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e R IR R YU I b3 B Pivmecillinam o g PR 68 B % 8

S e e - B i
IEERFEFBBREHERE (ZFE: CPEERRD)

" E

REEREORBRE T —RICs 5 »sBHEREOL5» 5
HENEL, REBCEROEENS S 2 E MR K
RECBTOBARISKCHETH 5. SElbhbhid
MM RBRIYEICH L, 75 2BHEBH, LVbTE,
coli CHEFHEVbhIROBGH~=v) vHBHTH 2
Pivmecillinam %R U1z ® T, % OBEEKIERBREICD
WTH49 5, Pivmecillinam 3% £-lactam 8
T% % Mecillinam o pivaloyloxymethyl ester <, 8
HE»PLTHPPICRNINE ABEREICIDKBLT
Mecillinam & 729V, HEEMHEZRHET L2660 TH 5,

GIESSE ALY NP2

P SUINERIS0HE 6 HA S IEFIS1E: 1 A% COMIRIITA
BRI BBl R B8R 2 i 74 kB KOABE
BET, DIFNGRBICKBIRBOELET 2 EHREK
BYHERITH 0, BFRBRKR, K30 7 — 7 VIRE R
L, €OEEEEHRICK > TH B BA310Y/ml X B4
HDIbDTHBo WHBRIC K >T2HICHT, B18
13384 586 F IC 1 5 BF130, T 1 FIDET14HT
1 H& Pivmecillinam 200 mg % 4 B4R, 7 BE&RO
5, B2BI6THST6FICh 5 BF126], ZF5
BDEH17H ¢ 1 H B Pivmecillinam 400 mg % 4 [@] 4
iR, 7 HREERO#E%1T 5 %o Pivmecillinam #57i#%
BXUHREHKRT®R7THE® 3[EIIChIk > THRIR, R
HERE#DL LURARZURB L & b ICHBEEROR
BICOWLTRE UTce F 7c—IEBOER TiRERAI D WARK
6 Rifil % T Mecillinam ORPEREE, PR 3 K
HETL, IoIC6KHEZTE 2ODREETTIEL,
TERESIE & OBIRICOLT B KR E U 7co 1BEER
E. coli NIH] HEREHLT A H v 7L THEL, &
#EHIRIT pH 7.0 v EEEK TER Ui
EIfEAICDOWTIE Pivmecillinam AR IC &3¢ &
Bbhd 7 ra¥—ER, BILEEREEICEERT S
L& BT, KL DIEFNCE D THEICH S BigiE (BUN,
mEsvryF=v), HFEE () rer, GOT,
GPT, 7TAoH )74 R 7 72 —+) BIUKBIMKERD

EEAEBRE LI,

FRIR AR O YE R S aiR O BH EROMB &, E
MR E LTIRKRBXUR PRIE RO EESEE L
720 ERAERGHR, PR B B X UBRKEICONTE
g, B, BRI LD 3IBREICHY, BRICKZERD
BT TN T IEROER, BF, REEAHIL, iR
OWERRED S B HEERICHT 2 5082 E4, B,
& 3 BRIBICH T THE Lice BIROBEICDOLTIRIK
HESRIC X 2 K P E B DT R S BIK DIEFHAL,
WEBLURZED 3 BEICHT, CHICHE U THEBED
BAEZNENEL, BB ICWNEHE Lo Kl
EHOBERERIEHEEICX > TER L, BREOBRYE
(%%, 10%/ml DT\ 0D 2H%, RELZEME
I Utco HKMROBREHIEIEFIEROME &, IR
KEBIUKRPTHBEDHERED T XTICEEDA LN D
ZHEZHEL, ZO bEREORMEE I LIcbDE
FHE Ulco DTNICHEEOH SN P o DDA
%, —HICKEOA SN DEPRPERNE L, Pivme-
cillinam #E#& T 24K & B 5 R TH 7 HEICHE
L7co

154 %

1) BEMEKICDNT (Table 1)

BREAR & UTHEIR, BERBB XURRBRICOLTH
BE, HIBLE 2HOHSUEAP THRAFAILOD
122501, BERRIEZ1941, RRBEILTHICAH S, TDIE
BRTHEBROWSERF I HERBE SRS X (HHFaLE
9. TBITHRDA S oo KRB KURIKRIZPPESL
50% R0 CTH o710 BRERBTIIPPE 2 BHOBMEMNSE -
TS, ZDEMLOIERICIEKER S SN o1,

2) IBFRIZCDVT (Table 1)

Pivmecillinam #2485 T332 FICHREASA 5 11,
UBIEED, TR PEEORIRER Ulco REGET
EH%TIMRIHEE LzbORI@EHADET 64 (19.4
%), HE 204 (64.5%), RZE 54 (16.1%) TH
D, MHEOMTRRROWEDEEICAEZIRD LN
oo
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Table 1 Clinical effect of Pivmecillinam related to improvement of urinary
symptoms and pyuria in patients with complicated urinary tract
infections
. Immediate results
Urinary symtoms No. of (24 hr. post-treatment)
and pyuria cases Cured ‘ Improved | Unchanged
group 1 13 J 4 3 6
Urinary frequency roup 2 12 3 3 6 S
Total 25 728 %) 6(24 %) 12(48 %)
Group 1 10 9 0 1
Painful urination Group 2 9 6 3 0 .
Towl |19 | 15(78.9%)| 3(15.8%) 1( 5.3%)
Group 1 10 5 1 4
Residual sensation _ Group 2 7 ! ! 2 N A4 o
Total 17| 6(35.3%)| 3(17.6%)| 8(47.1%)
Group 1 14 4 8 2
. Group 2 17 2 12 3
Pyuria .
Towl | 31| 6(19.4%)| 2064.5%)| 516.1%)

3) BREHLCRPHEERICDONT (Table 2, 3)
Pivmecillinam #£:1C & 2 f#ll 22 HIE BEBAIC DT
i3 Table 2 [C—fEFER Ulco 6 BERT ICHHE LA FRikk
13358C, BARKRYUT 4 HliICA ST E. coli 73 8 f%k
EBH L, DT Enterobacter, Proteus mirabilis O

% 5 ¥, Proteus vulgaris 4 ¥k, Proteus morganii,
Enterococcus DK 3 ML ENFEHEbDTHY, 77
LR BH35 K30k (85.7%) % 5 ¥ fzo Pivme-
cillinam #5®RTEHRTEE RE OHEEBALNICD

DL0F GELEEL B, 228940, 10%/ml Ll Fickd
311 CGELEEOW, 2B 24 CTHotoo HABEY
IR AL Table 3 IR T EL T, E. coli i3 8 #h
TENCEBOLTHE LIchs, €D D5 4 PlICER B Gbs
B SN Tco Proteus mirabilis, Pseudomonas aerugin-
osa BEUY 5 ABHEREICHT 3B 7 5
LR ENCLE LS 5 TloTeo

Table 3 Improvement of bacteriuria of treatment with Pivmecillinam

(Immediate results)

No. of

Organism strains Excellent Good Poor
E. coli 8 T(4)* 0 1
Enterobacter 5 3 2 0
Proteus mirabilis 5 2 1 2
Proteus vulgaris 4 3()* 1 0
Proteus morganii 3 3(2)* 0 0
Enterococcus 3 0 2 1
Pseudomonas aeruginosa 2 0 1 1
Streptococcus 2 1 0 1
Proteus rettgeri 1 0 1 0
Klebsiella pneumoniae 1 1 0 0
Citrobacter 1 1 0 0
Proteus vulgaris 2 E. coli 1
* No. of cases of bacterial { Pseudomonas aeruginosa Proteus mirabilis 1
alternation 2

Klebsiclla pneumoniae 1
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Fig. 1 Correlations between urinary concentration of Mecillinam and bacteriological results
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Bacteriological results

Table 4 Sensitivity distribution of clinical isolates to Mecillinam and ABPC

Colony
count

/ml

Organism

Mecillinam, MIC

ABPC, MIC

(ng/ml) (pg/ml)

3. 31| 6.25-50

=100 |=3.13/6.25-50 | =100

108
108
108
108
108
108
108
108
108
108
108
108
108
108
108
108

E. coli

Proteus mirabilis
Enterobacter
Enterococcus

Proteus vulgaris
Klebsiella pnewmoniae
Pseudomonas aeruginosa

Proteus morganii
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4) Mecillinam OFRFIMEE & # B 2 49 4% ZRAGKIC
20T (Fig. 1)

BYIDR % 0 ~ 3 K& 3 ~ 6 Kflld Mecillinam
ORPEBED S bim K B E & MEERERBEE O
A& 5 &, ELHTIE50mg WIEB L UP100mg N
RoWLFNd Mecillinam DK HEREOFEHI13100 2g/
ml 28X TED, BRH, BLHH LIEXZ DR EE
BIETER Uico RPBEIIEDH LB B XUEN
BlEoOMIC3BEEZNALN (P<0.05), BHEH L &
FEOMICREBRZRBD SN o/

5) ERE(CHIFTS Mecillinam 5 k¥ ABPC ([
333 % MIC (CD(\T (Table 4)

Mecillinam {2349 % MIC %A 5 & AL D EKIZ100
rg/ml Y E DA R Utcds, E. coli 1 3fthDBE ¥RICH:
USSR K, & ICHEE E4310%/ml oA E
DIEANIBEE CTH o720 ABPC L DLELTIZ E. coli IT
BT DA Mecillinam iTx4d 3 MIC O FH1E <,
HER TR RZZED S NI o7 HEEEKED MIC ©
E#idbT 013, EEFIEER E. coli [COHEERTZ
HWH S NI
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Table 5 Correlations between improvement of urinary symptoms, pyuria
and bacteriological results

S Immediate results Follow up
Clinical (24 hr. post-treatment) (7days post-treatment)
. T T
findings Excellent f Good | Poor | Excellent | Goodl‘ Poor
| Group 1 1 |z 4 9 | 1)
Urinary | Group 2 1 14 2 3 13 1
symptoms ; | —
Total 2 } 2% | 3 | 7 e |20
N i
Group 1 4 8 2 3 5 | 6(4)
. Group 2 2 12 3 1 16 | 3(3)
Pyuria
Total 6 |2 | 5 418 e
Group 1 | 1 9 | 4 3 5 1602
Bacteriological Group 2 9 2 6 8 2 172
results [
Total 10 n | un 7 [13()
* No. of cases of relapse
Table 6 Clinical effect of treatment with Pivmecillinam
Complicated UTI g:;'e:f Excellent | Good | Fair | Poor s:ﬁcgis
24 hr. post-treatment 14 3 7 3 1 71.4
Group 1{ 7 days post-treatment 14 3 4 5 2 50.0
24 hr. post-treatment 17 8 3 6 0 64.7
Group 2{ 7 days post-treatment 17 7 1] 9| o 471
Total {24 hr. post-treatment 31 11 10 9 1 67.7
7 days post-treatment 31 10 5 14 48.4

6) EBERFTRICRY SN AEMSR (Table 5)
Pivmecillinam #/5\C X B EBREH B &, HEE
RO BT BADET8H] (90.3%) 1CAH SN
Bl 2 DB THolco B G TR 1BEHOBET
3, ERTH, Bh22dl Ll &S ICHENALNIL, B
1RHC 1 BlOFBRDA S e BIROWEIHEHSHLE
T264 (83.9%) LIFTE BIER & EERORRTHS
M, EHENT 6 HlE BRIERICET2XDRBZ T
UL UG TH®R 1IBE TIED 44, Bxh184 &t
FIOBWOMAH S, 7 HNCHEED O BB O RIR B
BHONTze © LTHEERE KURKICHE L T3m#E
BT BERREOERA SN o foo MBEIRE
A TIE, RERTEHRIHEESDETIHBENTH
v, 214 (67.7%) WCE#EMS LN, TD D HLEMHIL
BB L1P, 2B IRELE 2 HOLMNRIFIEEHETH
Stce BEHTH 1 BEOHE CIMBEAHEDILA,
B THETL0, WEHENIII3H LGN L, £ D S $10*/ml
PIEICHE Lz bRl e ch 2 53D, & 44iliC
HBARD o

) ESERBUREFT R M H& /- Pivmecillinam &5
(C & BEERSNRICDVT (Table 6)

KR TEHSEOBRMIF 1 BTREN I, F47
W, RRER3H, B 1 BITESRIITL4%, H2H
TREM 8K, AR 3B, PREX6FITHERDEE. 7%
ThHU, MHESOETEDIE, BRI0HT67.7%DH
WETH o720 REKRTHRIEBETIHE I BIEHS
i, BEh4H, RPE R 5P, )2 FITHERES0.0
%, HW2HTRENDTH, GR1H, PPEHIHFITEH
AT 1% TH O, TEEDOEL EERL0H, BX5H
TA8. 4B DEFREISD, THICHRIED SN &
BHTEHBRBIU1IEEL OF 2HOHBHRESPPH
BREREIS o1, EWADSE UL 2 BED B
TN RIFEEMTH > 70

8) EIfERICDNWT

T4 DIk 1 FHCHA 3 HEICTER, oMLk
DOIRFEAIET U BRERRA Sk, 7ra s —iE
RELUZ2OMOBIER & Bbh b HRIED S idh

27



VOL. 25 NO. 1 CHEMOTHERAPY 295

Table 7 Laboratory data before and after treatment with Pivmecillinam in patients with complicated UTI

Case RBC Hb Ht T. Bil GOT GPT ALP BUN Scr
No. iAge Sex | WBC | 5900 | (g/dD) | (%) |(mg/dD| @ | () [(KK.U)(mg/dD|(mg/dl)
Group 1 (200 mg/day)
1 1l om 8,600 412 | 12.8 | 41 | 0.8 34 ‘ 27 7 19 —
‘ , 7,400 391 | 12.4 |, 40 | 0.5 2 | 21 8 18 —
9 |6 | m 9,000 352 | 11.0 | 31.2 = 0.6 36 23 6 11 —
- 6,400 342 | 10.6 | 30.5 | 0.6 38 ‘ 15 5 13 —
s | 8 | m 5,100 38 | 11.3 | 39 0.4 23 10 6 18
4,800 394 | 11.6 | 39 0.4 27 | 18 8 12
A 63 | m | 13,500 | 530 | 12.0 | 37.4 0.5 36 | 40 7 17 -
6,200 428 9.6 | 30.2 0.6 17 17 7 12 —
5 80 | m 6,000 379 | 11.6 | 35.2 0.6 24 l 14 4 8
6,200 380 | 12.0 | 37.1 0.6 271 | 16 5 14
6 0 | m 8,300 341 | 11.0 | 31.8 0.8 25 | 4l 8 19 | —
6,800 346 | 11.2 | 32.8 0.8 27 | 30 6 18
7 e | m 5,100 | 361 | 10.9 | 32.4 | 0.8 | 24 | 17 6 13 1.2
5,300 382 | 11.4 | 34 0.5 26 | 18 6 15 1.1
¢ |75 | m | 6:400 342 | 10.5 | 31.4 0.4 21 | 13 7 18 1.0
| 6,200 371 | 11.3 | 33.8 0.6 24 | 13 8 17 1.0
9 6o | m | 9400 377 | 11.5 | 34.2 0.6 23 | 24 5 | 18 1.5
| 6,900 380 | 11.8 | 35.2 0.4 25 |27 5 | 12 1.7
10 6l | m | 12,700 437 | 13.2 | 39 0.5 34 29 7 12 1.3
| 6,800 421 | 12.8 | 39 0.4 37 37 8 | 11 1.2
1" 71 m 7,100 368 | 10.2 | 31.6 0.3 23 16 54 | 13 1.3
7,100 365 | 10.2 | 31.5 0.3 29 18 50 10 1.3
. C — 0.4 19 9 4 12 1.0
1238 | f |- 0.4 | 27 16 5 13 1.2
3 0 | m 6,900 | 384 | 12.9 | 39.3 0.6 28 15 7 13 1.3
6,400 409 | 14.6 | 41.7 0.9 22 13 7 17 0.9
4 4 | m 7,000 454 | 14.1 | 44.7 0.8 | 28 25 5 12 1.2
6,200 428 | 13.8 | 42.0 0.5 | 24 19 6 14 1.1
Group 2 (400 mg/day)
1 61 | m | 4700 | 391 | 11.2 | 33.3 0.4 35 26 13 12 1.8
7,100 | 413 | 11.7 | 35.8 0.5 31 | 26 9 12 1.5
2 | 52 ¢ 5,600 467 | 13.6 | 40.1 0.6 3% | 2 11 22 1.2
6,200 474 | 13.5 | 40.2 0.5 37 26 11 18 1.3
5 61 ¢ 6,600 397 | 12.0 | 33.4 | 0.9 33 17 8 19 1.1
9,700 417 | 12.3 | 35.9 1.5 29 17 6 22 1.4
. a8 ¢ 6,700 391 | 11.9 | 34.2 0.5 21 12 6 15 1.5
4,800 401 | 11.7 | 35 0.5 20 13 5 16 1.0
5 2 ¢ 4,700 423 | 12.4 | 37 1.5 19 12 6 14 1.9
5,900 442 | 12.9 | 38.2 1.6 20 16 6 16 1.8
6 53 | m 7,700 406 | 12.3 | 38.6 0.4 26 21 8 52 4.1
6,200 419 | 13.2 | 39.4 | 0.5 29 30 7 48 3.4
7 76 | m | 11,500 363 | 10.6 | 34.1 0.6 78 82 8 15 1.4
5,500 312 | 10.2 | 30.0 0.8 59 52 7 14 1.4
8 |76 | m | D30 410 | 11.8 | 36 0.4 25 17 9 12 1.6
5,200 401 | 11.2 | 33.6 0.5 31 18 9 12 1.2
9 g | om | 11,000 | 520 | 15.2 | 44.9 0.4 23 24 9 18 0.7
9,600 | 524 | 15.3 | 45.2 0.6 24 19 11 16 0.8
10 69 ¢ 4,600 504 | 15.1 | 44.6 0.5 26 17 10 14 1.0
3,800 471 | 13.8 | 41.1 1.1 10 8 9 18 0.9
” 6 | m 7,100 417 | 12.7 | 37.1 0.3 2 22 6 18 1.2
5,300 402 | 12.2 | 35.2 0.4 24 16 5 16 1.1
12 24 | m 8,200 387 | 11.9 | 35.5 0.3 26 22 6 20 0.8
| 7,500 401 | 12.4 | 36.9 0.7 24 20 6 17 1.0
3 |25 | m 7,800 | 523 | 16.5 | 49.9 0.6 53 67 8 16 1.4
; 8,400 | 502 | 15.9 | 47.4 0.6 38 44 7 17 1.5
14 6 | m 9,000 417 | 12.5 | 38.1 0.4 21 13 5 9 1.0
| 6,100 436 | 12.8 | 39.6 0.5 17 11 5 10 0.9
15 2 | m 8,900 300 9.2 | 30.1 0.3 33 24 7 16 1.2
8,300 286 9.2 | 37.2 0.4 21 12 7 10 0.9
16 6 | m 8,100 392 | 12.6 | 40.0 | 0.7 18 15 6 17 1.3
! 6,200 401 | 12.8 | 39.8 0.5 21 15 6 15 1.2
7 s om 5,800 | 402 | 11.9 | 36.3 07 2 | 1 5 16 1.6
‘ 8,200 = 426 | 12.4 | 38.5 0.6 | 17 | 15 5 19 1.4
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BRIRIR A AT IS Table 7 IC—# &R Lize AHIMK
RE TR, AMBRBIIERREESEZR U IBBERA 5
NI R T ARIEFEEICE Uic. RIMRY, ~=<
savy, ~< btz Yy FTRI6FDBEF 1 FICEREH]
W5 H O NI EMOEEHMENED SN

E x

B PR IR R YE DHE S B & LTI, E. coli, Proteus,
Pseudomonas 155D 2 7 A& WAREBEEKELHD, €
N5 BHEHEERT & ONEBL. MERE  OUEY
E ORI INEFICHLONT XM, Thicsd
RO HE O HBEBS b, <=y ) YREHNCH LT
LoD 7 7 ARMREIIMERT HONE ST
XTWV3BY, 4lE, bNbOIUIEHE M KR RED] % &
O, E. coli, Klebsiella, Proteus 15& D 7" 7 & & WAL
WCEE Wb AY Pivmecillinam % i ] L, %5
T 1EEOHEICE O T3 HISHICERTH > oo
BRI, HWEREILEICEND D, SEORHE TR
HRNE1248. 4% & E MK B EYWiE L LT Gentami-
cin OFNICIPY L LT s, fhogOr=vY ¥
MHBLVL7 razf) v REHLEIOEATL
729008 L T E. coli IOk URHEZERIIEE 2h 513 8
ek 7 BC BEFISER B 23 54, Mecillinam DR EA
ICxd 5 MIC e & BP0 E. coli 13fti
BC UigoZ a5 Uice 72 ABPC EDILERT
B RICB LTI ARZZRD S Tih o 7, E. coli
D&z ABPC iclt L Mecillinam o MIC 3f%<, L
HOEEEBOENICE b1l MIC OETHEETH
Stte TDRHOEKTIR, 7 7 ABHEICKH LTEE
RSRDE S LRI LD DT E INA, Pseudo-
monas, Proteus mirabilis {Cx LT b AR ITAFESY
THotco L L, MIC DIFEAE H3100 £g/ml DI Lk
THotiCbdi 54 Enterobacter, Proteus vulga-
ris, Proteus morganii 15 &35 EREIE L, FX 0%
B L L HICEROBEERE, REDOFMRAIOEBIIED
BEMNEZONS.

WEBICOWLTIE, 1 H200mg # 45 L400mg #
R TREDRICKRERA S NI o 7chs, MBEFRIZ
F.TI3400 mg R GBEDF O3 B IFIIBAETH o 7o Me-
cillinam DR il & MBEFHIERENR & OBIRE S 5
L, ROEEELE I ERBE RS, L b50mg
£ D100 mg PIRBE D HHSK s B <, EiiEL &
UTBALE ORI IE EORIENH 5IC LT, HEEMIKE
RYUEICIID I EH 1 H400mg OWR L ELED
NBo FMIRE KR PHEEICE D THB O FRA
HoNTELD, TOXD TKBICEHEBRNS 254

2 1 BMEORES TRALS THD, Thll Lok
WMETH5S.

BIfEA & LT, 1HICERER, 1 FICEMOHED
Ry orcds, BBEGALRRER R TRE MRS
LNTEY, FHOEETIBVLEEDLNE, YLDl
ERBENROBEREEZEF 440, SHOREED
Pivmecillinam Q%58 TERMIMIEER, MEACEME
T BREBEBIEITHOLEOLIBEMETH o7,

¥ B

HEHEM IR BRI X Ly 7 B-lactam $UA: 4 H
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CLINICAL STUDIES WITH PIVMECILLINAM
IN COMPLICATED URINARY-TRACT INFECTIONS

Mutsuo Havasnui and HirosHi NAKANO
Department of Urology, Hiroshima University School of Medicine
(Director : Prof. Hiromi Nihira)

Thirty-one patients with complicated urinary-tract infections were given pivmecillinam, a new B-lactam
antibiotic, in daily doses of 200 mg or 400 mg for 7 days, and the following results were obtained.

1) With judgement 7 days after terminating treatment, of the patients given 200 mg per day, the response
was excellent in 3 cases, good in 4 cases, fair in 5 cases and poor in 2 cases. Of the patients given 400 mg
per day, the response was excellent in 7 cases, good in 1 case and fair in 9 cases. In total, 48.4% of the
patients responded to therapy.

2) As classified by causative organisms, the antibiotic is effective against E. coli, Enterobacter, Proteus
vulgaris, and Proteus morganii, but was less potent against gram-positive bacteria.

3) Although MIC of mecillinam against most causative organisms except E. coli was more than 100 xg/
ml, E. coli showed high susceptibility to the drug.

4) Side effects noted were nausea and gastralgia in one case. No abnomal findings were demonstrated
with hematological examination and blood chemistry test.



