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IRREGSE X3 % Mezlocillin o #i58Hy, EEREIK S

RAESR « EFRERX - KLg 0T - /NI

#

HRARFRR

BAY f 1353 (Mezlocillin) 13, #¥h <4 =12k cB8
F& iz Ampicillin (ABPC) ¥ 4o #H LV K
Penicillin TH 5, FOHBE A< 7 + 13 ABPC =
Carbenicillin (CBPC) 1S+ 5 4%, HEfERILEH
KXo TRAEFDD XCBEMH B, TSI X b BH
~OPE#A S L, BRI E LD TORWEELRBY,

I SE, AFDRPHE RIS O 7o i BT &
VBRI 2T 51D T, UTFTRFORELRE
T %0

1. 2 B8 5 &

D EERFOBBIEDO X1 5 FRE T 54
RORNRERIEEE (MIC) % BA L3Rk LET
2 X hPE L,

2) EEIRDEED Ps. acruginosa, S. aureus £20BRIC.
#$ 5 MIC RO H R THIE L,

3 MRRBRYMEBE2BCAHID 4g &1 H, AHHE
LT, BREClFRECHBEYRE Ui, BERE

Table 1 Sensitivity of various organisms to

Mezlocillin

Organisms ‘ g;’éi;’: 1MIC ¢g/ml
Koch-Weeks bacillus 4 0.78~3.13
Morazx-Axenfeld diplobacillus| 7 0.19~0.39
Str. pneumoniae 8 0.39~1.56
C. diphtheriae 4 0.78~3.13
Neisseria gonorrhoeae 1 0.19
Str. hemolyticus 2 0.19~0.39
Str. viridans 2 0.39~0.78
S. aureus 4 0.78~6.25
Ps. aeruginosa 2 25~100
S. aureus 209 P 1 0.19

1%, B. subtilis PCI 219 #REFE LT HHEBFEHRY v 7
B L, Kbk XUBEROFFIL Iis M phosphate
buffer (pH 6.6) % F\ oo ML 2 EFR LI

4) AEBRBEEXAVT, BABTOBRBEHER L
7o A% 50 mg/kg 1 [E one shot (& THER X » Bt
L CRERICHTBE KB L OB EER Lico BKRKBED
peak RRCIRERA LT, SBEGABREXWE L
1o

(&E@U%kﬁ) @ﬁ&lflﬁ U'Cﬁt[ -1

5) HFEIERYERZC, AKX 10 2g 1H1~
3 [ one shot ¥, Fiuk, 1E4g #ARESRIELT
FRIRZD R BEe Lico

2. EBREBEZOLVICER

1) HIEARZ b

Bz Table 1 KRTZE < Thbo

Koch- Weeks iz 0.78~3.13 pg/ml, Moraz-Axen-
feld B 0.19~0.39 pg/ml, Str. pneumoniae 0.39~1.56
pg/ml, C. diphtheriae 0.78~3.13 pg/ml,
gonorrhoeae 0.19 pg/ml, Str. hemolyticus 0.19~0.39
pg/ml, Str. viridans 0.39~0.78 pg/ml, S. aureus 0.78
~6.25 pg/ml ¥ L O Ps. aeruginosa & 25~100 pg/ml
o MIC Thb, S. aureus 209p i 0.19 pg/ml o
MIC TH %,

ThbbiAHREE 7 7 sBHERERCH L, KW
HARZ b kbbb b ktbDThb,
& Ps. aeruginosa b, HHBEOHENXRLIE
& Qiﬁﬁ%f‘?) >0

= e fi3knt CBPC, Sulbenicillin (SBPC) T
LS LHRBI, FRIOHEARZ b VILHET
2 ZELL T\ B pS, Koch-Weeks B, Str. pneu-
moniae XtT BHHE L, Mezlocillin 21k h3+<h

Neisseria

Table 2 Sensitivity of Ps. aeruginosa and S. aureus

(pg/ml)
Organisms gf;,igﬁ <0.2| 0.4 | 0.8 | 1.6 ] 3.1 6.3 12.5‘ 25 | 50 | 100 }>1oo
Ps. aeruginosa 20 3 8 5 4
S. aureus 20 1 3 3 3 4 1 2 1 2
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TWABHDTHoToo

2) BROBERORZHLT

(1) Ps. aeruginosa

RACBYEBEN B L. Ps. aeruginosa 208ED R
ZHix, Table 2 D23 ThHsB,

25~>>100 pg/ml OFHEHCHMH LT, 50 pg/ml 1= 8
B (40%) H'B - THMD WKL LT 5B,

g CBPC e o\T Ps. aeruginosa 244D
REWERE LI L 2 A TR, 125~>100 xg/ml 14y
LT 50 pg/ml w6 #k (25%), >100 pg/ml = 9 #
(37.5%) HiH > T2 ODHHDIWHEIL L TV D, 5
» T, &FIx CBPC RO RZFMNMHERL TS
2, B LHEREANCHMOEHRIS MEB TH -
o

(2)
EEERAYHE D20k, AFD 0.4~>100 pg/ml DKL
BWHEREAM LT 0.8 pg/ml 26 125 pg/ml DRz 13
Bk (65%) »'B - THHDIWLR 7z LTl ke (Table 2),

T DRFMATNE, ABPC oo\ THRE L o R
CEET B D TH 1o

3) MmRE

RERRBRA 2 BICAHD 4g %, £AK 100ml ¥4t
200 ml Vo FSAR LT 1 BERS CRTERE LB i o e e
1%, Fig. 1 K RTZELTH 5B,

MFRED peak X2 Fl& b AR TEIZBOR, *
xR 96 pg/ml, 120 pg/ml Th 7o LIS HBRY
TRRNES LT 4R 152 pg/ml 5 BRI 3.9
.ug/ml R Lo

S. aureus

Fig. 1 Serum level of Mezlocillin following drip
infusion of 4.0 g

ug/ml
100+
90
80+
704
60
50
40
30+
20
10+
T T T T T T 1
Vdp 1 2 3 4 5hrs.
Caso~Time | 174 | 1/2 | 1 | 2 | 4 | 5hrs.
No.8 | 47,F 72.0 96.0 15.2
No.24| 31,M | 44.0 | 66.0 |120.0 | 20.0 3.9
Fig. 2 Aqueous humor and serum level
(50 mg/kg. i. v. in rabbit)
ug/ml 504
401 .
Serum concentration
30: ------ Aqueous humor concentration
20
10
174172 1 2 V. 6 hrs.
Tissue——Xime| 1/4 | 1/2| 1 | 2 | 4 | 6hrs.
Aqueous humor | 2.67| 38 | 4.8 | 1.52| 0.67|trace
Serum 43.0 {203 |13.2 | 3.1 | 098 0.31
A./S.(%) 6.21|18.72|36.36 | 49.03 | 68.37 | —
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Fig. 3 Ocular tissue concentration
(1 hour after 50 mg/kg. i. v. in rabbit)

246810 20 30 ug/g, ml

Lid /3661 ) '

Bulbar conjunctira —130.37

Extraocular muscle ———————12.52 .
Sclera———————""13.95
Cornea[—5.44

Aqueous humor —13.80
Iris and ciliary body ——=35.63

Lens
Viteous body
Retina and choroid [——34.13
Serum —124.00
4) BABT BK - ki AR5, BKEBED peak B, T/cdb
1) FMERNEE LG 1 BRI T36.36% TH - oo
Bt Fig. 2 K RTZELTH2, FatH, AR FwEic CBPC 50mg/ke 1 @EEEL
RIS VRS Ric 3 Tic 2.67 pg/ml 0B B, BKBE VRRI%KIC 4.5 pg/ml 0 peak fE
TRERZLEDLRT, 1EE#%K 4.8 pg/ml o peak NZHNRT, 6FRFHEIERE IR 5o RRHCHE
L, DBTER LT 6 R trace Th 70 L7z CBPC firhif i Volsfltk 72.8 pg/ml DS fE
RRHCRIE Uic i FhgEE 2 VAR Rt 43.0 pg/ml o KELT, ZOBOREIML6.2% Th -7,
BEME» S LR, 6% S 031 pg/ml DR IEH B TEFOBEREC I BMEXAND BT,
L7 CBPC it T peak i3 LS M THETS BT

Table 3 Ocular infection

No. Age, Sex Diagnosis Eye Organisms

1 31, F External hordeolum 0OS S. aureus

2 50, F External hordeolum oD S. aureus

3 40, F External hordeolum OS S. aureus

4 41, M Internal hordeolum OS S. aureus

5 48, F Internal hordeolum 0s S. epidermidis

6 22, M Internal hordeolum oS S. aureus

7 28, M Lid abscess (6N Anaerobic GPR

8 47, F Acute dacryocystitis 0os S. aureus

9 33, F Acute dacryocystitis oD Anaerobic GPC

10 62, F Chronic dacryocystitis oD Ps. aeruginosa, S. aureus
11 76, M Chronic dacryocystitis Both S. aureus, Anaerobic GPR
12 65, F Chronic dacryocystitis oD Str. pneumoniae, H. influenza
13 64, F Chronic dacryocystitis oD S. aureus, GNR

14 46, M Chronic dacryocystitis oD Str. viridans, Neisseria

15 35 F Corneal infiltration ‘ oS S. epidermidis

16 35, M Corneal infiltration oD S. aureus, Str. viridans
17 48, M Corneal infiltration 0Ss GNR

18 64, M Corneal ulcer 0S S. epidermidis, Anaerobic GPR
19 58, F Corneal ulcer OD S. aureus, Str. hemolyticus
20 66, F Corneal ulcer OS GNR

21 36, F Corneal ulcer oD GNR, S. epidermidis

22 77, F Corneal ulcer oD GNR

23 18, M Iridocyclitis purulenta oD GNR, S. epidermidis

24 31, M Orbitalphlegmone (1] S. aureus

25 47, M Orbitalphlegmone oD S. epidermidis
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BEIRERABETHS, mPiEEx CBPC nhhix
hBEXRLICH, BIERAFIN LV ERYD HbT
%% PR ) o

(2) MRESAERE

HE, 1 RE%CRIE U IRERPI R, Fig.3 o
TELTHB,

Kéulk, WFEE 0L MR, BERABCERZH
BITBREYIEHL T3,

Seic CBPC 1o THE LIcRE® L BT 51,
CBPC T4t RsHIE O b O TRRE, WF 0
Z L SHRES, BRRATEEADBLIBATLTWAZ L
FFNFLUL T, BITBREREFI TR, PREME
ZRL T\

Pl E D XBAYEBRE S 5, Mezlocillin 3 CBPC iz

BULEWHEAR 7 b A B LT, BBECLT
b, DI DOHEHERL, S aureus iy ABPC &
FAFROHEEAY D bbb Lico FREX AT 1
EBRFERL Y, BT X AREBRANDOBAT b s
HFTHHZENHMbRIcbDTH T,

AT BRSO\ R~ 5,

(s) BEEIRBUSR

BT, AEREIG, AENEIS, BREE1
Bl, SHREX?2 6, BHERERS 6, AERES A,
FAEEE S 41, LBMITEERGL 1 ik JUREBRE
Bk 2 BIDET25BITH Bo

ZDFES, MR, BAF XUKREHEL, Table 31
AT ZEL TH Do

FR&EE LT, ERETIL S aureus, S. epider-

Table 4 Clinical results of Mezlocillin

No. Diagnosis Daily dosage a?ri{r?isc-’f ’gg.:l Effect Side
(® tration (g) effect
1 External hordeolum 2.0x1 i. v. 4 8.0 + -
2 External hordeolum 2.0x1 i. v. 3 6.0 + -
3 External hordeolum 20x1 1. v. 3 6.0 + -
4 Internal hordeolum 2.0x1 i. v. 3 6.0 + -
5 Internal hordeolum 20x1 i. v. 4 8.0 + -
6 Internal hordeolum 2.0x1 i. v. 3 6.0 =+ —
7 Lid abscess 20x3 i. v. 5 30.0 +H -
8 Acute dacryocystitis ;8:%32 11 v. 6 28.0 +H -
9 Acute dacryocystitis 20x2i. v 4 16.0 + -
10 Chronic dacryocystitis 20x1i. v 5 10.0 + -
11 Chronic dacryocystitis 20X2 i. v. 4 16.0 + -
12 Chronic dacryocystitis 20x2 i. v 5 20.0 + -
13 Chronic dacryocystitis 20x11i. v 4 8.0 - -
14 Chronic dacryocystitis 2.0x1 i. v. 4 8.0 + -
15 Corneal infiltration 20x1i. v 7 14.0 + -
16 Corneal infiltration 20%X2 1. v 6 24.0 + -
17 Corneal infiltration 20x21i. v 4 16.0 - -
18 Corneal ulcer 20X2 i. v 5 20.0 + -
19 Corneal ulcer 20x%2 i. v. 5 20.0 + -
20 Corneal ulcer 20%x2i. v 6 24.0 + -
21 Corneal ulcer 20%X2 1. v 5 20.0 + -
22 Corneal ulcer 20%21i. v 5 20.0 + -
23 Iridocyclitis purulenta 38;&33 ‘1 v. 6 36.0 + -
24 Orbitalphlegmone ggii:}z ll v. 5 24.0 +H -
25 | Orbitalphlegmone gox1d.i 4 2.0 i -
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midis HURIE S h, RS CXkEE 7 5 A BHEE
PREBR S i, BMERERTIE S. aureus, Mgk 5
LABHIREA B IREE S T Ps. aeruginosa, S. aureus,
Str. pneumoniae, Str. viridans, Neisseria, H. influ-
enzae, Gram Negative Rods (GNR), ¥ I Ut & %
GPC 2N TV 5, AEBE TR LA LA EE
BHOERC I B LDT, S. aureus, S. epidermidis,
Str. viridans, GNR 2B I h T\ 5, AEEE T3
BESROEBEZEC X b, S aureus, S. epidermidis
Str. hemolyticus, Str.viridans, GNR, ¥ X OSHEE
LOBRERBREBIN D 5, {LBHICEEKMES T2, S
epidermidis L, GNR »\H &hic, REBEGL T
LS. aureus LS. epidermidis BEFBAI Nt Zh b
DIEFICRT % Mezlocillin o5&, &5 FHEk, #
B, LOUREBRYHR, BlfFAX—#E LT Table 4 ©
'C/ﬁ—'\' LTCO

ENE, SHEER, BEREEHE, AREEOFESIC
1%, 1B 2g, one shot IcTHE, 1 A1 ~2E@EHKE,
BEREBECI1E 2g 1H3EEERS L5, it
¥, @HEREXADEMCIE, FFD 1 KB X HE
BOEMAOLA Lico ¥ CABRKBICIIRBRKBER O AR
T8 5 70

& WREKDIES 8 7t bW ALIBMIC K EREES, B
BIEESI ORI LT, Fific 40g 1@
ATERE, Ftkic 18 20g % one shot HERBINL
T, 3EALIX1[E 208, 1 B 2~ 3 one shot #
BEDAE T 10

BEWPRML3~7 AT, KkE5EEL 60~360g T
H%o

BRERE A B, SENE, HENECE 208 %
1 B 1 E#EELTRERHCER LTV, IREBIBEC
%, 1@ 2g, 1 HB3EEHTEDGHALDLRI &
RIS D 5 B Ps. aeruginosa HEEH S WIcEEFI0T
3, REASWHIKEER L), BBkl E
R Lice TOMABITIE, 182ER, 2HA3CR
BHTH-To

AERE T3 A 1 FirER), AEEESFITl
BihERD, 3BMLERTH -7

SRR, LBMILEERELS X OREREGK
I AEMEC X ) 3 AR E TIIERO B A & b h
T, 2R ED»LZbII,

ChoERS Ry —EERRT 5 Table 5 X 5T
H%bo

2956Ih, 2358 #l, FE0BI, RERS5 kLUK
80 ORET, Z%, HRHEHETISH, HRT2.0%T

H%o

Table 5 Clinical effects of Mezlocillin

Effect
Diagnosis lj:s.ec;f
H|+ | x| -
External hordeolum 3 1| 2
Internal hordeolum 3 2| 1
Lid abscess 1 1
Acute dacryocystitis 2 11
Chronic dacryocystitis 5 1)1 1
Corneal infiltration 3 11 1] 1
Corneal ulcer 5 1 3|1
Iridocyclitis purulenta 1 1
Orbitalphlegmone 2 2
Total 25 810 5| 2
Table 6 Bacteriological effects of Mezlocillin
Effect
. No. of
Organisms
cases | | 4| 4| —
S. aureus 7 31311
S. epidermidis 3 111
GNR 3 1|1 1
Anaerobic GPR 1 1
Anaerobic GPC 1 1
S. aureus, Str. hemolyticus 1 1
S. aureus, Str. viridans 1 1
S. aureus, GNR 1 1
S. aureus, Anaerobic GPR 1 1
S. epidermidis, GNR 2 1)1
S. epidermidis, 1 1
Anaerobic GPR
Str. pneumoniae, 1 1
H. influenzae
Str. viridans, Neisseria 1 1
Ps. aeruginosa, S. aureus 1 1

NGRS R X CHIE S T 5 Mezlocillin
DR BEA LT b Dpt Table 6 TH %,

Thebb, 77 ABEE, BERCH LKL R A
L btz Ps. aeruginosa WoiXERhER L, FOf,
HEME, BERRCLARCIERTA Z LA bh
o

EWER L LT 7 vAF—fER, ToOfh, FioTR&
0L LR, EFD S b THBBERE KTI
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Table 7 Influence of Mezlocillin on hepatorenal function
Case Age. S Total dose GOT GPT AlP BUN
No. ES=es (8) !
Pre. | Post. Pre. Post. Pre. Post. Pre. Post.
8 47, F 28.0 17 13 9 5 4.5 4.0 16 16
9 33, F 16.0 14 11 6 4 4.6 3.8 8 9.
18 64, M 20.0 17 14 8 5 6.5 6.6 17 19
23 18, M 36.0 14 15 7 6 4.1 4.2 16 13
24 31, M 24.0 17 19 16 18 6.5 6.1 11 14
25 47, M 24.0 22 31 12 23 7.7 10.1 9 15

7=b DTk, GOT, GPT, Al-P, BUN 7c S ic REEY
RLIbDixlsh 7 (Table 7),

Ll EDEERE#E D> 5, Mezlocillin 1254 7 5 aG#,
M & 2 ZEORBIIERL T, & {1 Ps. aeru-
ginosa DIEFICEH R LI ERFERITREZ L T
BBHEEZ D,

& ¥ v

Mezlocillin DRRFHAGERIRIGACEE T 5 88, EEK
RN 21T - T, ZbRIEEEXENTHEUTO X
S1icBo

1) FHDORPNFEEEIERER, Koch-Weeks B 0.78
~3.13 pg/ml, Moraz-Azenfeld B 0.19~0.39 pg/ml,
Str. pneumoniae 0.39~1.56 pg/ml, C. diphtheriae
0.78~3.13 pg/ml, Neisseria gonorrhoeae 0.19 pg/ml,
Str. hemolyticus 0.19~0.39 pg/ml, Str. viridans 0.39
~0.78 pg/ml, S. aureus 0.78~6.25 pg/ml, ¥ X ¢ Ps.
aeruginosa 25~100 pg/ml TH -7-o S. aureus 209 P
D MIC i3 0.19 pg/ml T 7o

2) BEIKHHED Ps. aeruginosa 20¥k T3 25~>100
p8/ml DRERZFWAFHRL, 50 pg/ml 12 8 ¥k (40%)
THADIWR L Lo S. aureus D20¥kE 0.4~>1001g
/ml TR AL THbRIC,

3) 4g 1[EAMEHESOMAFRET, EHETR,
Ticbb 1 BT 96~120 pg/ml OEEEI X b,
LI IRA LT 4 Btk 152 pg/ml, 5 Keflgk 3.9 pe/
ml T#H o

4) FHEK 50mg/kg one shot ¥ LT, BiEKXA
~ 1 K5k 4.8 pg/ml @ peak [EICE LT, 6 Kfdkic
& trace TH T, FIbiL 1 FERMET36.36% %R L
5 1 RS AR BERIC BBV BITRE ¥ R
L, BRERATMIC 270 h OBITHR LR,

5) S. aureus, S. epidermidis, Str. hemolyticus,

Str. pneumoniae, H. influenzae, Ps. aeruginosa, GNR,
BRIEES LOCRARRDSBRBE—FNE, BR
B, S - BHRER, BERE, ARERE, B4
ICEEkEE, BEEEGL—DEACH LT, A%
1 20g, 1 H1~3EE Fiix1@E40e OARH
BEc 1 [E 2.0g one shot EEXEINL CERKEEY
BRE Lico

22560, E%) 86, BHI0F, LLEHS B, &Y
2BIDRERMNZ BRI,

6) EfFAL LTHETNEZ DL, 7va¥-—
RIGH A bieh 5 tco

WECHIY, BEREFOREY 51 =1tk
LR BV ¥ 3o ARCOE BIXEA524:10 A ALIRC TBR
O FUE B A CEREFERAFIHRETREL
1o

X ik
1) BAY {1353 ZhHE : <1 = A BERHRLH, 1976

(personal communication)

2) AARLEREF¥S | BRFHEERE MIC) fig
¥, Chemotherapy 23 (8): 1~2, 1975

3) =ZEEE, KALEX, HHKE, 4HFEH SHEE
F : Carbenicillin O RBI®SHA. Chemotherapy
17: 1297, 1969

4 =ZEBE, KREX, RAEKHE, SHLE BHE
F, ¥R ¢ Sulfobenzylpenicillin DR EHYIEGHE
—EBRAE bOWEE KRB B af—. Chemotherapy
19: 1063, 1971

5) KAERX, SHER, BFET, WR I Saicilin
(Ampicillin) ORBFICH, BAHEKRER 65:
1097, BE46

6) KAEX, KL% HF, BEEEKR NI R: 2R
RIeD/LERE, HCHARKERSRYE —Car-
benicillin  XBHEIC & 5 RABITIR S CHERE
B— KGR 30 : 835, 1976
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OPHTHALMIC USE OF MEZLOCILLIN

MAsao OrsHi, KENJI NISHIZUKA, MARIKO MOTOYAMA and TAKESHI OGAWA
Department of Ophthalmology, Niigata University School of Medicine

Bacterial and clinical experiments for ophthalmic use of mezlocillin were performed and the results
summarized as follows.

1. Minimum growth inhibitory concentration of mezlocillin was 0.78~3.13 ug/ml for Koch- Weeks bacillus,
0.19~0.39 g/ml for Moraz-Axzenfeld diplobacillus, 0.39~1.56 ug/ml for Str. pneumoniae, 0.78~3.13 pg/ml
for C. diphtheriae, 0.19 pg/ml for Neisseria gonorrhoeae, 0.19~0.39 pg/ml for Str. hemolyticus, 0.39~0.78
wg/ml for Str. viridans, 0.78~6.25 ug/ml for S. aureus and 25~100 pg/ml for Ps. aeruginosa.

2. The distribution of sensitivity for 20 strains of Ps. aeruginosa isolated from eye patient was the range
of 25~100 zg/ml, and majority of them (8 strains, 40%) was in 50 pg/ml. 20 strains of S. aureus were
sensitive at 0.4~100 pxg/ml.

3. The serum concentration by drip infusion of 4.0g in a single dose reached the peak level (96~120
pg/ml) after 1 hour, and decreased until 5 hours.

4. Ocular penetrations were examined in rabbit eye.

After intravenous injection of 50 mg/kg, the aqueous level reached the highest at 1 hour, 4.8 pg/ml,
and there was in trace after 6 hours. Aqueous serum ratio in 1 hour was 36.36%.

The ocular tissue concentration at one hour showed relatively high levels in both of outer parts and
inner parts of the eye.

5. The intravenous injection of mezlocillin 2.0g in a single dose 1~3 times a day against relatively
mild ocular infection, and drip infusion of 4.0 g against severe cases was performed. Excellent or good
effects were obtained on cases of hordeolum, lidabscess, acute and chronic dacryocystitis, corneal infiltration,
corneal ulcer, iridocyclitis purulenta and orbitalphlegmone.

No abnormal findings in hepatic and renal test were observed and no severe side effects like allergic
reactions were recognized.



