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Fig. 2 Antibacterial activity against clinical isolates
(A) Pseudomonas aeruginosa 53 strains
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Fig. 3 Antibacterial activity against clinical isolates
(A) Pseudomonas aeruginosa 53 strains
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Fig. 4 Antibacterial activity against clinical isolates
(B) Escherichia coli 50 strains
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Fig. 5 Antibacterial activity against clinical isolates
(B) Escherichia coli 50 strains
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Fig. 6 Antibacterial activity against clinical isolates
(C) Klebsiella pneumoniae 50 strains
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Fig. 7 Antibacterial activity against clinical isolates
(C) Klebsiella pneumoniae 50 strains
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Fig. 8 Antibacterial activity against clinical isolates
(D) Indol Positive Proteus spp. 19 strains
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Fig. 9 Antibacterial activity against clinical isolates
(D) Indol Positive Proteus spp. 19 strains
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Fig. 10 Antibacterial activity against clinical isolates
(E) Proteus mirabilis 22 strains
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Fig. 11 Antibacterial activity against clinical isolates
(E) Proteus mirabilis 22 strains
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Fig. 12 Antibacterial activity against clinical isolates
(F) Serratia marcescens 15 strains
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Fig. 13 Antibacterial activity against clinical isolates
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Fig. 15 Urinary excretions after intravenous administration of Mezlocillin 2g
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FRIEEE (MIC) & 3HROBIGRYIRE Lico RIEHIER
AR LR S EEEY CRIE L, EEEER
10%/ml THIFE L1,

MIC #% 100 pg/ml Ll k& 100 pg/ml R4} <
KREDR L OBIREHRE Lico BRRED MIC 1100 1g
/ml LU ETH - o ERNTI4BIT, E2H2 6, B2 B,
|EN10F, HRHI28.6% TH B DR L, MIC 100 pg/
ml RGOS 6 BT, ERH3H, B3 F, HHHEX
100% T# - 7= (Table 7),

wiz MIC & HiESg B oW TRE Lico RERE
o MIC 72 100 pg/ml LA D148 TrE, %k 241 (14.3

Table 3 Clinical response of complicated urinary
tract infections by Mezlocillin-treatment

%), Y16 (7.1%), @361 (21.4%), 78
Bl (57.1%) Th-teDWH L, 100 pg/ml KD 6 4

Table 4 Clinical response of complicated urinary
tract infections by Mezlocillin-treatment

(A) Catheter-indwelled cases

Exce- Good | Poor

llent
2 g x2/day 5days 2 3
2 g x3/day 5days 1 1 3
Total 1 3 6

(B) Catheter-free cases

iE)](l(;er;t Good i Poor | Total E’ffeer;t Good | Poor
|
2 g x2/day 5 days 3 3 ‘ 4 10 2 g x2/day 5days 3 1 1
2 g x3/day 5 days 2 2 6 10 2 g x 3/day 5days 1 1 3
Total 5 5 10 20 Total 4 2 4
Table 5 Bacteriological response by Mezlocillin-treatment
Pathogens Eradicated Decreased t Changed Persisted Total
Pseudomonas aeruginosa 2 1 3
E. coli 1 1 2 4
Klebsiella pneumoniae 1 2 3
Serratia marcescens 2 5 7
Proteus mirabilis 1 1
Enterobacter aerogenes 1 1
Strept. faecalis 1 1
Total 5 2 5 8 20
Table 6 Bacteriological response by Mezlocillin-treatment
- Eradicated Decreased Changed Persisted Total
2 gx2/day 5days 3 2 1 4 10
2 gx3/day 5days 2 4 4 10
Total 5 2 5 8 20
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Table 7 Clinical response by Mezlocillin-treatment

MIC of pathogens*

(pg/ml) Excellent Good Poor Total
l
=100 2 | 2 10 14
<100 3 1 3 6
Total 5 i 5 10 2

~ * Innoculum size 10%/ml

Table 8 Bacteriological response by Mezlocillin-treatment

MIC of pathogens*

Cug/ml) Eradicated Decreased } Changed Persisted Total
>100 2 1 E 3 8 14
<100 3 ‘ 1 ( 2 6

i
Total 5 2 ‘ 5 8 20

* Inoculum size 10%/ml

Table 9 Clinical response by Mezlocillin-treatment

Excellent| Good Poor

2 gx2/day *+ 4 O@* '
2 gx3/day @x o+

O
000
% X X

Annotations to Table 9 and Table 10
Q---Catheter-indwelled, MIC more than
100 pg/ml
@ --Catheter-indwelled, MIC less than
100 pg/ml
% ..-Catheter-free, MIC more than 100 pg/ml
+...Catheter-free, MIC less than 100 pg/ml

Table 10 Bacteriological response by Mezlocillin-
treatment

Eradicated Decreased’ Changed | Persisted

2gx *++ ce L OO0
2/day |

2gx O« @+ | OOO*
3/day

See the annotations of Table 9

Tk, k34 (50%) WA 16l (16.7%), BN 2
# (33.3%) T, ERENFHE LIESNIL 2 o7
(Table 8),

Frer7r—7 L BBEOHEEELFERED MIC (100 «g/
ml k& 100 pg/ml Kifh) nbHRIc4FEREOWT,
2gx2/HEEHL 2gx3/ARGHLOEAHRE X
VIR RO B V2R Lich, SEIDBRTIL1
AOHREEHLHE L THREME, MEXNDREL DT
B Lz TE I h 1 (Table 9, 10),

) EifeR

fEFl 4 T, Mezlocillin BEHKEE QD OFLE LR
ztch, BEOFKIITTRE TH oo Tods, ARIEBIX
CBPC #EMICH A UERRE LY, BE DM
BILFTEE CTH » 1o

MEHERTR T, ER 4 TFRERMN 2 B2 5 8 B~
LBEDO LAY AT, ¥1EFI12T BUN #% 15 mg/dl
7 24mg/dl ~NEER LT, ZOEMIRERTHT
BE® BUN (3 13mg/dl &7z Tk b, Mezlocillin
BECIHZ—BUDERLEL DN D, TR HUSNDIEE
B TIBREFTROBIw Zic b D3I, KBMIER
WEANTOEH TH -1 (Fig. 16, 17, 18),

FENE AR ORI D 123, AFI# 5rhic 1,000 ml
e Liciodic, ARMmEREN 309 X 104/ml—->400 x 10
/ml, ~= + 7Yy FA27%>39%~NEEE Lico
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Fig. 16 Changes of blood cell count by Mezlocillin-treatment

Red Blood Cell Hematocrit Thrombocyte Eosinophil
500 50 50 \
X104 % X104
400+ 40+ 40r
300 30+ 30+
200+ 20+ 20r
100+ 10+ 10
1 1 0 1 1 0 1 1
Before After Before After Before After Before After

Fig. 17 Changes of lever functions by Mezlocillin-treatment

GOT GPT Alkaline phosphatase
100 100"‘ (111) lOOr
U U U
50 50 S0+ §
_—
1 1 0 1 " 0 1 1
Before After Before After Before After
V. & g Mezlocillin (3 FA ¥ o A = A TR S h &
B R RYE Y, EWRBOFE, REVRBOR BR=v)vThh, 77 2sBEREDOH T ZOHR
H, BT —FNEE LD DIC— BRI IR TH H#T % Pseudomonas aeruginosa \T3f L TdHER
BT EDRH G, BEED 75 2BHEE, B E coli RPUEMEE LT, ZOBKNEA RIS hS—2T
Klebsiella, Proteus pi% <, BTiI4#IC opportunistic Hho KEIDHEARZ r S a1k, 77 aBHE TR
pathogens & LT Serratia, Pseudomonas DIEHNHE CBPC }i3isARBE, 75 ArRMETY Proteus vul-
BERTWAES Tt 75 s BERAETL R & garis T3 ENIcREEM AR L, Pseudomonas aerugi-

LCOREDHTAMBDBRIIEZE LN LDOMNH B, nosa WAPE A TRT I EAME IR TWBY,
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Fig. 18 Changes of renal functions by Mezlocillin-

treatment
BUN
50
mg/dl \
401

o T

10+

0 1 I

Before After

EEO1, UBERTFOBKIBED 5, Pseudo-

monas aeruginosa, E. coli, Klebsiella pneumoniae,
Proteus mirabilis, {4 v ¥ —L[B¥: Proteus spp., Ser-
ratia marcescens - OWTARIOBRSZMR B L TK
DY 5hiERYBI o D% Y Pseudomonas aeruginosa
Tix 103/ml #4812 Mezlocillin, CBPC 13RBED
BERDMTHBH 10°/ml EH T2 1 FRE, Mezlo-
cillin 2R T\ 3%, T-1220 W ThoHE b Mezlo-
cillin, CBPC I b 3 REEHHE LT <Sh T %,

E. coli Ti¥ 10%/ml & T3 Mezlocillin 3 T-1220
L&dic CBPC kv b 2 BEREHNENIHAL, 10%/ml
B8 T2 Mezlocillin=T-12200>CBPC T3 - fco

Klebsiella pneumoniae %t L Tix CBPC, Sulbeni-
cillin (SBPC) & L #iEE11%§5<, MIC A% 200 pg/ml
Ll Eo#ux, CBPC, SBPC & $87% TH5Y, Mezlo-
cillin, T-1220 & % 10%/ml £ TIXKEH ORI
YBEMMETH DA, BEREYR LS LREETIH
L0, BEWERTHRNIADRD, ZhERLBRRI,
RAUEHR~<=vY vD PC904 THHHAY, ABRERN
HE N HIb &, Klebsiella BRYED—EC b A30ME
ERLY BT EHTRBETHEME X X 5o

4 v ¥ =Bt Proteus spp. Tk 108/ml, 10%/ml #
oV b Mezlocillin 48 CBPC L bh 3 ¢hTw
60

Proteus mirabilis T3 F& dTSNICHE N % T
2%, 108/ml 248 T3 T-1220>Mezlocillin>>CBPC &
b, 109/ml #E&E T2, Mezlocillin=T-1220>CBPC

Creatinine
5.0
mg/dl
40+
3.0r —_—
20+ \
R
\

Before After

Lic b, Proteus BRPSECR 35 Mezlocillin D ZhEA
PEIh 5,

Serratia marcescens [ ONCITEBEEY VLT
5ERBELRHEDORBHEIEINBEN A DR,
Aminoglycoside R_REFLAEMBEDOHE L 1Th7e b DEM
HHO ., FRAOEADOKR TH B D THEKNDRELBS
ZEMTELNE D DILERITERC

—75, Mezlocillin o MA@ B DU Tk, Mezlocillin
2 g BEROMFPBEILISHETH 150 pg/ml TH -
#=o CBPC, SBPC @ 2 g EERD ¥ — 713 & HI2154
T, #DEEx CBPC T 147.9 ug/ml, SBPC ¢ 102.5
pg/ml THHW | Mezlocillin 3 CBPC L i3iFH UE
BETholco Ehomifiz CBPC 2 g #HET42+3
4 SBPC 2g ST 20 L MEI R THHD,
Mezlocillin $ Zh & i31ER UEBEIATH » oo

R oW T, EALMA B L CBPC2g
SBPC 2 g #ERFD 6 R ¥ TO RAPEIREKIZRTE 83
%, BET3HBTHY, §E, EHELOKRF LIc Mez-
locillin 2 g #HED 6 K] ¥ TOEINEKITA6.2~49.6 %
< CBPC, SBPC I 9 ${EVEMRTH » 7o

X THRHENE PR B RS AE 3 B PR B R EE & B L,
FORBURBORY, #7—FNVEBEREDEEC L -
T—RICHRETH D Z LB o THEYEOK
E&Ed, AHRELYHECRLCHCHEETHEEC S
Bo HUAEMHEIRSEEYVHEITh ST RESEN DM
BT THHY, BEOMBELDY, BIERCHETE
e T XGRS RE R ARSI 5 lodbic 5 s
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FEE5EE, ®5ER, B5LV— ) LHBERPRE
DBIRE TS C LIXER EBRELMBETH 50

AEOIR?, RRREW W15 SBPC oipElfs L
BRORYKRFL, 1ERS XY ISERELER TS
h, BHREORFKHPENEETHD  LEHREL T
%o FHBEYRBET DRI EL—FELT
BIEHENBHTHD LBbhbh, RREBRIERET
3, BEENMHEROBENEBRNSE . TODIT
DX I IEGHMER O BB REMEL TV ESEY
REFEHERTHZ EARETHH L IFETH Do ©
T TEE LI, AFOMAFERIH40~495 & HEIE
WZ EbEX AT, XN RBRIYEEECETD
2g %1 B 3EEGELTEYREORFHKYII2Y, 1H
2 B SR IS0 ARSI R & D BB T3 B 2B
H Lo BEHIEE UTI BRsofEikiEr X »
A, REBHRCEWT, 1 B2gx3@&HEHL1H28
X 2 E 5L TRERXR DRI o ThE N T —
FNMEBOREC X - TRE LY, WTFhdZzofHhR
DETIREZ» 5T BIBRD X5, HAHELILZD
BEBYHTY, BEERPHEBELOHRIELILS
BT THBN, SEOEELORE T, BRSHFRCE
AHeh o Bl E UTEAR DI E DA TR
, BHMRBRERYYEEL VWO RBICTXTE—ELTH
BB Liclod e Ex bhbo BRABRELERE
Fra Rz TSRV L, BEBIREFHROE
FEBRATRELEL B,

W SRR MR AR Licad, RRECH T
HHRELT, 2EEEFETIE, FREOHEL4LH (B
2HE3H, EXRR1A), 3EREHFTIEREOH
466 (BeMK2pl, BXRR4A) &3 ERGHIRP
PRVEETH-edd, BEJNTRER BRI E
78 B T RERITHRIE

X THIESRRBEC S\ T, EBER, BER
8B, »F—TABEREOEEOEELY, BEABEOE
Bk Y OKRARRZ ML E 0 bRANC AN B Y BIRL
e REE bW LTS EThnV

A—EECE N Th, BREVRLDIS, HD5VIEAE
BEAE TH-> TOEARZIHCKELENDH LB
i, BROHRELRSOTERI LB FZCHETE
ZJO

— R A E DO REIEFH R BUBEIHE AN
7Y ak, TOBRBORZIES ML A THEDEY R
RETBLTTHBED, BREULXFRTTHAIEETHRE
HTHBHZ LR, FOERDERTII LT LIEEAT
Bo CHEHT —FAKREDHEBERDOATIRINL, &
FEOREKEDRZHNE 5D EV S & LA B

b LBbhb,

B, KEEEL LTTRH5H, MIC b
¥ MBC #BBRLCIEBLHAXBRNAT A ENVBET
b, BHERBRISECSH > Tix CBPC Tk MIC
2% 12.6~100 pg/ml ¥ TOREKHEIBEEEL bh 3
ELT\Wh,

K#0 12 SBPC DRt L, BHED MIC 5
100 pg/ml AT OB ETHRHEHT0% TH B DK L
200 pg/ml LI EDFEF TR TRTEH TH 7oL LT
Z’O

Mezlocillin &3\~ TikELED MIC #3100 pg/ml
P ED 148 Tl B RERH28.6% TH B Dt L, 100 g
/ml KD 6 B TR BERHRINS Lis-> Tk h, MEE
BB\ T MIC A% 100 pg/ml Ll Eo 148+
KEVEFR LI LD 86l (57.1%) THHORKL,
100 pg/ml KD 6 Bl TILRAEBEIXTNTHE LI L
FoRE» SRRAEED MIC A% 100 pg/ml Ll EDFES
DEHRY ST Blcdiciy, SOEFFOKERS, #
EHgEL LTOAEREDERL EBBBECL S EEL
%o

EIfERC oW Tix, EELORE L2040 5 b,
Mezlocillin i X 323 D & LTHESRER D OF 2R EH W
EFxIcb D21l BREMBOREEMS, HFEERI2
%—>8%~Et ERLI14l, BUN 2% 15mg/dl 225 24
mg/dl ~&—@8HEF L1 Bl0EE 3 AlicAabhis,

HOBERTF 74 5Fv—v =y 7, BB, NEE
e EGBR LD e, o= ) vEERKCT
F74 5F v —RECBELRETREE LW LRE
BRI

VI & 53

AR =) vThbH Mezlocillin ieowt,
B, RO ET, RO X5 ERY B

1. BEKSMEC T % Mezlocillin o D
Pseudomonas aeruginosa Tt CBPC L 2IZARBET
5, E. coli, Proteus mirabilis, 4 v ¥ — G Pro-
teus spp. Ty CBPC X b 4 1 ~3 HRESh BT
B otco Klebsiella pneumoniae TIIEBHEEY BT S
L, BRETIHANFEEINMAIE IR BHENRALRT,

2. fEEERAK Mezlocillin 2 g #BIRPIFR S LIck
DIMFEED € — 713155 T, # 150 ug/ml EL,
M ERANE40~495 TH - 7o

RefBEtI 5 0 ~ 2 BRI T 2,000~4,000 pg/ml I
EL, 6BEE TORFPEINERLIE~49% TH %o

3. MM RERERERE 2045 i Mezlocillin 1 H
2gx 2@\ L, 2gX3EY 5 HEEKRARELTE
@%%&&ﬁ Lo
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REZHRIERS, BHRS5, &0, HERHR50%TH
o1co 28%X2/AREREL 28 X3/ AR EFHOMCL AL
%@L'@%ki& Edleh st

4. MEFHCIREEOMANS, B2, EXR
5, 58 THH, 208F126ic s TRAECH T 5%
Bimxbhico

5. BHEED MIC LBAZROBIREY 25 L Mez
locillin @ MIC 23 100 pg/ml KD 6 Bl 3R TEL)
WLEZTH D, MIC 2% 100 pg/ml B _ED146)T
1%, B2, BR2, EH10, EHER8.6%TH 10

6. EIfFAE, BMEAEEDOHAEWERLILLD
N1, FBROMEEH 146, BUN oBRE—EK LS
RlIRCARBRI, KX, 77745 F > — > 2y
7, RP, MERILERREDEL ST,

X ik

1) BAY f 1353 (Mezlocillin) %5 1 EIHF 2 & 2 &6
1976 (personal communication)

2) BARCFREFS  BREFHIEEE (MIC) fiE
o Chemotherapy 23 (8): 1~2, 1975

3) UTI #is | S RBRIMEOZHRHE & ¥,
1977

4) E#Z% : Opportunistic infection & 75 sfatt
B, AFMEK 35:14~20, 1977

5) BWAENR  RIMEFRFE &L LTD 7/ 7 AEHE

Bo BAEGIK 35:21~25, 1977

6) HTEH | Bl DRRYIE & L ORBOMB A &H
% 31, 1253~1257, 1976

7 kE E/, OFE OE, IUBRRA, AHEX, R £
th, HERE . 75 2B BRERYE D ILFIRE,
AAEEKR 35:61~69, 1977

8) /NEHE, BN B, NEET ABRTALE
DRIHIAERAEREORR . BEFEZF 29818
~823, 1974

9) EARF— : PC-904 DHPER), EEIRAURES, Chemo-
therapy 26 : 425~485, 1978

10) WBKENGS, BfEET, ARRT, REESF, T
EFRTF, TEMIIL, KFEM, RE/ VT BIE
DEE «5F 7 RYSE, App. Microbiology 19:
345~3852, 1970

11) FEDEKES, F)lIE—, BFREE  CBPC, SBPC
DRINBEMIERRABEC O\ To BRFESF 29:
830~837, 1974

12) REBEET, PIER, REEE | in vivo BHE
BRERCB T 5 HERE LR FR. 256 &1L
ERLESWRE, 1977

13) AMIEK  HAEFKEREOREIS & B A Carbeni-
cillin, FFEZ 29 : 850~858, 1974

14) KHIERK, ®WEER, & =, /NIHEZE, BEE
T PAERKEREOBIGEBR A=) v,
REESF 29 859~866, 1974
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EXPERIMENTAL AND CLINICAL STUDIES ON MEZLOCILLIN

SHIN-ICHI MIYAMOTO, AKIRA NISIO, SHIGERU SAKAI and YOSHIAKI KUMAMOTO
Department of Urology, Sapporo Medical College

Mezlocillin, a new semisynthetic penicillin, has a wide spectrum of activity against gram-positive and
gram-negative bacteria.

Antimicrobial activity, concentration in blood and urinary excretion were studied.

The values of minimal inhibitory concentration (MIC) obtained with mezlocillin against clinically isolated
Pseudomonas aeruginosa range between 12.5 and 200 pg/ml.

Antimicrobial activity of Mezlocillin against E. coli, Proteus mirabilis and indole-positive Proteus sp. is
superior to carbenicillin by 1~3 dilution steps.

After intravenous administration of 2 g of mezlocillin serum concentrations of about 150 pg/ml were
found after 15 minutes, and its half life is 40 to 49 minutes.

Following the intravenous administration of 2 g of mezlocillin, the urinary levels are 2000 to 4000 p:g/ml
in the 0 to 2 hour specimen, and urinary recovery rate in the 0 to 6 hour specimen is aobut 49%

Twenty patients with complicated urinary trace infections received mezlocillin intravenously for five days,
ten of them 2 g of mezlocillin twice a day, and the other ten three times a day.

Clinical response was found to be excellent in five cases, good in six and failure in nine. No significant
difference of overall response between the two groups was observed.

The original bacteria with MIC more than 100 zg/ml eliminated during therapy in two of the fourteen
patients. On the contrary, all of those Wwith MIC less than 100 p¢g/ml eliminated following administration
of mezlocillin.

None of the patients experienced any adverse reactions as a results of intravenous administration of
mezlocillin during the present study, except increasing eosinophils in one case, bitter taste in one case
and elevation of BUN value in another case.



