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Mezlocillin 1z Bg-3 % ZEBERBRET & PR BRAFEC X T 25 8

wAR E-RAER -FOTHE-B L5 - FERX
EBRR « RFEZE « HAFEF| « kK R
FRIBFR BT PR
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X Aaf~ =Y v Mezlocillin Sodium 6-{D-2-(3-
(methylsulfonyl)-2-oxo-imidazolidine-1-carboxamido)
-2-phenylacetamido}-penicillonate monohydrate (3%
BA7 + 5 & Tix Ampicillin (ABPC), Carbeni-
cillin (CBPC) X3 Cephalothin (CET) X v J5<, %
DHEFEHIC I\ TS v 7= v FHE LUMREE
¥&ty 75 s LT ABPC, CBPC Xbh3<
hTxb, PC REHTH D s b, FCIRBEECH
LTk CET i3 2 EER A E LT\ B T LD,
BRML IR TWDY,

BERAL L b (2B PR BB REGAE DT & £ DR
YHROEEE LTE I, SEIRT DRRIUED 3 K
RKED D—DTHBA V7 A=V FEMEIPREREGE >
iy & LT, Mezlocillin D XEBER), EEROBEZ AR
DT, FORBCOWTHRE Lich o

I %5 &

1. A4 v7r=vHECHTAHIEN

PR SR RRUE D BB DMK X h =107/ml AEES R
TR B O B RETL65~83%k L RE B\ CHIEA DBE
DB X h VI e B-lactamase EEA, ABPC itk
DA vIn=yHFESKREATA VI KO
it 6 B MIE HRUE O RERE L1o

st &I Fz Mezlocillin %4 ABPC, CBPC,
Sulbenicillin (SBPC), Methylfluorophenylisoxazolyl-
penicillin (MFIPC), Cefazolin (CEZ), Cephalexin
(CEX), Cefatrizine (CFT), Chloramphenicol (CP),
Tetracycline (TC), Doxycycline (DOTC), Erythro-
mycin (EM), Clindamycin (CLDM), Gentamicin
(GM), Nalidixic acid (NA) D153EFITH %o

RBREMRIEE L LT BA{LREP SRR L
T »1o03®, JEARHE LTUIRALE b ORECH T
BE A TH % Fildes #5i# (Brain Heart Infusion
AgarX3 Brain Heart Infusion Broth i¥{bmE%
5%z tebD) BB, HEMEL & L Tk Fildes
Broth T18ERISEFRMICFRET 1077 IR LICEEK
—EHSEEME L. MENNECKT 2EBEEDOK

BYBRET A, 18RMEEERYFEREL, 107,
1072, 10 RFR L0 AV TR T -0

2. Ty bEBITHEBARE

Wistar 25 » +, #f, #FEMH 100g %1 FHIETEL,
A% 100 mg/kg HRERFRCHHTE L, LRI mER
L, M, B, &, Mkl L CREERRIE Lic

fES B . mKIX 4°C TRESNEZHH L TR
e Lo BF, B, fhiL2fEEo 1/15M PBS pH 72
% fn%, universal homogenizer & THELF+ 1 X L1
LoRBkE Lico BEIWTRLAIER T —20°C
TSR Lico

W © Bacillus subtilis ATCC 6633 #aBRER &
L, Trypticase Soy Agar (BBL) #*#Z#hd L7cHE»
vy TEETHIE L, EX¥EhgT 1/15M PBS pH 72 R
FRTER Lo

3. BRRBIC B I AHERE s X CEF IR E D RIE

&

B MR R RYIER B AKX REHE L, OPRE
HB LBRPBITRELYE Lico BMRFBEORET
Hlco T, BRIZVAED20% N-acetyl cysteine %
% T 87°C 00#BH A €U F 4 X LI b DK
& LTCO

HIEL 2 L FKE B. subtilis ATCC 6633 ¥ e
ETHEEH » TETT, EEMB T 1/15M PBS
pH 7.2 TEB Lo

4. BREKIEAIC 1T B#Et

15 PR 25 RRTE 6 SEBUD 8 RRPUER AFIZ 8 b L,
FOEY LEIERC o ERAE AR, BRHROR
BrEs, A%, POF%, ERHOMEBRE L LY.

m & I

1. WERBREA v 7= v yEOERFABRZHE

1) FEHRZHL

Table 1 3R HEBRIC D\ T153EK] D MIC 4F5
BERLIEDDTH Do AFNKISHEFFHE OB WHED
RL, FOREM T MIC 0.025~0.2 ug/mlic sy AL
Twbe, ZhETAECH LTRIAE W1 -
ABPC o/ finoe— 7% 02 pug/ml iw b b, HFT
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Table 1 MICs against Haemophilus influenzae
R MIC 1
Antibiotics s '§ i : Cg/mD)
Z% [0.025]0.05| 0.1 | 0.2 |0.39 | 0.78 1.56!3.13‘6.25 12.5| 25 | 50 | 100
Mezlocillin 79 1 25 34 19
ABPC 79 2 7 | 66 4
CBPC 82 34 | 48
SBPC 82 64 | 17 1
MFIPC 81 1 | 43 | 36 1
CEZ 83 4 3 ] 31 | 42 3
CEX 81 31 | 23 | 27
CFT 65 | 24| 11| 3| 3
CP 83 3 133 47 ‘
TP 82 ‘ 15 | 45 | 22
DOTC 83 : | 13 | 56 6 5 3
EM 83 % 2 | 24 | 46 1
CLDM 83 1|11 ] 29| 21| 13 4 4
GM 81 1 48 | 31 1
NA 83 1 ; 4| 48 |19 | 2
Fig. 1 Correlogram of Mezlocillin and Other Antibiotics
Haemophilus influenzae
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ABPC it L 2 ~ 4 53 ShHBENER LT %,

2) ABPC, CBPC, CP k o> &aFit 48RS

Fig. 1 & ABPC, CBPC, CP * »REZHHE%X R L
o BIRDO T EL, & 4T AMtEE VoD TR
SHHEETES T\ A%, ABPC, CBPC, CP 0 3 #|
DRZHST L b REEEOARRSZHIER S hio

3) ABPC Mg oEEEE T L5 Mezocillin &

Ritext3 58

ABPC ofif#tms 107/ml % & x ioEEEEE TH
B RS DOE TR+ &A% Fig. 2 & Fig. 3 kiR
ThTwa, A—EEESEL L, FFCHT 5ED
BWimy 107/ml # & 2 - BEEEE CHBEC 7o LT
2o TAFNE ABPC B DESET % p-lactamase I

Fig. 2 MICs of ABPC & No. of inoculated

>800
800
400
200
100

pg/ml

501

25
12.5
6.25
3.13

organism

ABPC resistant Haemophilus 6 strains

108

107

108 /ml



214

CHEMOTHERAPY

JAN. 1979

Fig. 8 MICs of Mezlocillin & No. of inoculated
organism
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2. Z9 I\BBREE

Fig. 4 \=&#|% 100 mg/m] HEFOBBRNBERD
RTo Y- 7 ERARBRCISHRCH b s, i
LU, MOIRTEZD - 7 BER, BOED 785 pg
/ml, 48.8 pg/ml, 24.2 pg/ml TH »7=hi, FFCL130%
BZ B 15 H ER CBE T, ARDOHNDOBTHEN L\
T ERRLT B, 2 BEHFKIIWThORSEFC
BIEMIIEED bhT, mEPORRNIH1ILL LELD:
b DTHoTo

3. EEIRBGRTERER & M - BHRNBE

1) MR ABRYE6 IS (BHRETL4, KE
ZHERE2 D5 b, BUEKEZRD 1 EMICE\WTIE
DEWHENRALRID T, ENSBRYPSE) KT 54k
FDEE RS BB B % —¥E LT Table 2 iR$, #5

Fig. 4 Tissue Levels of Mezlocillin in Rats
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Cylinder plate method
Bacillus subtilis ATCC6633
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BRLEACE W TEBMEC LY, BEES JUEK
X1 H lg 2EH#E236, 1H 2g 1EHEMR5H
T, 1ERERELLTEVTHhi 2g THh, BHERK
125~100/H, BHEEEIT 10~20g Eito T 5,
EEREI B 8 IEBIF L BN BRI TH » foo RAWINT
2DHE, BHHTEA v 7=V FENS5 B, HERE
16, BERR2BITH 10
DUTeEBEAC T AR OBRC > THERT
%o

Table 2 Clinical Effects of Mezlocillin

Case Patients Diagnosis giit;rig’;g%ﬁal Dosage %gggal Isilf?:ct

1 H. O., F, 65yr., 65kg |chr. bronchitis | H. influenzae—>H. iufluenzae| 2 gx1, good —
108/ml 10%/ml 5days

2 H. O., F, 65yr., 65kg|chr. bronchitis | H. influenzae— -) 2gxl1, good -
107/ml 5days

3 H. O., F, 65yr., 65kg|chr. bronchitis | H. influenzae— (&) 2gx1, good -
107/ml 6 days

4 S. N., F, 81yr., 29kg |chr. bronchitis | H. influenzae—> ) 1gx2, good —
107/ml 7 days

5 T. K., F, 47yr., 49kg | chr. bronchitis | H. influenzae— =) 1lgx2, good -
107/ml 10days

6 S. M., M, 76 yr., 40 kg | chr. bronchitis | S. prneumoniae—> (=) lgx2, good —
107/ml 10days

7 M. 1. F, 22yr., 48 kg | bronchiectasis mixed infection 2gxl1, good —
collapse of RML) purulent— mucous 5days

8 A. T., F, 36yr., 43 kg | bronchiectasis mixed infection 2gx1, good —
collapse of RML purulent—> mucous 5days
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fEFI1~3 H. O. &¥, 657, 65kg & 18
KEZ S

EFL ~3XRA—BET, BEKEZLOM v 7=
VHYEC I ARMHBELIAEZRE LD TH D,
557D LUK « IR H b, BRI H IBH:
Lich, WRREHY S T, #1 EiX514E11815H
B ) e BRI L, PREHYFX T, 11830
ARE2Z L, BEPEA v 7 r= Vg 108/ml 1
B Ehi, A% 28 % 5% glucose 500 ml 1= 75 ##
L, 2.5HERCAMEE LicE 2 h, B - BEiEe
DB L, FREHEIAFZS S BECHELL, Al
ERBC % 16,9002 56,000~ & IEFAL Lich, HEEE %0 &
ETIRERL v 7= v ¥EIE 108/ml 55 105/ml
~NEBA L, BRTIIHEE LIsh otc, F2 EakHE
i3, 128188 X b BUOEBAEIE L, R GKHEE LY
BH~NEFLL, FREMHIHEBEL, BWEFXbl v
= vHEN 107/ ml KHEI oo bR 128218 X Y
AFLFIEIEA LRESE, BEETRELLLDS, E
REBEEROHENZOND LA v 7= v
MHK LI 583 BISHHBIIS2E2 AR X Y BUK
B o BB OB L RN D, RO E

Fig. 5 Serum Concentrations of Mezlocillin H. O.
Female 65 y. o. 60 kg Chronic Bronchitis

5% D/W 500ml with 2g
Mezlocillin to runin in
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ug/ml
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Fig. 6 Sputum Concentrations of Mezlocillin H. O.
Female 65 y. o. Chronic Bronchitis
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Cicied, 3A1B XY, AFRFIEER URSETH
Wik Zh, IEROHELICELAETH A VL=
YHHEOBERNAR LI HE & HIE Lico
FEEBIC I\ T, AFOHE 1 B SR M HERE &bk
FRBITREDOHERT 1o MPREHE % Fig. 5
WiRTo K 28 O2.5KH O KREGEHEDB A, FIE
BUTIE RN 1 Hefd) T 18.8 pg/ml, MG T RHC 28.2 pg/
ml DREBEMECEL, ABKT 1 FFR% 108 pg/ml
LTRELT, Fig. 6 BAFRERO24FMAOKKE
LERPBITREOHB Y ERIICR LI D TH %,
24 ORI 107 ml TH BH, RN FHK12
Re X b 2B, FHIREX DRI 2 B & AT 4 RRCEFRY
CEHIR TV D, BIEFOBTRER AR TR
0.3 ug/ml, BTREORBME AR TH 8 R T
0.34 pg/ml, JFGH T 2085  0.28 pg/ml DBITH
Abh, FFOBRABITIIMBL TL.2% Th - o
M7 &, 22F, 48g KREZINEE,

16FE X W BMED D, B~ 38~39°C DRESE HL
BT oo BBK - BEROHEMOI DI, 516107 Yfks
F2L Lo [EZEHC THRAITEL APECKEL
R EDLNI, 100260 OEEMEREE TIT a-
Streptococcus 107/ml, Neisseria 10¢/ml 2343 BEX h,
B O&KEXZ RITEE Ci3h Ba 2 6id a-Streptococcus
10%/ml, r-Streptococcus 108/ml, Neisseria 10°/ml, 75
Bio 2 543 a-Streptococcus 10'/ml, 7y-Streptococcus
10%/ml, Neisseria 10°/ml, 7 Buo \ZHIEEIHRM TH
olco THODHEME Y, KEFIORKEY ZhHOM
B X 2RARRELHE Lico A% 28 #5% glucose
500ml HMEL, 18 1ER2RETRERET S
L X Bk - BIRE DR EEGRAIR2BY: X b K
HAEELL, mMBH A, WEEEOHRE L BEEHER
OB FRD HIAER) & HIE Lico
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2) EIfEA o

Table 3 W AHIB 5 RIHIC 31T 2 HRERBAR LT o <D aeaae
WBA, MK, FREE, BHEEECHR TRERYRDT, £g |7 &
%%i}%@bm?)‘oflo g? T

V., # &= O“vaFongoguog

ST 3 B HAENEOBMRE S L PC R, Cepha- zzc°oc°emee
losporin C RIAEHED\ D 5 f-lactam REFEHE
L Aminoglycoside RHAMECHET bh, KCHIH Ae o mme oo o
THELC OB DB, TOBME LTHBEROMA L g3 |~ T
HEHORED 2 AHEWER oMY BRI AT = E — o e
WAL EBbDLHEI RS, Mlagwyg =g

Mezlocillin & HBROIA L LT, BEMABRIAT
w5 PC HORATH IABE~DHEN 70 X ¥ S IR IR I B B
D, 22> PCHDED~ET 4 L AT BHEHDOH §<-
M2 EOREE LTHT bR T2 o SEEIAGL <y OC®H®wN ©©
BECOWTIRN Lith oo, 4 v 7= vHEHI SRl I I
DWTik ABPC L h 3 2~4ET SR TWB I EwR
LiBto 4 ¥ 7 4= v FENPRBRIIEDRBKE L L SRR R RS ERA
THING R 5D BD & L bEL TARDAE FIAL . B2
Wik do LUt bBE ABPC fittsf v 7 1= v _?é" NI RS GRSai
SRR SR S W THEE SR TV BD T, 3 E P .
H X b5 I h kit EoELET 5 f-lactamase HEH > A oSN aa
HEOWTRE Ltk A, AFH 2D S-lactamase 1 -;-'?, 88 © e © @ © B 0 &
Lo TBRBCRETHZENEONERD, TOKCD g SRR R
WTDFIAE S » TR T &Y Lic, . N O D

7 » bR PCRERMOBMANT £ AHs) 5 gt eeasgsad
SEAL, THhEDERNMLHRTT » b TFCEL S FRC
hicks, BHHAOBANRNE L ThoTett, AHIT R P B e B S
b5y MEBIT AR Y FFRE L, ATOMRIFERED oo e
TR oo L LEAFKIZ Z DRIV TR LT ~
BET, SEDOBRDBELEL T Bo B T EBEEETE

BESRIE RV SRR B R 6 TE1 8 BRARIEC S LT o 7 25 .
PIRTERYORBE Bl REEL LTSI vIr=v 3 m 93558888 :.m;
FE, MSIRENE TR T\ ent, MERICEDONET =
VLB R —E L, BREREROKESRBD bh ssssssses Z
fo L UFMICERER T 5ic LR S B b lelees3sgsse t{
X5k, 1 v7r=vFEOYPERMI—KIE b D T 8”5 Z
fedvotro ZOEREIA VLS v FERIES I H = & c e tcocoooo
BT530THHEAY, REEFXML2EK LA a8 § A 083 SRS |8
P—E S EORIERA B ERED b OHE DM ReToeTaweis
EREDFERWLS BAEML D Do & DEAITON <
FAHBEL 0.34 pg/ml BBETH o 1ht, & DORER pE < |BAasars s .
RAHED MIC %% 5 & LT 2MIC iz LTl <X ——
Tevre NAKIOKE & X B IARECHT B HE L il I &
MIC T 625ug/ml ThHoHZ LxEXDE, EM% 86 | v em <o omeoeol®
BEMITA T - OB SETEDM S HIEHETS, & Sl
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DI &SGR BRI T IFEE L EEXLS
Nbo BECHE LT3 X 5 BB BERIYEIC I
TAbh% PCHIOMAPRE LERPEED ©— 7 {ED
H3X1~5%THH7, FRIIhLLERRBZ it
Vo Lichios TRPSESICE\WT MIC L LoRE
DERRBELIFRVEETHY, LLOZERNEER
BT b T\ 5B,

BEIEGI 8 RIUEFTH 523, Tt BREFHO B
fEERTR CREWER 2@ e b o feo

P EDB#EY AN R BRIUEDE SR THA
FRRERITH S T Likifk Ticinwt, 1Bk sas e
BRYPJECH LT, $BEA—ERER, Hik EXc
DNTDEDZENLCKRIAMPVLETHY, RAEHKEIR
7= Piperacillin® = Aparcillin & F#8 U-Chnfal 7 5 ¥
RERRBE BOPEEFALZERELNMC L TR E I\ E
Ex2 T bo

V. #& B

1. WEEFRFREEOFFNCHT 5 K22 e
L, &@Rﬁi’ﬁﬁ:o

D 4 v 7=y FETIRICRT 5 MIC 13 0.025 1g
/ml (1), 0.05pg/ml (258), 0.1 pg/ml (3480,
0.2 pg/ml (198F) CHAA L TH b, BRISEFFTRD
FTNEHENER LT oo &AFlO MIC 12 ABPC,
CBPC, SBPC it L T2 ~4E3 S hicdbDTH B,

2) pB-lactamase EE4E, ABPC it v 7 1= v+
BSMREASA vIL VFE 1 BRCOW TR -
MIC oBR#EM: 2 #ad LIciER, A% b ABPC LR
B-lactamase DIEAEFIT 5T LHFD b,

2. Sy MCAH 100mg/ke BHEREORBENBED
©— 73155 % T, miE, FEE, mMoJEThsY, 28
IS KIS CBRHETEE T, BREERHTH B T
ERIR LIS

3. BMEIPRERRRYME 6 FEANC 31 B 8 RRBUE (18t
SETRG, JEZHRIE?2) CAFZ SEHEL, K
D)% - G-y (e

1) FHIOEKRLRIL 8 AlFh2BInEL TH -1
KEHNOHRL, 1 v 7=V FEILSE 5 BDED
T, FHERENE 1 B 1 i %D, AR Fid 2 Bt
B TH o1

2) FEEHw X HmE, B, H EBEEOBIFRR
%b%h?"&ﬁ‘o‘f\:o
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LABORATORY AND CLINICAL STUDIES ON MEZLOCILLIN

HirosHI Suzuki, KEizo MATSUMOTO, YUKIO NOGUCHI, SHIEKI RAH,
YosHiO UzukaA, KIMITOSHI TAMAKI, HARUMI SHISHIDO,
MASATOSHI IDE and TSUYOSHI NAGATAKE

Department of Internal Medicine, Institute for Tropical Medicine, Nagasaki University

The laboratory and clinical studies on mezlocillin, a new semisynthetic penicillin, were performed with
following results.

1. Minimal Inhibitory Concentration (MIC) of mezlocillin against 79 strains of H. influenzae, isolated
from patients with respiratory tract infections, were 0.025 zg/ml (1 strain), 0.05 zg/ml (25 strains), 0.1
#g/ml (34 strains) and 0.2 pg/ml (19 strains).

The antibacterial activity of mezlocillin was from 2 to 4 times stronger than that of ampiciilin (ABPC),
carbenicillin, or sulbenicillin.

2. Influence of inoculum size of bacteria were studied on the B-lactamase producing, ABPC resistant
strains of H. influenzae (5 strains) and H. parainfluenzae (1 strain).

Mezlocillin was inactivated as well as ABPC with B-lactamase.

3. Tissue concentrations in rats reached peak values at 15 minutes and they were the following order
of serum, liver, kidney and lung. 2 hours later, mezlocillin was not detectable in all organs.

4. Eight infections (chronic bronchitis 6, bronchoectasis 2) of 6 patients were treated with mezlocillin,
which was effective in all cases.

The causal organisms of the respiratory tract infections were H. influenzae in 5 cases, Streptococcus
pneumoniae in 1 case and mixed infection in 2 cases.

5. No side effects due to administration of this drug were noted in any of the cases.



