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Mezlocillin 1z B§3 % BFae

HRRIRX « &) Ef
HRRBHF hRIABEES AR
LA E « HILBF
IR RREYME © v & —

BAYER #CEFBRELIER=vY vV Th 3
BAY £ 1353 (Mezlocillin) DpfikE > B S T 5
e, TORIN - BHEE, HEER, BERRSEYRIT L
D THERET 5,

I. % -8k it

B. subtilis ATCC 66334+ BRERLETHHEBY » 7
B LD, FHDOAGHBERRIE L, MK Moni-
Trol ©, i3 phosphate buffer % (pH 7.0) ¢, Fk:
ﬁ'ﬁ LfCo

a) MIEREHREE

R A 4 6] (fAHE ; 45~56 kg, Cer; 91~116) 1o &
¥110g, 20g RAEBEAER 20ml CBEL, ¥5 5
2P T < b one shot B Lic, M¥ERBCOX,
cross over LI TERE L,

Fig. 1 Blood levels of mezlocillin
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Fig. 2 Urinary excretion of mezlocillin
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BRSSO MR B EE X, 1.0g; 52 pg/ml, 2.0g;
108 pg/ml THBHH, 304 ; 39.0, 75 ug/ml Lich,
1Rl 811 184, 34.2 pg/ml T B, M BE X
dose response WRLIcMNOEDOELHEB L, 2 B
fE ; 8.3, 153 pg/ml TH Y, 3 FU* 4 BEEMEIL 34, 65
pg/ml Bt 09, 2.1 pg/ml 5% (Fig. 1),

DX WDRFHEE, 0~ 2 BRSERIKEHT
HY, 1L 2 BEBCTEFRFh 474, 985mg TH
%o £LT, 2~4B§MKRIX 33, 78mg, 4~6RKHR
1% 6, 19mg LirB, &R, 0~ 6RO RPEINK
51.3, 54.1% TC#H -t (Fig. 2),

b) BEFEIC X 5 AEPIRE

Mezlocillin 2.0 g % one shot #E (A& 20 ml s
%, 543, REEHE (5%*~ Y +— 500 ml B54%,
604 B U1204y) D 3 FEPIT, cross over LT X b HEE
Lo BE5RHIL L5 one shot BEHITH 5o

ZDIVDOMmMAPBRER, BEMHIC peak DEE,
MPBEDOFRFCREREDO LI R L LDBHH, 3
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Table 1 Urinary excretion of mezlocillin

Administration method : :
Urinary excretion (mg) Recovery rate
Subjects \ Cer } Route , Dose Time 0—2 ‘ 2—4 4—6 hrs. %>
. 10¢g a7 | 33 6 51.3
iv. -
Healthy Adults | 91—116 985 78 19 M1l o
60 min. 920 72 16 50.4
C ith .
U?;:iswéancer 20¢ 120 min. 843 109 14 48.3
d.i. '
45 463 174 37 33.7
: 60 min.
T .
Pfexge:;fc; 32 352 210 46 30.4

PILIEEE, (IR LcmhBEORBEE LI, Tk
bbb, 60 ATEMER T, BEBR30SHT 44 ng/
ml, 1BR5RI% (REKTE) ik 68 pg/ml LR DE
ExRL, 2BRIE TR 195 xg/ml, 3, 4BFRETIX
FhER 92, 3.0 pg/ml THhotco —H, 1205 AlEH
By, BERR0AHIC 32 pg/ml, 1 REE T
50 pg/ml, 2 BRI (AER THF) Wik 56 #g/ml L ¥
— %R, 3, 4BMETIERER 163,54 pg/ml
Lich, 6mEEgIE 14 pg/ml TH 7o (Table 1,
Fig. 8),

TRHD X WO RBEENE, 0~ 2REEAER SRS

Fig. 3 Blood levels of mezlocillin
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Fig. 4 Urinary excretion of mezlocillin
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EIXE & 3kic one shot>604 A >1204 MG OJRT
»% (Fig. 4),

¢) BHEETROGNRE

FETES I (FER  465%, fAE ; 43 kg, Cer; 45),
IEIRERERRE - IE1R107 B (4G 5 283k, fAE ; 54ks,
Cer; 32) L, &H# 2.0g %605 THRBHE L1

iR EELS peak level »11 RERIE (HIEK TR
47, 42 pg/ml L EEAC KN, 20BN, 4 KRREME
7.4, 9.1 pg/ml, 6 BERHME 5 3.3, 5.5 #g/ml T prolonga-
tion DEM%E x 7= (Fig. 5)o

oD XD FRBBEE, 0~ 2 FEREISER A 468, 352
mg LIEL, e, 2~ 4RERA 174, 210 mg THEL
WEEY &, FORPERRINZY ET LE -
(Table 1, Fig. 6)o

d) RRENBT

EEAEOIER 4 Flc, AH 2g % (RIEHES F,
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one shot ¥ 1 4)) &5 L, 95~2459 4 DR BB
HMEFR LI, & OFKRET CHBEMEBEREMRE
DU~NBETHY, EFANDBTE1 AR LD
(Table 2),
I i & fF A

BT hh b AR08 Ui © 1498k, JRE 5%
® Mezlocilliin 4%, 105/ ml #f T{LFREZESE
HEYD 1 ¥ U JISE LT, RMC, Carbenicillin (CBPC)
BEZMx O L1

St. aureus ; 34¥k, St. epidermidis; 128k MIC;
0.78~7>200 pg/ml OB AL, St. aureus 064.7
%ht 6.256~25 pg/ml [ FH Y L Ao h3, >200 pg/ml %
17.6% % Utzo E. coli D358k 1.56~>>200 pg/ml 1o
OALIHDIL, 68.6%H 3.12~12.5 pg/ml Lo

Fig. 5 Blood levels of mezlocillin

Zh K L, Klebsiella sp. 15%kiL 12.5~>>200 pg/ml o
Bied s, 205 bicikiteikri S -7, Serratia
D138k MIC; 6.25~>200 pg/ml ORI H b, Bk
FEIDZEMNE I »Tco Proteus X/ TH 155, Indole
(=) %A Indole (+) #kX » HIEV MIC %RL1c,
Pseudomonas sp. 19k 100 pg/ml LIFA47.4% % &
¥, Bacteroides 5 #TiL 3.12~12.5 pg/ml o @FEN 1=
MIC %i?’to

Mezlocillin & CBPC & nfficiy, B#RC X b MIC
CETFOEIDHM, Ll, BREURRBEI ML AT
b, ZOMEECAZLEVEVLZB (Table 3, Fig. 7),

m BE R R ¥

ERAFHRLFEIABC K L, Mezlocillin 1 B 1.0~
20g $o% 1 A 2 BEREHESUIEEL, BRIRYE
Qe RIFTEERER L (Table 4),

a) HBKRHR

BpEES% (Case 1, 2, 10, 11) ¥ 4.0 g/day, 7 ~
28 ATEREL, 48R3 BIRARTH - o

Case 1 i3, &%, MEOBRWOZMTTXIcK S

—x—: 2.0g i.v./5min. ABEREH 5, E. coli (MIC; 12,5 pg/ml) ®#H,
100 \ —e—: 20g d.i./60min.
—o— 1 20g d.i./120min.
ig‘ Fig. 6 Urinary excretion of mezlocillin
301 g
e 1,200l
é _________ 2.0 g i.v./5min.
£ 10 1,000 | 2.0 g d.i./60min.
g pr 2.0 g d.i./120min.
S Sw
4 2 '
% ¢ 6001 :
2 S :
4004 .E
14 1
200 E
0.5—_ x E
]/41/2 i é é :1 ('i hrs. 0 2 - 4 G hrs.
Time me
Table 2 Transfer of mezlocillin into feto-placental tissue
Timaeftgnin) Mezlocillin concentrations (pg/ml)
Subjects Administration method administr- Maternal | Umbilical | Amnioctic
ation blood cord blood fluid
24y. 57kg Normal labor 2.0 g i.v./7 min. 95 min. 18.4 3.4
27y. 63kg Normal labor 2.0 g d.i./80 min. 115 min. 15.6 4.2
82y. 58kg Normal labor 2.0 g d.i./145 min. 170 min. 9.8 2.7 1.2
26y. 57kg Normal labor 2.0 g d.i./210 min. 245 min. 21.3 3.8 trace
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Fig. 7 Antibacterial activity (cumulative %)

—o— Mezlocillin

--e--: Carbenicillin

% %
105_ St. aureus - 0106* E. coli
=2 Q 1
< 204 20
1039 156 625 25 100 >300 1039 156 625 25 100 >200
ug/ml ug/ml
% i %
[£ .
9100_ Klebsiella sp _100] Pseudomonas sp.
E 60 2 607
S ] S
20 20
LA LA U A AL A A AR SR A ¢ 1||1|11f1|11
039 1.56 6.25 25 100 >200 039 156 6.25 25 100 >200
ug/ml ug/ml
Fig. 8 Case 1 24y. F. Ectopic pregnancy suspected Pelveoperitonitis
Date [6/12 14 17 29
| Transfusion |
Therapy [ Mezlocillin_4.0g d.i. ]
*C 404
394
Body temp. 384
371
361
Genital bleeding + + + + — —
Lower abdominal pain | + + + — = -
Resistance on pressure | 4 + + + + -

Puncture of Douglas ——> Pus

Isolates E.coli; 12.5 ug/ml
WBC | 9,700 12,400 8,600
Pregnancy Endometrium Pregnancy
test (+) Histology test (—)
Decidua

Fig. 9 Case 2 28y. F. Acute abdomen — Pelveoperitonitis Anemia

Date 6/27 7/24 31 8/9 20 25
Therapy ( Mezlocillin_ ----___ 4.0g d.i. ]
C 40
Body temp. g;; _______ e, S N
364
Genital bleeding [4------- + - — — -
Lower abdominal pain[+4----.-- + + + — —
o Resist on pressure
Internal examination ﬂQ* esistance decr‘::ase ‘JQ
WBC 16,200 10,500 8,300 8,600 7,700
Vaginal fungi (+) (+) (=)
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Table 4 Clinical results with mezlocillin

Case
No.

Age
€D

Sex

B. w.
(ke)

Diagnosis

Isolated
strains

MIC
(ug/
ml

Dose of
Mezlocillin
(days)

Result

Side
effect

Remarks

6 42

10 47

11 38

12 21

13 28

14 62

47

51

56

48

54

62

53
58
54

54

52

49

53

43

Ectopic pregnancy
—Pelveoperitonitis

Acute abdomen—
Pelveoperitonitis,
Sepsis

Chronic tumor,
Postoperative
infection of vaginal
metastasis (?)

Post ope. of cancer
of uterine body,
Parametritis

Acute
pyelonephritis

Postope. of uterine
myoma, Acute
cystitis

Puerperal cystitis
Puerperal cystitis

Post ope. of uterine
myoma,
Bronchopneumonia,
Parametritis
suspected

Uterocervical
cancer, Parametritis,
Paralysis of bladder,|

hronic urinary
tract infection

Inflamatory tumor
in lower abdomen
(Pelveoperitonitis
suspected),
Douglas abscess

Subacute
adnexitis uteri

Post. ope. of
cesarean section,
Toxemia of
pregnancy

Puerperal cystitis,
Malignant ovarian
tumor

Chronic urinary
tract infection

E. coli

Kleb. sp

E. coli

St. aureus

E. coli

E. colr
E. coli

E. coli
Bacteroides
E. coli

? >
Bacteroides

E. coli

Proteus

Indole(—)

12.5

200
3.12
6.25
3.12

6.25
25

25

200

40g di.x15

40g d.i.x28

4.0g i.v.x5

40g i.v.x5

40g i.v.x5

20g iv.x8

i.v.x8
i.v.x8

d.i.x1
Lv.x1

20g
20g

40g
10g

40g d.i.x8

40g di.x7

40g di.x7

20g i.v.x4

2.0g i.v.x4

None

None

None

None

None

None

None
None

Fever
388°C

None

None

None

None

None

Altered
(Pseudo-

monas)

Fever
with
T-1220 &
PC-904

AFEE X b, BT THL, Kk CEBEER SR
LicoThEZhE Lic (Fig. 8),

Case 2 (3, RAMBEOZH CABRBELIER &
MRS & B, Mezlocillin SFEkic X b, Rlcic
BB HIM & B D ERITFE L T o oo ABNTHER
& L7 (Fig. 9,

Case 1013, FEGEW I MOMEBERIEEL LBIER
BRI p D, BRSOl S E. coli (MIC; 3.12 pg
/ml) & Bacteroides (MIC ; 12.5 pg/ml), Rd+% E. colf
(MIC; 6.25 pg/ml) ZBRHL, Rz, BEREZFEL TV

N, FERGCIIVBBAFETHEBELEDTH - 1=
(Fig. 10),

Case 11 %, SIEMTHRTEE C, £#40g KI5
H4AETHFELRVEE, &7 5 AEBEIE LM
s h, CIBABHR U7chd, BEEERIBEER LEME T, S8k
75 ESERTESTH » 1o (Fig. 11),

MMEFECEET, FEMFBBLOLE Y % % Case 12
(%, Mezlocillin 4.0 g AP#E7 BRITTS, KRR
ERGIFERL, AL L (Fig. 12),

W3 F) (Case 8,4,9) ©5b, 24i 40g
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Fig. 10 Case 10 47y. F. 54 kg Parametritis after ope. of carcinoma coli Faralytic bladder,
Chronic urinary tract infection Anemia

Date Dec. 12 19 27 31

Therapy °C [Mezlocillin 4.0g D1 CFX 4.0g D.I

404 Purulent discharge {rom
394 stump of uterus

ol M/\/\/\/‘\,\ MM
Body temp.37 =~ =N A o

ERASAAAY T T‘va
Culture i -
Pus | E.coli, 3.12 ug/ml (=) Bacteroides; 50 ug/ml  Candida ()
| Bacteroides 12.5 ug/ml (=)
.

Urine, E. coli ; 3.12 ug/ml (=) Klebsiella ; 1.56 ug/ml Klebsiella (—)
Feces Candida (—) Candida ( +)
Pyuria| () (+) (=) (+) (4#) (=)
WBC 17,300 9,200 12,500 8,300

Fig. 11 Case 11 38y. F. 52 kg Inflammatory tumor in lower abdomen (pelveoperitonitis
suspected) Douglas abscess

Date 13/Jan. 17 20 27
f Mezlocillin 4.0g d.i
Therapy Incision T.P 2.0g d.i. ]
C 391

384
Body Temp. gg: “““

Bacteroides; Mezlocillin : 100 xg/ml

TP 13.12 ug/ml
Lower abdominal pain + + + + + +
Nausea, Vomitting + + + + —
Purulent discharge + # + + _
WBC 17,800 14,200 9,300

Fig. 12 Case 12 21y. F. 49 kg Ectopic pregnancy suspected Adnexitis uteri subacuta

Date 25/Sept. 27 2/Oct. 4 11
Therapy [ Mezlocillin 4.0g d.i. |
0C39-
38-
Body Temp. 371
36-

Lower abdomial — _ _
pain’ + +
Uterine bleeding| + + + — _
Resistance on
pressure # + + + -

WBC 12,400 10,600 5,600
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Fig. 13 Case 5 16y. F. Acute pyelonephritis

Date 8/28 9/3 I 11
n [ Mezlocillin 4.0g i.v.
Therapy KW1062 160mg BOme 1.m.
‘C 40
394
Body temp. 33
371
36+

Cloudy urine

Pyuria

Bacteriuria

(4)

F.coli; 3.12 pg/ml
St.aur.; 6.25 pg/ml

(+) (—)
Pseud.aer; >100 pg/ml

Side effect

Fig. 14 Case 14 62

(=) (=)

y. F. 43kg Malignant ovarian tumor, Chronic urinary tract infection

Dﬂe_ Jan.19 21 24 28 Feb. 4
Therapy @M CFX 2.0g iv.
°C
394
Body Temp. %g:
36
Pollakisuria + + + + 4+ _
Miction pain — — - — — -
Cloudy urine + - + - _
Pyurea I + * - -
Bacteri Prot. Ind. (=) 78> 10° 53%10° -
acteriurea 200 ug/ml 125 ug/ml
¥ ATERETS BHERE L, 1 AIEITER DR L Case 5 DEMBEEKE, E. coli MIC; 3.12 pg/

too MEMBEBOER Y 5 EBE T EY(Case 3)

i, 1R LY, BEESWY

B, FEGEREOERIERSK (Case 4) T, THH

ml), St. aureus (MIC; 6.25 pg/ml) OB ERETH
H, Mezlocillin 4.0 gx 5 HEETTFEET, Kb
B4 Pseudomonas WHEARREYE Lico APNLESTH

Bd, BRHTH -1

RBbie { K 1o 1= (Fig. 18),
Table 5 Clinical Results with Mezlocillin
No. of Clinical results
. . - 0. 0
Diagnosis Dose of Mezlocillin cases N N ~ ‘; 2
Infection of uterus and adnexa uteri 4.0 g x 7 days 1 1
Pelveoperitonitis 4.0 g x4-28 days 4 3 1
Post-operative infections 4.0 gx5days 3 1 1 1
UT.IL upper 4.0 g x5days 1 1
U.T L lower 2.0 g x 8-4 days 5 4 1
Total 14 9 0 4 1
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Table 6 Influence of Mezlocillin on Laboratory Results
No. of cases Laboratory findings (Before—After)
tested Normal—> Abnormal— Abnormal—> Normal—>
Normal Normal Abnormal Abnormal
RBC 8 4 4
Ht 8 4 4
Hb 8 4 4
Reticulocyte 8 5 3
WBC 8 1 4 3
Blood picture 8 2 3 3
Platlet 8 8
S-GOT 8 8
S-GPT 8 8
Al-P 8 6 2
LDH 7 7
Bilirubin 7 7
BUN 8 6 2
S-Creatinine 7 6 1
Urine volume 6 6
Urine protein 12 5 5 2
Urine sugar 12 12
Urobilinogen 12 12
Urine sedimentation 12 5 5 2
Coombs’test (Direct) 8 8
(Indirect) 8 8

TR, EEENKAIA, mEBENL 2 6
T, \Whd 20gx3~4 BiERERC XD, BIK,
BEEMAEERL, WIh B TH - 1ohd, 1SRRG
(Case 14) ¢ Proteus sp. (MIC; 200 pg/ml) L BB
g Th -t (Fig. 14),

o S ER ABMEER S4B KT 5 Mezlocillin @
EERMEY % L 5b L, Table 5 DFEH THBo Tich
b, AFID 4.0g/day HER XY, FEMBRREOD1
BB, BBRBEBS T 48P 3 ACEL, 1HICE
BT, WHRREO IHATIEIACES, 1HICES T
D1 BGHERBTH »Tco RERH T ERIRBBRR
D1 FIEXRRO DI I h, THRRERRL,
20g/day #5T, 5HF4BICHEL, 1ACEDTH
1o

R, EE~PSEOERABRICK LK% 1 B
20g~40g ®EL, AR, &EH46l, TBE1HID
Fek w87 (Table 5),

b) EBWEBRUOR SRS

[UEZ IS, BIRFERE e\ Case 9 1 4.0 g i
#31E, 1.0g one shot #ET, Fh¥h 38°C DRHY

SeLtchl, Fikic X VEBCTH#LI, £, BO&
BA=v) VREARAREBXE LI, LaL, Zhis
DIBDI3FICE, FILDOEHWER DAL L Dieh 57,

AEE 5, RPMED Pseudomonas EARM L1
Bl (Case 5), ¥1=, BREBEHE L AH (Case 2) B
HBN, chllshe, MK, mBEECE, RicLo#EE
BARBREIRETBECHMODREE A LD o1
(Table 5),

V. ERROVICHIE

Mezlocillin DfEREE R D\ Tit, Schacht, P. et
al (1974) PMBEE N A Y ARF\ T, E. coli 14BER#H
BB L TARRIBETHEL T, Thick b,
AH|D 125~2,000 mg % one shot ¥k L7228 D M1
W EECILEA & 27 dose response 7R L, 311604
THotco X, 1,000~2,000mg % one shot L
108D IR HEMESRIE 0 ~ 6 BFf T55~60% & #E S h T
WBHY,

bhbhix, %ic CBPC 1.0 g ¥ BHED EH I BE
CHEL, 300 17.3 pg/ml @ peak level #/RL,
12/5R% d M FB I h Tk b, RepBEft®RI358.4%
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THo1¥,

Mezlocillin 1.0~2.0 g ZRBEANCHIRAR S U BB
B TR R « R X CHE Lcmh B ES
¥EL, TORPHIISOBHE TH Do X, HELLE
ROBREMBTR CBPC &AHIL 12, 3 <A UENY
&I,

Mezlocillin OB A~ 27 + 11t CBPC L LT
B0y, Klebsiella, Enterobacter hELREFEER
PESTHIRFESRD L5580, La L, BRABERC
35 10° EERF O bh b ORRZHN 1L, Klebsi-
ella sp. I&o\\T% CBPC L A&HK| L ORI AZEIL /oW
LOFERE X Ico ThiZ, BROBRENDEKTHY,
X, MIC »ERBEEOHELZF B b b #EEIR
%o

TETTENBORN, D. @ X ¥, EERARHRYLS4FIC RS
LAFNI94. 08 DB RE 2 7o kv 5, X, bhb
turblgiic CBPC 4.0 g/day % FI\HUfRME R B RS %
FL&TH66.TBHREEXBTBY, [ Mezlocillin
ERAPHREABIC AV 9 SIS BRI TH » 720

V. © ¥ ()

HFLWARR =Y v Th3 Mezlocillin OfEKESR
PO T RIS, ORI - PEl, PEER, BK
B & 85T Lico

1. Mezlocillin RS TEHVIMAEEY R L o
2, HEBEMRVCBREEBEYE LI, MPEER, BHbHH
7t dose response %L lichd, FRebgett (0~ 6B
fil) (X50%RIE TH Do HHEETH T, mFRED
prolongation », RPEIBOBAEEL tco A RA
BT, B0 %~%Ei#HTH s,

2. BERABE¥RD Mezlocillin B4, CBPC
CEULCEETHY, St aureus ¥ 6.25~25 pg/ml
164.7%, E. coli i3 3.12~12.5 ug/ml 1©68.69% 5K
L7

3. ERAFRYE 146l Mezlocillin 4.0~2.0 g/
day R Sic X b, BREEL, TEMARSRL H
BRI, RURBRYT L I PICHERTH - 1o B5HRE
ZRLICLIAND DD, Zhbshckie T 3EFRCE
ﬂbf&ﬁ‘af:o

ARILDOBEEL, #5240 B ALEREF SR A AT
& (BBFS2E10H8, FLBR™M) TRELI

X ik
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STUDIES ON MEZLOCILLIN

KANJI SEIGA and MASAO MINAGAWA
Clinic of Obstetrics & Gynecology, Kobe Central Hospital
KUNIHIKO YAMAJI and YOKO SUGIYAMA
Kinki Mothers and Children Infection Center

For the purpose of clarifying the clinical value of mezlocillin, a new semisynthetic penicillin, the
antibacterial activity, absorption and excretion, and therapeutic effect have been investigated. The results
were as follows:

1. High blood level of mezlocillin was obtained after intravenous administration. Mezlocillin was
eliminated from blood in relatively short period. The dose dependent blood level of mezlocillin was
obtained. Approximately 50% of mezlocillin administered was excreted into urine during 6 hours period
after injection.

In a patients with impaired renal function, prolonged half life period and decreased urinary recovery rate
were observed. Concentration of mezlocillin in umbical cord blood was about 1/3~1/5 as high as of those
of in maternal blood.

2. Sensitivity distribution of clinical isolates to mezlocillin was equal to that of carbenicillin. The MIC
values of mezlocillin against clinical isolates were 64.7% of strains distributed from 6.25 to 25 pg/ml in
Staph. aureus and 68.6% of E. coli distributed from 3.12 to 12.5 pg/ml.

3. Mezlocillin was administered intravenously to 14 patients with pelveoperitonitis, adnexitis, post-
operative infection or urinary tract infections at a daily dose of 2.0 to 4.0g.

The results obtained was effective in 9 cases.

Except 1 case of pyrexia, no side effect was observed.



