis

Age| Acute Dai}}rfnd;sis* Bacteriology r?ali;sis Sensitivity Side
g 0
Case or Period Viable wac/ | Mecil- | appc | Result

Sex | chronic (days) organisms/ml IHPF (g /mD)|(pg /ml) effect
33 600 5 E. coli 10°—10* " B .

1 |S.K. i Acute CBPC 4gx3 days 4l N.D. Failure No
33 100 8 E. coli  10*~10* N

2 |IT.K. ‘ Acute Hetacillin_ 750 mg x 28 i + N.D. ” ”
35 600 3 E. coli 10"—10* W

3 1[S.T. ¢ Acute AMPC 2.0gX10 HH 1.56 400 Good ”

; 7 3
4 M.K.| % | Acute 600 5 E.coli 10710 #ot | 0.39 | 400 | "
f No prior drug

64 . 2,000 4 Klebsiella 10°<<—10"<< = .

5 |T.-K.| Chronic CEZ. ABPC, DKB eto. 100 days Ht—+4t | N.D. Failure ”
45 . 400 7  Klebsiella 10'<<—10* n

6 |S.T. £ Chronic NA 1.0-1.5gx =100 days +— N.D. itk Good ”

4 _Pivmecillinam_treatment

Prior drug
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JEFIRII&F 6 BT, SkEMbk4, BHIE2 TOTH
bHMMRYSET H o fco BHEAPFIORREILT
E. coli T ABPC fit#:Td - 720 Table 10 IC/RT XS I
1 J%K % 3flic~<=v Y v (CBPC, AMPC, IPABPC)
BEREINTOEY, BHTEKNCEE L. #E5RI
600 mg/HA33 4, 100 mg/HAS1HT, HRDZ3 H~
8HTHo7co COBADHER, THRERIYEICHE
LTI $H0, Bxh2, #h2 LR TH >0
BT, 24i& bFE R EHS Klebsiella T ABPC
fitiERkid 1 Th o feo BRI, 1 HIC 2,000 mg

HARFT o7, 4 BRETHRERD LD ofco fthd 1 4]
(ABPC JRMEE ICi3, 400mg 5 L7cds, MEORD
107=10*/ml) & FHIMIRDOBA%EH HH & HE Lo

C) <=y vEERNCKTF 2 EEPREUE (Table 11)

DB ERER R I B RYYESFID 5 B, Piv-
mecillinam ¥ 5§jic<=vY v (ABPC, AMPC) 23
HZ 5N, #5TH o IFERNC, REIERS UIBiE
RU7zDHs Table 11 THB, 6HILTH E. coli [Tk
BRYT, EBEBOLOLBMERYYE (L1, T8
5) EhDTHso BREDE 6 #A3 ABPC ICHEM

Table 11 Clinical evaluations against uncomplicated UTI caused by penicillin resistant strains

Pivme-

Age| Site |Patho.| MIC (pg/ml) PC therapy cillinam Therapy
Case . Dosis . Result
Mecil- Bacteriology and
Sex{ infect. | gen | linam ABPC Result %Zfrz’ urinalysis
] 7673 T | ABPC E. coli >10"/ml— 0
1 ]YM ¢ | Lower [E.coli| 3.12 | =400 1.5gx 7 [600x2 Satisfact.
ot ‘ Failure WBC H - —
| 3y ‘ AMPC E. coli >10"/ml— 0
2 Y.S. £ ” ” 0.78 | 400 1.5gx 2 | 600%x2 ”
. | i Failure WBC H o o
35 ! AMPC E. coli  107/ml—10*/ml
3 1|S.T. ¢ ” 4 1.56 400 2.0gx 2 |600x3 Good
_____ N B Failure WBC H -
70 AMPC E. coli >>107"/ml— 0
4 |1.S. f ” ” 1.56 400 2.0gx 2 | 600x5 Satisfact.
o - Failure WBC Ht -
40 AMPC E. coli  10%/ml— 0
5 |IK.W. £ ” ” 0.78 400 1.5gx 2 | 200x2 ”
- Failure WBC + —-— |
35 ABPC E. coli  107/ml—10%/ml
6 |S.T. t Upper | 7 1.56 400 2.0 gx10 | 600x3 Good
b Failure WBC Ht - —
Table 12 Summary of clinical evaluations of uncomplicated UTI
Daily dosis No. of EE.P(()Zf Effective rate (%)
Pathogen resist Infectious site - Satisfact
(mg/day) cases strain Satisfact. . +Good
E. coli 40 Acute 31/40 ( 77.5)
1 0.3~10 42 Protus 9 42 4 26/40(65.0)
| mirabilis4) lower 1/ 4*( 25.0)
E. coli o1 12/14 ( 85.7)
2 100 14 Staph. epidermidis 2714 3 ” 10/14(71.4)
| Proteus mirabilis 1 1/ 3*%( 33.3)
E. coli 6 7/ 8 ( 87.5)
3 200 8 . 8 5 ” 6/ 8(75.0)
Staph. epidermidis 2 5/ 5%(100 )
10/10 (100 )
4 600 10 E. col: 10 7 4 9/10(90.0)
o - o 7/ (100 )
E. coli 67 29/32 ( 90.6)
Total 74 Staph. epidermidis 4374 19 25/32(78.1)
Proteus mirabilis 3 13/15 ( 86.7)
5 100 ~ 600 4 E. coli 4} 2 Acute, upper 0/ 4 — 2/ 4 (50.0)
6
6 400~-2,000 2 Klebsiella 2 1 Chronic, upper| 0/ 2 — 1/ 2 (50.0)
Total | 6 | 6 3 0/9 — | 3/6(50.0

* Clinical result of ABPC resitsant strain
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¥ (MIC 400 #g/ml #35, >>400 #g/ml 51) TdH o
7eh3, Mecillnam [CR3ENERZHERL, £ MIC
X, 0.78~3.12 #g/ml THo7o ZhE 12, 600 mg #*
5TEH3, 52, 200mg BE5TES1 T, 2HIC
SREBD I

(D) BAphM:RYERRR AT (Table 12)

S B T ERR B RYYAEIC X195 BRAEIE, 0-3~10
mg/HOLBBERTIE, 65BMERWT, EEED
BRHRITT.5%TH o7 (2HOEMEREFETEHD
2B <)o 100mg HEHTIR, FPR, BHhRMNENE
N71.4%, 85.7% T, ABPC fittktic 592 Hahid
1/3 (33.3%) TdHoto 200mg HREFHTIE, EH=X
15.0%, B4 87.5% T, ABPC MHHRIC 313 25%)
#i25/5 (100%) THoto 600 mg WERTIE, EY
#I0%, HEHE100% T, ABPC MH:MRICIZ7/7 (1009%)
Thotco LEBEHAZR L 20T T 2ERDEK, HX
i3, TNZEN78.1%, 90.6% TH > 1o

REEFIZE SR TH B, FEHI(1) I2MERIC T 8 4R
i, MF LMz HEHEMERT n, FHBAERKLE sk
#1C, TUR-P AR/fF L7, BERETEMMIEICIRE 252
72 Pivmecillinam #100mg 4 [@ 1 B# 5, 14 A R #k#t.
ERAEONE R, Table 13 WCRET &L, BREHRIE
MTH o7, AMERBEDERD L - 7. FEFARNTIK
MHRAEVREDO » 7 — 7 v BEHICRG L, KERS
WiicchzkELr, COEMTS, E. coli, Proteus
mirabilis OBREHEZ, ErTHE4H, 108 HORK
PR 103/ ml AT Tdh 57, REFA T, 750mg &
52 ABCABRIREEFRAL 0T, U 300mg CRE
L CHERE U, SEM3)i3, TUR-P #i 0 EHET, &
Bt oMEHECAVbOTH B, ME, HmBRLIC
HMERBFE DD > T, FEHA)Z, 8F BT (FE2T
kg), REMMEBMELB O T, KHKE48
MCchEBRELL, COBTI, HEOMEBEOERE
WHHA SO EEZL o NN, HOoLLERITR%GELHR

(E) 1SHEAEHEAEIREERRAYE (Table 13) Wiz, EHIBNIMEICT 2D TUR-P 2% 278, K
Table 13 Clinical evaluations against chronic cystitis or prostato-cystitis
. Com-  |Cathe- ' . - Ur- 1. . .
Age| Daily 2! plication | ter Bacteriology o inalysisisens" | Side
No.| Case dosis |'& & in- , [ tivity |Result
2 ldvell:| Organi Vi 3 WEC/
Sex | (mg) |~ surgery weed-‘ rganism iable¥count3(ml) IHPF |ABPC effect
3 - ) e Proteus T
TN ST 400 |14 | PTURP| No | e 1t mirabis }1o3> 44| — | Good| No
- Enterococ.
55 | 750 " 27| Urethral D E. coli Pseudomonas b — Appe-
2|1S.0.| 5 diver- No 10’— Proteus 10 | H—+ ” tite
300 | 10 | ticulum 2 Proteus mirabilis 2 — loss
3|T.A. 78| 300 | 14| P TURP| No | E. coli 105 Rettgerella 10° | #—4 | — | Fail.| No
> D Rettge- Morganella n—
s 1. 81 100 14 P jreterol No rella 10— }103> He— Good | No
| celectomy » E. coli Klebsiella 2 — -
65 > | v Proteus Proteus TR . ;
5|S.S. m 150 | 14 | P TURP ‘ Yes ‘Z.'ll][gtll'f.Y 107~ mirabilis }10G ins + Fail. No
Table 14 Side reactions
; ‘ _
Daily dosis !Appeared on | No. of Drug
(mg ‘ (days) i cases administration
Stomach distress 200 2 1 Continued
rs)ggrzr?]:ce}fsdistress 200 1 1 Discontinued
ptomach distress 600 1 1 | Continued
Loss of appetite 750 2 1 750mg—300mg
Total 4%

* Frequency against all cases : 4.7%
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BAIC TR LSBICTH s —Fr 2B BLI, KET
3, EEEIE -, M- cs — v O UEM T TH
EINTLE, o THEODARFRELIFTEHERKES L, R
RO%FER, »7—-7 vEBCIORANMBRS IS
LBRbNh B,

Pbos@ztlnd s, BGxh3, 52 THEHR60
%THoto

]| 13 B (Table 14)

LAEHIBSFIT 4 FHCTHILEHEREE L T 2 EIEAER
Bizo BEARE 3 FIEKE, AERENRTLZN1H
FTOTHofeo MM BEZEFALIHIMNHY Pivme-
cillinam D54tk L, Hetacillin [CZFE LT & FEE
DIER%Z Ao RERREFAATIE, R5ER
750 mg/H X D 300 mg/H & & L12AM ORG24 Hefs
Hsk7zo DB BRG] 2113, [ESUELTITEEE
Rt LIS 7o SFERNCKTT 2 REHRIL, 4.7T%Tho
7o

MEECERE, REMEREL 5 ERICBOTRS
HIRICAT o 1od8, 2 TREFHRRBAH S N8 5 7 (Table
15)

Table 15 Studies on blood chemistry and
peripheral hematology

T Case|I.S.T.W.S.O.[T.A.S.S.

~—

Item | 70f | 62m | 55m | 76m | 65m

BUN Pre. |12.9| 8.6 |14 24 N.D.
(mg/dl) Post |17.5|13.1 |13 25 15

Creat. Pre. 0.6 1.3 1.4
(mg/dl) Post 1.0 | N.D.| 0.9 1.3

N.D
0.9
GOT Pre. 20.3119.6 | 13 22 N.D.
(unit) Post 18.1 | 39 N.D.| 20 N.D,

GPT Pre 16.7 1 13.2] 9 13 N.D,
(unit) Post |11.5| 6 N.D.| 14 27

RBC _ Pre. [426 1373 455 |313 N.D.
(10‘/mmd) Post 415 (416 |515 337 353

qu Pre. |13.5|12.0 14.1 12 8 N.D.
(g/d) Post | 12.7 | 12.8 | 16.2 | 11.7 | 11.0
WBC Pre. 16,400 (4,800 |5,700 |8,000 | N.D.
(/mm*)  Post 15,100 (6,600 |6,100 |4,000 |3,200

E E S
LImE AN

Mecillinam {3~<= v V) v ZEFKO—FEEAKTH BD5,
sk ABPC (CvEXN S RIRFEHICHELT, 2=
— 7 BHERR7 b5 6%2HT b, TbB E. coli IC

DNTHB L, ABPC Rik#kTId, MIC % <0.2~
3.12 #g/ml &, 4 ~5 P Mecillinam OF23EN T
PMEHER Uz THERICDOWTIE, Z0ES—BREF
A, ABPC [C 400 #g/ml ¥ /zizchll ko MIC %
RUT EED 75%H3, 0.39~1.56 #g/ml DR TIEE
BT RBMIEE B, TDLT &, Mecillinam s~
=) F—VEERICH U TCO BN ERET 500 L
EZohb,

—7J5 Staph. epidermidis \Cxt L TiE, Mecillinam @
BB 713 ABPC T LD 18040, 50%H350 #g/ml,
50%53 400 £g/ml OMIC %R U720

COXSBHEID % — D 1H:E 13, Mecillinam
DILERBERICH B KD, 6 SIOMBMBRERD AR~
=y ) DD acyl FEA T, amidino FEEICIE -
TWEHEEEILNS,

2. ERPRAYAR

(A)  BASHM:IR B RRYYAE
a). kB T IR B R Y

i. DEBEICHT 2 REREORE

hhbhidd Tl ACPC, AMPC, CEX, PPA 7i&
DOHFNCE T2 VERGHEO ERHEO RFEfT>Tx
7oo BIEEDRTT, DRIEE OF ARG DRTE
WAL & B BRRD 255, localization study & LT
AOLRZC &, QFHERSCRKIET 30, LETIR
BOG LTS OFREE O FE IR RO EAE DR RICHE LD T
Eo COTERBREFDFERICOEMNECETH B0
BVE LR DEWEH A B EIGIDIEEMEITE BT &,
(REPVRIEE#IC S 2 2 A <, T HBIR O N
ORI FREMNH L L, KENBFONS,

AHNC X BERIERAE (Table 8, 9) A4 53 &, (1)E#H
EAERERE 2 1CiZ, 0.5~ 1 mg/H D5 T a5 bRt
BN S Nico RIIIRROAPEME >z EBbN
BFDIEGI T, AHAERAER B ICIHE ISR
WINEN DB EELSLNT. (3)ABPC iR Ik 5
BHITUT, 10mg/HTEHPREDONIbD DS
A3, 20~100 mg/ HFEREIC KA T HENH B L EZ
Bnkocmﬁ%cﬁbfi,mx@ﬂw%mﬁ%ﬁ%

b b8, BANREISBMEEICLLT, &

Q%DTWKCkégiét,%EEXEE%U%%T
HbHLEOEDONG. @) TFORE R EEAE D EY
WK, ROVEBAMINIE2LENH B C EIEENL
27

fEkOME Ui Kok A %) #id, AMPC 6.25
mg/H, ACPC 50mg/H, CEX 25mg/H, PPA 25
mg/HCHo7C E%AEZBE, Pivmecillinam (3 0.5
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~1mg/HTHY, CHNFRAREL L THmDTEDET
B oo BMBRIRBEINCEIT 2 RiEZ, SHROHEE L
THAICTORERET A TFETH S,

ii. 100~600 mg/H%5.1C & 2 A RERH

Table 121TRd L 51T, 100 mg, 200 mg, 600mg &%
BREBROBRAMEKARICERAONT, EHRIIT14
~90% L BN TR R E BT FIRODE BIEFEH B
&, (VABPC Wit #:T, REPLED b 5 BEOHEBER
AET B D, (2Staph. epidermidis \C X BRRY:, 11E
Thotco —HEBEEE BWILL ABPC T :EBRI
JETIE, 200~600 mg/H D %5 T 125th& T HRhIH;
BA A1, 140 CEX HEERTS, AHTED%E
Hhtco C D Table 11 (T # L TOLIREWLERT,
Hetacillin B&hEH] 2 HIC K LTH, 200mg 5 TH
%% H1- (Table 6)o

FRICBT 2 M3 T3, 600mg #5104, 3 HIC, th
1B 2 ERLINICERE A 7208, BUEKIO®RE% 3 ~
4 BI¥5 U5EH Lico HHRRIT3/32 9-4%) ThoT
i, b A e PR B R LA I XS B TR BRAR

R 6 HlEDDT, 4RI RO HWhdH
208, TIRESBRYUEICH USRS - 7o T3, (1)
ABPC it EIC & 3 &5te QURGENDD 5 1co BIEE
BRI o e, CERENEZLNENGHROBE L
Liclde COMEPOALEDS, 1H600mg YLD
EMpETHAI EEL LN

(B) 1 e Atk T UK B SRR AE

100~750 mg/ H @ #5- fEH 5 Hl O 3 T3 2 HICH
B ML AT 1A, 103%/ml F7cid £hll
FRBLAEBDIONR3FH Y, HRHEE0H T—IHD
MRAEDTIEATEINEELOND. TNIEE, JEH
134T ABPC (Cx LIHEEET, 205 b 23 Bk
DERYPITH Y, Pivmecillinam 5% LPNCTEA
F 1213 TR Qs 8% S 7o Dose response I[CB LT
i, ER LD, MRBAENTLRETESH D —KIC
HUMBE. 1 HoSEE LT, 300~400mg L1
MURETHS EBbNS.

© BIWEH

Bk, BEREK, RELEOHEERERD
Bips 4 BITC, FEICxd B HEIZ4-7TBEBOTED
tro THIT, BREEBDH - EICELEbDEREDLN
%o LEBEEM426ICIE, £TTH LIERIBREDI
Mot &, 750 mg/H TRBARIEKEE A HIC 300 mg/
AICHEBARUT, FAORP o7 E8ELS b
BHNECETHDB. 1B 1HIC200mg HEHHEL
DFZDAH SN, PIEOFEENS O ik Uico TOIEH

Tid, Hetacillin CEHELTHRBOFINH-7D
T, =y ) YREFNCEUORICER UIHRESE
ZoNBh, BERICOVTREN TIEE. WINODIE
Bl b G Uk, #EICERDOHEEE S 1o

MEAALZE, KB 2 5 FICKRET L7ohs, FHiHE,
e, RBMMICHT Wbk SR RICELEATLED >
7o

&

o

=]

1. Mecillinam %, ABPC iCkiL 7 5 AR HEASBEIC
xt LT RBRENIIE L, JERICEN TS, E. coli
WCDOWTHBE, ABPC JRYEEHT 4 ~ 5 BBy, TS
T 7~ 8 BRBELI oMW ZR Lo LPLYZ
LM W33 BiEE /i3, ABPC [T LT 1305
D& THHER Uico

2. SSIEFIDIREE - MEEERYYEICH LU Pivmecillinam
21 E UK BREEBET Utco

1) ZM: B IR B RYE IO 2 DB RS ORETT
i3, 0.5~ 1mg/HDEETHENS LN

2) FEEHR T, 100~600mg/HDKR 5 T, BX
#90.6%TdH o710

3) ABPC it #: D E. coli IC k2 EYLIC, 86.7%&
FERCEN T BRR BARE B o

4) FIPRBBEGYETIE, THICH ULBRMEE D50%
DERRTH o710

5) 1SVEIEMEM T REERYYETE, BHE0XTH -
7o

6) BMEEICOVTAB L, (1)E BT IR B
YUiETid, 100~200 mg/H T Fe43 13 i HE 2R 08 HifFH
k%o (2) ABPC Titt:EE IC & % RIECERR Tid, 200~600
mg/HEEOHENEE L. Q)COEOKET, BE
DIEBEEAE T BEH T, 200~600mg/H DEEHs
B Lo FARIIRRAZ T UIIERIT b AR R
OEUE DR GRVBNETH S EBbN Do (4) EHIREEEK
Yt ¢ ABPC Titt:o> GNB &Y T2, 600mg/HPIE
OREGBBETH B0 (BIREEMMETIMRERGETE,
300~400 mg/ B EOHBENNETHS L Bbh b,

3. BIfEAE, BF - B RHMRE CEEEZRYD
3. EHEMEIERI, & LTHLRRARET, B
PFER4.TBTH o710

4. Pivmecillinam ([3REERYHUEICK L, REKD~R=
VY YREREBESIHBER R F 7 2 2FTHEN
TRRCIHEHSIK ThH B0 2D B KDFEIR, E. coli %
K& LT % GNB ICENBENIZEZE L, »ofEko~
=) ViiHEEIC S MO 2 RY A ETH B,
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RO —FIC DO TIE, 240 BRLFEREYS 2) GREENWOOD, D. & F, O’GraADY : FL 1060 :
(FBFM514E6 A, B3E) O FH sy v £9 v 4 [Pivme- A new beta-lactam antibiotic with novel pro-
cillinam | 1€ 450> 5% L 72 perties. J. Clin. Path. 26 : 1 ~6, 1973

3) BAE=, BHEY, FMEEA R - HIRER
e i fE1C %9 % Pipemidic acid (PPA) o #BEfY, K

Rif# s+, Chemotherapy 23 : 3025, 1975

4) AMBY, MEAA, HAEZ: H24E A K{ILFE
RBE2B R, W, 1976

1) LunD, F. & L. TYBRING : 65-Amidinopeni-
cillanic acid - a new group of antibiotics, Na-
ture New Biology 236 :135~137, 1972

THE LABORATORY AND CLINICAL STUDIES OF PIVMECILLINAM
AGAINST URINARY TRACT INFECTIONS

KEerzo Suzuki
Department of Urology, Hiratsuka City Hospital
Yorio NADE and SATSUKI Aso
Department of Urology, Fujitagakuen University, Nagoya

The in vitro activity of mecillinam against bacteria isolated from infected urines, compared with that of
ampicillin, is low against Staphylococcus epidermidis (MIC, more than 50 #g/ml), but remarkably high
against E. coli strains (MIC, =<0.2~3.12 #g/ml), even against those of ampicillin resistance, the MIC
varies from 0.39 to 6.25 #g/ml.

Pivmecillinam was applied for the treatment of 85 cases of urinary tract infections. The cases were 72
of acute simple cystitis, 2 of prostato-cystitis, 6 of acute or chronic uncomplicated pyelonephritis and 5 of
chronic complicated lower urinary tract infections. Fourty-two cases of acute simple cystitis and prostato-
cystitis were treated in a dose of 0.3~10mg divided two times a day, for the purpose of investigations on
small dose therapy. The bacteriological response was gained 77.5% in these cases. In 32 cases of acute
cystitis at a dose of 100mg to 600 mg a day, the rate of effectiveness was 90.6%, even in the cases
caused by penicillin-resistant strains, the cure rate was as high as 86.7%. In 6 cases of pyelonephritis,
the rate was 50% in acute or chronic. Five complicated lower urinary tract infections were treated at a
dose of 100~750 mg a day for 2 weeks. Five of 3 were gained bacteriological response.

The side effects of pivmecillinam were the disturbances of gastrointestinal tract such as stomach distress,
loss of appetite, loose stool, which were seen in 4.7%. No abnormal effects on BUN, creatinine, S-GOT
and peripheral hematology were observed.

Conclusion

Mecillnam is suprior to other broad-spectrum penicillin derivatives such as ampicillin, amoxicillin, etc,,
principally against gram-negative bacteria, even against penicillin-resistant strains producing penicillinase.

Against the urinary tract infections due to gram-negative bacteria, especially caused by E. coli, including
penicillin-resistant strains, pivmecillinam is an excellent chemotherapeutic agent of oral use.



