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Mezlocillin 1z 2 4,3 5 EEERY e & O Ba FRAY B 38

ZRDCHE « BIFET « AR « JIATEEE - FEHERN - SRR
KRB RFEERE—RFEEE
(FEE : EAE=HE)

7ar14 Y BAYER i\ TBHEINIH LA
~=v1Y v, Mezocillin, Sodium 6-{D-2-(3-(methyl-
sulfonyl) - 2 - oxo - imidazolidine - 1 - carboxamido)-2-
phenylacetamido} -penicillanate monohydrate ! o\
T, EBIORN AL 5 & L b, RBRBRRIECS T
HIEERR L EIERC W TRA LI 2 RE T 5,0

I.\i & h

A BIRARLHLVCCHESE

ERBOFRME X HDBE LT Staph. aureus 428k, E. coli
358k, Klebsiella 21§k, Proteus sp. 28%k, Ps. aerugi-
nosa 208k Mezlocillin & Carbenicillin (CBPC) @
NTAREULXUEL, HEORBMELLE Lic, AT
BEHEE R E LT, Staph. aureus 209-P JC ¥ L8 E. coli
NIH JC-2 i3 % Mezlocillin ¢ CBPC 0B/NEFE
PRIERE (MIC) % JIE Lico BRAEMRIRE L B ALEFR
BESBUERS < Alh, HIA (EIKEN) #H 7 &X
SERFEREC X0 T\, M & X Tripticase soy
broth (Difco) —RIEHEBEIK* FHD ¥ ¥ & L D100f%
TR D 2 B o\ TEME Lo

B. P&

Staph. aureus 209-P JC x4 %5 Mezlocillin @
MIC 3, BEwisefE <3 0.39 pg/ml 1005 FERKEE T
i1t 02 pg/ml #7721, CBPC o MIC i}, FE¥kE=ET
i3 0.78 pg/ml 100f5 75 IR Tix 0.39 ug/ml #/RL
120 E. coli NIH JC-2 %% % Mezlocillin » MIC
3, RWKEEAE, 1005 AR EE L b 312 pg/ml
CBPC o MIC i3 F¥#HE T 12.5 pg/ml 100fE 7R
WAERE I 6.25 pg/ml #iR Ui,

RENBEE D Mezlocillin 3 X0 CBPC %3 5 R&
ZHAAE Table 1 iR Lick kD T, Staph. aureus
DRRZMAF D & — 712 Mezlocillin o5 LT Rk
B, 100/ FRIEE & bic 1.56 pg/ml ©B» b h,
CBPC o3t LTI Ryk#EME Tik 6.25 pg/ml &, 100fF
FRICER T 3.12 pg/ml @D bRt E. coli 35
b8t L @RI & & » CBPC 1% LT 100 pg/ml
A EDE# R Lico —F Mezlocillin &3¢ U T RK
BREDHAIR108kAS 100 pg/ml P EOWM %R L
b%, 100457 BRI EEAE TIL 3T 100 pg/ml LITF OB

HERL, BEESAOC— 2713, MEEHEEL 312
pg/ml & 3B¥ bt Klebsiella 3, CBPC izt L TR
WEBOBEIITER, 100EFREEBOBE S 15 A
100 pg/ml Ll E D% 7R Lic 23 Mezlocillin i sf LT
(21004 FFRIR B O B A3 21 Bk 198k 12.5 pg/ml
LUTFTORZEMERL, BERSMO C— 713625 pg/ml
CED b, LrL, ZOHE S FRKRER TIX2lkkS
13#k23100 zg/mlA E D %7~ Lic, Proteus sp. 28k
133 ~C Mezlocillin 312 pg/ml YT CREHPAEE
NBEMSMAO C— 713 1.56 pg/ml TBD b, —
75 CBPC st L QiR EEOHE 312 pg/ml LIT
DREFHRTRTHRIZ2KRIC L K& 51chd, BRSO
v — 7%, Mezlocillin iy LT X h{&< 0.78 pg/ml =
Dbt Ps. aeruginosa 208k 5 #kix CBPC ot
U CRIEEE DS E 100 pg/ml LA EDfTHE %R Licas,
Mezlocillin 1zt LT 100 ug/ml LA EDMtERKE 1 BkD
AL EEED, BREMAMOEC— 7R REBEDO B S
50 pg/ml 1, 100f5FFIREEOBH AL 25 pg/ml T
-s) bhfio

HUEDZEHEBEZOWT, HxDEKD Mezlocillin &
CBPCizxt3 5 R0 HBI% Fig. 1~Fig. 5 12/ L1z,

I. BRSSO HER

A, BRFER R SO SE

B fEEE (BROFER 1) st LT Mezlocillin 1
Bl 4g *#5 HfE CHIRMICEA Lic#omis Mez-
locillin 2B OHER & RepBEE B 24 545 6 BRI b 7o
S>THEL, —HET2BEE GEFI3) LT,
Mezlocillin 2 g % 500 ml OEEWRICER, 2BGHAEL
TAFEHE Lo miE+ Mezocillin @BEOHB L R
g & BIE Lo

Mezlocillin J&EE D fil5g( B. subtilis ATCC 6633 %
ABREE LLERBETT oo COHEDOEEMF
Fig. 6 &Rl X 5w pH 7.0, 1/15 M S ERC
T Mezlocillin #FR LB AR TEE e + M,
Moni-Trol I @ THER LABEDOHNEERIEHELIE
BT A, MEFEEOREDHEIIE Moni-Trol 1
FROFEMBYACCEBELXYER L, RPEEORE
CEEL T, BRE% pH 7.0, 1/15 M R IE YK 40
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CBPC

Fig. 1 Comparison of antimicrobial activity of Mezlocillin and CBPC against
clinically isolated Staph. aureus
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Fig. 2 Comparison of antimicrobial activity of Mezlocillin and CBPC against
clinically isolated E. coli
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Fig. 3 Comparison of antimicrobial activity of Mezlocillin and CBPC against
clinically isolated Klebsiella
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Fig. 4 Comparison of antimicrobial activity of Mezlocillin and CBPC against

clinically isolated Proteus sp
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Fig. 5 Comparison of antimicrobial activity of Mezlocillin and CBPC against
clinically isolated Ps. aeruginosa
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Fig. 6 Standard curves for the asay of Mezlocillin by vertical (superlayer) method
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~100fEICFR L CRIBCE L, RA—SERAR O EHE
g A CTRECOEH YT -7

B. Bk

BASEETE R DRESI 1 DBE Mezlocillin 4 g $HE£
DEFBREOHRIL Fig. 7 WRLLXSK, 1504
180 pg/ml, 1 W§fA% 47 pg/ml, 2 BEREE 19 pg/ml, 4
FEEIE 4.8 pg/ml, 6 BEfEltk 1.6 pg/ml %R Lic, F7

Fig. 7 Serum levels after I. V. injection of
Mezlocillin (4.0g) in a patient with
normal renal function

E
B
X 200!’
| Urinary excretion
| 0—2h.| 2-4h. | 4—6h
&/ | 5000 62 58
100 ml
mg 1.500 13.0 6.7
% 37.5 0.3 0.2

1/4 1 2 3 4 5 6
Time after injection hrs.

R Mezlocillin J2EEII 8 545 2 B T3 5,000 pg/
ml LEEZRR LA, 2~ 4 BRI T 62 pg/ml, 4~
6 BRI Tix 68 ug/ml & die D RIBEE CTh oo RepBE
Wy, #5482 K% T 1,500 mg, 5 BED37.5%
DEEEXh, 2~ 4R ERD0.3%, 4~68K
B3 5B D0.2% M R BEft S hico

BUN 80 mg/dl, i 7 v 7%= 60mg/dl 7 v7
F=v271)735vA10ml/min, PSP 1547 %, 2 B
3295 & BHLFEREE & T 1o fER) 3 13\ T, Mezlocillin
1 2g 551 B 2 BRSO miEF Mezlocillin
BEVE, AWEHEERT, Tinbh HAE AERER T RI108E
RI%ic 1.4 pg/ml TH »1co Fig 8 R LI X 5 I ATE
RTHEH T 98 pg/ml, 3044 100 pg/ml, 1 RfEIH
88 pg/ml, 2 Ffilgk 64 pg/ml, 4 KRt 38 pg/ml, 6
RIS 11 pg/ml & Asin b B\ BN REFRIFRE S 5 BUst
BEBbh, 7k, KEMKIT BRH Mezocillin
EEi% 105~700 pg/ml & BSETE R FZC I U CEMEL =
L, AFSRTH6BERINE 312mg, HEEDIS.6%H
RicElREhicc s £ ol

Fig. 8 Serum levels after I. V. drid infusion of
Mezlocillin (2.0 g) in a patient with renal
insufficiency

|

| BUN: 80mg/dl
50+ S-Creatinine: 6.0 mg/dl

l Creatinine clearance: 10 ml/min.

|
|
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. BE K K &

A. BIERxSICH VR

FEAIS14E 9 B X b BEAIS24E 9 Bitdotc » T, YAEHC
ABELiclufiiE 1 81, @HEKEZR L 6, [EIZIMK 1L
Bl, —RBEGRPE - 1Bl 2 B, 5 e Mezlocillin
P Ulc, Table 2 1z Mezlocillin # 55t SfER, #
s, FRE, Mezocillin 58, 5K, BERY
B, BWeAE—ERR LI

FERS B OYIEICEE LT, Mezocillin #5584 %
b TELHIIERDHERXRD, Livd Mezlocillin
BEh FBIERDOBRY RV BEEESY (H), Me:z-
locillin #¥ 5-BAMAH I HACIEROBELX RO HE A X
A% (+), Mezlocillin # 5RO REEB &R
BrEE, H5uE Mezlocillin #50c b B S EE
ROUEARDI-BEITI\TH Mezocillin # Ll
BEEROBRY LB AR LLHR (£), Mezlocillin
BHEC X - TUEROHELED bhisWHE 2 E5H(—)
LHIE L, ¥cRic, Mezlocillin 55 FER
BHOWERYEC LT, Mk, BE B MEFE%
BROYERER L1,

—7, Mezlocillin DEFRABEROBELXBNE LT,
B EERDOBBEHITS & & dic, Mezlocillin #58j
BoXWmKkE, FF, BEE RFTRLEORKELER
L7

B. B

Mezlocillin 55 gk, FE%h1 6, H%H3 6, &%
1 BIDEEIRS R & I d oo

BT, SEMICOWT, EADEBYIRRT 5,

AL 29, 5B, M3 BMEMTL v BEBEL L
38~40°C D R#h 1k, MERIC T Ampicillin (ABPC),
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Amozxyecillin, Lincomycin, ST g#l/c&oG5% 513}
feS T b S, 40°C RS+ OMBEBDFE T B
ABR Lo B8, MEERD Y v HiER FEXLR
%, MITHEFIEH TH -7’ BRRER X Y REL
ZM L, Mezlocillin 18 4¢ %5, 1 H3[E, 20%7 ¢
w3 20 ml IR LTI Lic, Mezlocillin 55814
3HE L VBB, 7 BRIV ST ARBINE
L8 A I W BUSERO LA RS, I0HBRE T
Mezlocillin o 5%k Ui, Mezlocillin # 5 F
BB THEL, A I SREEEL ORI, &K
FITix Mezlocilling 5z X » GOT, GPT ixhZh
122U, 157U & L& Lichs Mezlocillin gk 2 BRI
AR IEEECER Lico ¥7c Mezlocillin &5 -
e FEouriel, BRGHRIBERHEHE LI, s,
AFComiEE Mezocillin #EE, FHRD X 5kt
15%3%% 180 pg/ml L BEfERRL T (Fig. 9o

EBI2  73F, B, BEMX Y XEK, BMERYEHL,
KECTFREHELFL D LoD, Fa 38~39°C 0
Kk DR L, WK X b H. influenzae, Ps. aeruginosa
B, ABPC, Ticarcillin (TIPC) 75 ¥ 0 5T
ROBR, b X hERYRB L T\l BMEEOH
tn (80~100 ml/RB), FHRILEDTTHE (1 KfHfE 82 mm),
37~375°C DR#, RRALMEDERK X h BEE
ROBALYEZ bh, BE XD H influenzae % [RRHE
& L TAHBE LT, Mezlocillin 18 2¢g %8, 1 H3[MH,
20%7 F ol 20 ml BB LTHERRBLICE A,
4 BB, 4RI 37°C LITRETL, mEYAbH
%L, BKEEL 30~50ml @A L, B H
influenzae 3%k L, - T Ps. aeruginosa HHBE L
t2o Mezlocillin BFLEx bhicd, #E12BE XD
#iE FAEAYRL, 14H B2 38°C ¥ TER Ltk
% Mezocillin D5 %k Lic, RIER AR REREZ
Bis e ototcdd, EFESICEBR LCRBEELD
hic (Fig. 10),

FEBI3 46, &, A~5EMIVBARLC THE
B, AL b 38.5°C NAOFE, BH, HREBR,
LHRBBALDOICDABE Lico M VIR T, AT
T Ra xR0 T, Mezlocillin 1[E2g 8, 1
A 2@, 500ml OEKH I IEREARCHEREL, &
¥ 2 B CAMBHE 2T o It Mezlocillin #5381 X
D RBIRDLRT, 6 AERCIFRIEDCHE (1221
mm), CRP o##% (#->—), WREEBFOMEI R
Bdhh, ERLHE LI, frls, TRMRBIGHT, BRXY
Haemophilis, Acinetobacter % L3Rt L= RERE & ¥
FE LB oo AFITOMFS Mezlocillin JEE(2AT
BOLEHTH Do
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Fig. 9 Case 1. H.N. 29y. 0. male Septicemia
9/14 21 26 30 10/4 10/12
°C [ Mezlocillin 12g 1. V. ]
40
39
38
37i_‘ o M N
E S R|25/51 36/68 23/54 35/63 12/22  9/24
W B C| 2800 2700 6600 5300 5600
C R P|H# + _
G O T)|33 34 122 68 40 20
G P T|17 38 157 106 75 31
Blood (=)
culture
Fig. 10 Case 2. 73y.o0. male Chronic bronchitis
Sep. 29 Oct. 5 15 20
3(;| [ Mezlocillin 6 g/day LV. |
38|
37‘,_/\/\7\/\/\ _AA A/\/\v/\w
N SAAAAA
| o
ml
100
50
%%%WW%f??f%%%%%mmﬁwwﬂﬁwwmﬁﬁwﬂ%
W B C (10800 9200 9200
ESR(1hr) 82 126 40
CRP R e
Blood pH 7.401 7.418 7.436
gas CO; 46.3 37.8 39.7
PO; 95.4 59.8 74.0
Oreanism Haemophilus+ Pseudomonast Pseudomonas-t
& Klebsiella + Klebsiella + Klebsiella  +

ER4 73F, B, 847 BEi, BEVERETRER
Erismah, AR, Mz CRYLEELZE LI,
Bt GRS 38°C At R, IBMFSER DD, R
HRERED % ¥ Mezlocillin 1 E2g %5, 1 H2ME, 300
ml O 5 BRERCHEMR, SEEHE LB Licss, IERD
FELABDONRT, 3 BRI TR EHEL,

EHS5 604, B, RFLEMC X EMITLES
R¥E L, RS &0, 37.8°C PHStORR,
1 B 50ml PAADOIBMREER L, BROAHIELD
n, B X b Str. pneumoniae ¥ X H. influenzae %
4¥ME UTco Mezlocillin 181 2¢g %8, 1 H3ME, 20%7
¥ ¥ 20 ml ¥R L CRRE Lo Mezlocillin #5568
M3 AEEE VIBEREES L, 1BMKCERSE
BALL, Mgk bIEIRM  HEL A Do BHRFD Str.
pneumoniae, H. influenzae 3% L, R->T E coli,
Klebsiella H\HB L1co

LAk 5 BlicowT, Mezlocillin #5340 £ Lis
BE R Table 3 KiRLIcE R TH 5B, M
1 IEWTE, BIRO X 5 IR H#MBRD b
h, GOT, GPT o L& »@bbhien, HEPIE28
MBI EBECHE L. ¥-AnRSs BT\,
Mezlocillin #5870 % TH - IcFBERY, #EHILR
(L6 BITHEIMAERD bt A, Wik 2 BRI 9
%L X ITHIMAR AR Lico SERI2 KB\ ThH Mez-
locillin # 51T pk » TREH D L), BERERERE
CEEIDRDLAT, HFBRED L CEB1TBD LR
1D ot SEBLS BT, Mezocillin #4545 GOT,
GPT, BUN 0@ED _EF2ZRD bitteht, Mezlocillin
Lk 5 ARCEREKRC I DT LItz & X, &K
FREDOHBTIILVWEEL DRI, LI 5T, &H
BEZ I VEWERORD DRICESINL2 BIT, 1HR
#t GOT, GPT 0 L&, o 1 flikRETH 5,
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Table 3 Laboratory data before and after administration of Mezlocillin

. Alk. Serum

6 | RBC S-GPT S-GOT B. U. N. | creati- Protein-
Z | (x100 | Hb (e/dD WEBC (K. U) | (KU |Phosshatasel oyl | nine | uria
o (K. A. U)

3 (mg/dl)
S|Bla| B| A | B A |B|lA|B|A|B|A|B|[a|lB|la]B]|a

f

1 |540(484|16.2 | 14.2 | 2,800 | 5,300 |33 | 122 |17 | 157 | 4.6 | 3.8 |14 | 7| /| / [(=)|(+)
2 |454/431|13.3 | 13.3 [ 10,800 | 9,200 (31| 21 [21| 8 | / | 5.2|11 |13] / N
3 |284/259| 8.8 | 8.1| 5,900 | 5,000 (16| 28 [ 6| 13| / | / |80 |59(6.0[4.5(+H)|(+)
4 |363(330|10.1 | 9.4 3,600 3,300| 8 10| 5| 7| 52| 47[16 |16 / [1.2/(£)[(-)
5 |292(310| 10.2 | 11.3 | 22,900 [ 19,500 | 39 | 69 | 23 | 38 |12.9|20.1 |18.5 | 27 [1.0(0.9((=) | (=)

B: Before administration

V. BELLVICER

#H 1L ¢ BAYER #Hitk W THRIACEH=>Y
v, Mezlocillin wxt3 5 ERSBEEORZM Y, BF
DHBBEHAR =) v CBPC xi3sRZH L
HEr Utcht, Staph. aureus it LTi% Mezlocillin i3
CBPC I hBg2 Bfsa\ LB IR/~ L, Proteus sp. i
st LT, Mezlocillin o#ig iz CBPC rizig% L
&, Fto, Ps. aeruginosa \sit3 % Mezlocillin DHE
1% CBPC 0iiF245T, BEEEOLVHE, TX
€ 12.5~50 pg/ml ® Mezlocillin TSEEA AL XH 5o
E. coli ¥ X1 Klebsiella w3 % Mezlocillin D H{ 8
HCBEBEEOEE L YE L BD bR, E coli
GEWREREDOHE, Mezlocillin 123 LT 100 zg/ml L
Tt &R T RRA KRR IO LI, BEEEY
W35 & 100 pg/ml Pl EOTM: %R THKizsE < , CBPC
CHRT, iRl R R T Klebsiella (%t
LTk, EREEDO S B4, Mezocillin OHEHL
CBPC oHfiEHCEXRIBDbhcW D, BEEEE
T3, 20kkp18#kA 1.56~12.5 pg/ml @ Mezlocillin ¢
FEHPEIEE R, CBPC it LTHLMET Shic#t
%jjﬁi?&&) Bj’bf\:o

BB EH Eic Mezlocillin 4 g %8 L&D
HErPBER15AH 180 pg/ml RRL, MR,
BIFBSTH BN, 7v7F=v2Y7 5 VA 10ml/
min. DBEEE L EIC Mezlocillin 2 g % 2 B T ARG
ELHE, SHEETES 98 pg/ml O MERRE YR
L, M504 L ER L ER BB D bhio
Mezlocillin ##5 L5 610, EZ16, H%3 6,
% 1 FIOBRE’ B OIic, ZhOLDERAD 5L, FEH
213, »is b BREIREC b » TRER B LIcRAIT
bY, EGI3IBEDCTHRERE, EMN4, 5 XIB
&, ERALUACThIBEEAERY b ORPIERE T

A: After administration

Hb, &LTERS BREBRPEE TH -7, EM4
BT, ESD DI EHORE L INDBI Lt
BT 2R EE2 b B, FRELHEE LEER
2Bl & EE oledl, Wihb H. influenzae BT
B, LHELRRMTED bR b D D Haemophilus
DERBECIIRII & IRD, AFID Haemophilus REER
3T EMELTRE S R,

Elfef & LT, 280 Mezlocillin #.5 8 H4~128
B RBA DD, FEF 1 s\ TILIFRERBE 1D
bhichl, Mezlocillin dhb#%, FEROHEL L IRE
CHIMER A Red, BRPFERCAE S £ERIED 10k
Exzbhico LhLigrsb, KFMN<= o) Rty
BThoZLIb, AHADBRECELT, 7VAF¥-K
BOHBIANWT, +BETALENS LD LEL
ZJO

V. ¥ & o

Mezlocillin iz oW TR TV, UFORB B,

1) EsK 7w Staph. aureus, E. coli, Klebsiella
Proteus sp., Ps. aeruginosa © Mezlocillin =33 55
FUNMO € — 713, BEEEO I BE, 1.56 pg/
ml, 3.12 pg/ml, 6.25 pg/ml, 1.56 pg/ml, 25 pxg/ml &
TR EZENFFLE L, Proteus sp. Ao BT 5
Mezlocillin OHE /3. CBPC i X b3 <¢hTw
bo BEEBEDO S\ BE, Klebsiella, E. coli 3435
Mezlocillin DHEELCFEL i h CBPC nHigHE
DEZDLTI LB,

2) BEHEEREC Mezocillin 4 g %85 LicBs
O MEFREXISHHE 180 pg/ml #RL, MR
1349454 Td %o 5 6 REEIPIC38% A RepIc BN X h
Bo BALBECE W TRAFERMAZHERET
60

3) HMmEE1 B, WHKRETLLIL, [ELME 1
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Bl, ZRRBREE S 1B 2 Blic, Mezlocillin 15 4
~12g #3~16AMBEL, EXH16, HZ 3 A, &
%1 BIDERE R 2D, BIFFA L LT 1 flic Rz s
GOT, GPT L&, 1BlcRBxZdI,

(R OE B H24E A AMCE RS AT A AT T
%{E%K’.%L‘—C%i L'I;Co)
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BASIC AND CLINICAL STUDIES ON MEZLOCILLIN

FuMio MIKI, ToMOKAzU Asal, KENJI KUBO, MICHIHIDE KAWALI,
MasakAzU KONO and KENJI TAKAMATSU
The First Department of Internal Medicine, Osaka City University, Medical School
(Director : Prof. KENZO SHIODA)

Mezlocillin has been investigated and the following results were obtained.
1. The peak of susceptibility distribution of clinical isolates of Staph. aureus, E. coli, Klebsiella, Proteus
sp. and Ps. aeruginosa to mezlocillin were, in lower inoculum size of bacteria, 1.56, 3.12, 6.25, 1.56 and

25 pg/ml, respectively.

Antibacterial activity of mezlocillin against the a. m. clinical isolates except Proteus sp. was found to be

superior to that of carbenicillin in lower inoculum size.

Antibacterial activity of mezlocillin against Klebsiella and E. coli was influenced by inoculum size of

bacteria.

2. Four grams of mezlocillin was given intravenously to a patient with normal renal function. The
serum level of mezlocillin 15 minutes after administration was 180 zg/ml and its biological half-life period

was approximately 45 minutes.

The urinary recovery rate within 6 hours after administration of mezlocillin was about 38.0%. A
markedly prolonged half-life period of serum level of mezlocillin was observed in a patient with impaired

renal function.

3. Mezlocillin was administered to patients with septicemia in 1 case, chronic bronchitis in 1 case,
bronchopneumonia in 1 case and infected lung cancer in 2 cases, at a daily dose of 4-12 g for 3-16 days.
The results obtained were excellent in 1 case, good in 3 cases and poor in 1 case.

As for side effects, pyrexia and elevation of GOT, GPT in 1 case and pyrexia in 1 case were observed.



