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NRBHEIR 3513 % T AR AR Penicillin, Mezlocillin iz
B3 2 EBERY, ERIRAOBFSE

TR - EBE - BRHNE - FER
EFRBENER, BRIREEE N RR
FlfE— @\l =
FENIRFERENE IR HE

BAY f 1353 (Mezlocillin) {2 K4 ¥ « A4 = L3I
X - TBAF S hic Ampicillin (ABPC) itk D HiAR
Penicillin TH %Y, Carbenicillin (CBPC) & 8 L
THER, BERECH LTUEWHEAR? b BT
TEMTEBRIhTWB?,, SEFXFZHERLTONER
FRECET 2 —HEORH LT - THIDT, UTSEE
TOBERCDOWTEET 5,

I. meiles, FRePEEERERRR

WEHEME, ROCTHhIRERE & LT B Subtilis
ATCC 6633 DOZFfar i, WBEXTFR disc g &
> T Tolko REBIVAZ V- FOFERIZIL0IM 7
= vRgEK (pH 6.5) AL,

Fig. 1 Serum concentration and urinary excretion
of Mezlocillin after drip intravenous infusion
(1m.M. B.W. 4,300 g)

_ D.I.(2hrs.) %
E (Solita T-3 500ml |
% + Mezlocillin 400mg
X 120 120 \ 17.1%
)(x‘ 0~3hrs,
100 % 96 3
Q ©
g [
B 8 =
s 80 4 2
5 5
: g
g 60 o
o]
s | o
1)
S 40 5
00017 csF
4 °
11 6 hr.
4/21 2 1 3 r

Time

Just after infusion

1. £#1 v A{UBEHBREERES (Fig. 1

A% 100 mg/kg % 50ml o Solita T 3 B iR,
2 BRI CRIEMIERTT - BEORB TH 5o MAEET
FETEBRAMA 154> 17 pg/ml, 304y 51 pg/ml, 1 &R 84 pg
/ml T, AERTERIC 120 gg/ml THotco = DREA
THKRDOBELRIE LT\ 52 3.9 pg/ml TH 1o
TG T 1 BERE196, 3 BERI42, 6 BERT 12.5 pg/ml
THERMRREREICHC ) B BEL ERF S h Ty
7o FRAPBEMERIL 1 FERHEIE % T6.6%, 1~ 3BERI10.5
%, EHHEIEERIE ¥ TI7. 1928kt 2 h T 548, 4
#1 7 ALV OSFEDNRTHD o lcle DT HEERAVED
fcb LBbi b,

Fig. 2 Serum concentration of Mezlocillin after drip
"intravenous infusion (1y. 7m. F. 8.0 kg)
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2. 1477 BicRHl (Fig. 2)

100 mg/kg % Solita T 3% 100 ml %@, 2 B§RY
2T RAEE LIcB A O M Th 5, AiEenLE
304> T 17.5 pg/ml, 1 K§RE36, 2 MRS 42 pg/ml TKRT
%1 WA 23 pg/ml, IWERT 4.0 pg/ml L1 7 BRIk
B L TIHREDETEMI LR 5 1o,

I. B KM &

TR FER BRI D KL TIPR IS RYYE T b bh Ty fe

MET22B) & s 5 TV B,
(Be5k)

10~40 ml W##E, 2 ~5 D% hiF TR 2Kt
2) RAEMERE, o Solita T 3 & 100~300ml i
BRRY1 ~ 205 E L TRTT5 X 5 SibiE,
(B PRZh Bt L HE)
BIEE TfT - CE A @RESAIEROFHCH T 5
THBLTE U TOXELEC X 57,
5 (H)  FREBAE 3 ~ 4 HURICEFER 7 4 &
XirFE LS HF, K TE6~7H)
% () BRBIAE S ~ 6 HUPICEER A 4 %
XirE LS HE, ik TiE8~9H)

1) One shot ¥,

------ Mezlocillin % 5% glucose

Fig. 8 Tonsillitis lacunalis (gangrenosa), (Case No. 2: 5y. 8 m. F. 19.5 kg)

Date

Ba s om 29 311/ 3 5

39

38

Vi
Mezlocillin 1,000mg X 2/day
drip intravenous infusion
Hospitalization

Amoxicillin
900mg(3times)

T in pharynx Hospitalization

. in pharynx A Strept.
- B Strept. CRP|6(+) €3]
§ ESR(h) 114 95
& WBC | blood (=) 15 709 5,900
2 Neutro(%) culture | (589) (35%)
Tonsil
T _findings]|.
© GOT 28 17
@ GPT | 23 15
2 UJ—N 13.9 13.5
N — 1
pharyngo-tonsilar symptoms
Fig. 4 Bronchopneumonia (Case No. 9: 6y. 9m. M. 25 kg)
Dat
st 25 27 29 311/ 3 5 7
MW ///% X 2/day one shot i.v.
°C Mezlocillin 1,000mg < 3/day
397 Discharged(improved)
o 2 —>
) @ ﬁ
37 VO ~———~_—
Normal flora in sputum
ESR(1h.) 25 6
g WBC [ 13800 4,000
f;’_ cough
E, chest
v findings
£ GOT 22 28
£ _GPT | 16 22
BUN | 18 10

%) (=) BRIKS R LRRMIRIA b EER © s E
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ARD ORI slcd D,
(FEIRRLE0) (Table 1)

1. BREMRE - 2 # (Fig. 3)

2B1& % 38~39.0°C Fitkom#Es 3 ~ 4 B F ik,
Amoxycillin (AMPC) O PR CT &3 3REE LIES]
Thh, WThbHABETHRESNFREECERL, W
RIOMEERHIEE - B-strept. YRBREH I h T
#= (Case No. 2),

K|, HERAR 10 1 B2EOREET-> T3
P1~2 ABRIEFR LD, 3 BHREBELHEE,
WRAETHESOBX b L, b FElELTH
/4

2. RELMi%- 84 (Fig. O

s, MK, TRESEYIFE LTRR BROEZ
IR B vy b v, AMRESH OREXN
K EBBENIIESTH %o 8 Bl 3 Bk one shot #
B X - THBE LT 5B, one shot, fEThb1lH
2~3ME (K¥2M@), 4~7 HEREE LTV 523, 1
B O 5 E3# 100~200 mg/kg WHATL, 1 BDOHRK
380 mg/kg (Case No. 4) OXE#{FERH LIEA S ¥
hT\w5b,

AR S PIRER I T & RCBE DR T - TS
BOBRBRYIT -1, fEF No. 4 5D Klebsiella )%
FEEB X NI USNEEEEEO R TH -0

Fig. 5 Chicken pox and Pneumonia (Case No. 16: 2y. 6 m. M. 15 kg)

Date

°C
391
38t

37

26/1 28 29 31 1/II

Mezlocillin 750mgX 2/day drip infusion
Venoglo 2.5g i.v.

ESR(m.)|1 {2§3 ‘2€3

Hospitalizaltion Normal flora in sputum

Discharged
(improved)—>

WBC
(Neutrophil%)
chest
findings
GOT
GPT

BUN

Main symptoms

Photo 1 Chest X-ray findings at hospitalization
(Case 16)

T i —
pox

8,500

23
17

12.7

Photo 2 Chest X-ray findings at 6th day of
Mezlocillin treatment
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AHIOBEHBFT7TH2~3 HE, 1HiE5 AR
FRICEL, 5~7 HECRMBITREZE L FE L
foo Klebsiella 0% BIZZFBA & i) (Case No. 4)
e LCik#9 380 mg/kg/day 7 HREEF 358 AMER X
hTW222 BRERWEFRER Y, 5 HEBEKRTHTR
LELSHEEL, BRACIENFIOBTH 10

3. WEih%k 46l

BREWCHER LI KB ZNR TH b, S8, 0k
S IORETH - fe i AFIF 120 mg/kg/day 3 ~5
AEDFERC IKRIGL, 5 AR FR LD, Lk
AR IR T 65 L7c,

ABERs DR R ik KBS ik L 28 S hdgo CF
hiERE @@®EERIE) X 5T Mycoplasma #:Jii
KEBEINIC] BICH LTAFNLED TH - 120

4. KE#HDMY (Fig. 5 Photo. 1, Photo. 2) 1 i

ARG 7 A v AMERS T e < KB BERE U 7o MBI
fiigens & Bih %25, 100 mg/kg/day, 5 B D &
KIo-T2HERIFREN D, 5ABTKTATRR
BEYA D IRRBIC ¥ Chf#s L7c (Case No. 16),

Fig. 6 Influence on the results of S-GOT value after

Mezlocillin treatment

/132

9

Iy
a\y

)i

40

30

204

Before After

ABEHs Photo. 1 o< 72 LIEHHR X b ik & Infaly
PRDOLNIA6 BHRITBERIZEA EHEL T
bo

5. mH®Z 24l

D 47 ALR, #28E%kEHE, FHRCZKREE
Hn, v7Y —EupES X5l T bKEE WIZ2RE
DAIMER1S, 400, AV v BR75%, MR EIC X » T
Proteus morganii 7\ % ¥z iF X h, AHEiz GM, KM,
WCRERMETH 70 05g, 1 H2[E, 4 AMD SiEE
HEC L - T4 A BRICIEKEBIELE, v 7Y — LB
L7e Sl B L < il g & ie > oo 5
MHhEIh T 5,

2) 14, BF

KEWFELE, V7 ) —ExEFRE UTRE, i
DEWREIFLF 7 7 —EH S BED LD TH 10 H
HEERtARTO M mBR, 15,900, MY v 2EK9I1%, &R
38.2°C, Mfefcigt s 1 EREh, v v by VAT
RESEIMAXHR LT BZ ENPELMNC IR B,
ARG OVEZKEEE | Klebsiella pneumoniae H\&HUTiIFE
BEh, K@ KM, GM, % LT3 & disk B
FEERMTH 51,

ABhCxt LT 05 1 B 2[E (# 100 mg/kg/day)

Fig. 7 Influence on the results of S-GPT value after
Mezlocillin treatment

k”/”//”/,,,a%
U 69

40

20

10 74’/ N
-—
Before After
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NHMBO SFEHEXT-> TV A3 BRI TR &7
h, 6 BBCIKRMATRAS, ¥7:7~ 8 H BT
EXELSEA L, LA# Erythromycin o WIRIC &
W, JEFACEB L,

6. HREIAIRME 1 B

RSt BRREYEFRE L TRRE LICESA TH
Bo (BREROHBNABD

I LT 90 mg/kg/day o Sf§x 1T - T\
55, 4BHEFRELD, BERLEHE, 8HAWKX
MEATR LI EAEBR LI

7. Salmonella 4% 2 fi

ez, mmrt, RS, HmEOTHYEERE LTAR
MBETSERTHY, 2HLIEREORKER
Salmonella typhimurium PFEBH I N, ABEC X 5
Salmonella 5 ThBZ LML I hic, HEEE
¥, 14i» ABPC HEORZMR/RL, fiud, M
TH-10

1) 5%1 7 BHFEIE ABPC BEMEEkTH - 1oy,
# 140 mg/kg/day, 7 HOHE T3 A BTk F 3 1F
#5, 4 HBWIIEEL Salmonella 3EER L T\ 5,

2) 1041 » BBF ABPC fifty Salmonella & X %
FEFIC X LTit4 60 mg/kg/day 6 BRI EY 1T -
Tw505, BRKERZ 4 B BCFELCY, 6 BERC

Fig. 8 Influence on the results of BUN value after
i. v. of Mezlocillin

44

mg/dl

40

" Before After

BT HLED Salmonella (33:E LR TH - 1o

8. gL (No. 22) 14

KB 4 ~ 5 BRiH B 38~39.0°C DEBIEEE, UK,
BERRBE 1o » oD ABE, ABRFDAIR 38.6°C, HR
ME, Kernig FERMEM:, ABRKOHME TR 280 mm
Aq, iRtk EX# 120 mm Aq, ffa% 1,408/S/mm?,
(L: N=904: 489) &EH 60 mg/dl, ¥ 28 mg/dl, Cl 80
mEgq/e, pandy (#), Nonne-Apelf (++), §fiF» 51358
EDEEC X » THHEBEHOKERTH Y, BRERY
O ¥ FEERAT R GURMRERA & U TRERYT- 1,
A#|1[E 400mg, 1 B 2E (¥ 200 mg/kg/day) sa¥
BE, 5 HERIIFREe Y, HERBAER MK, 6
H B ogiwdiaz 86/3/mmd (L: N=75: 11), &H
40 mg/dl ¥ 68 mg/dl, pandy (&) Lif#s, LUEIEA
B L, AFIXI7EME 1368 O®REXTV, Hiit
fE7E S &¥E LT

(BERERSICRITTEER)

D B, BRI THRERK (Fig. 6,7, 8, 9

AFIEBALARF e GO E A 5 ~108 B D FF#8E
(GOT, GPT, ALP) B#st (BUN) iz oW\ THREXTT
1o

REGIL7 (4 7 B, EE%R X EHBEHKBE GOT 90,
GPT 69 LJFHBEEEZEDAR b N IIEFI TH » 1223,

Fig. 9 Influence on the results of Al-P value after
i. v. of Mezlocillin

U

401 39

30

m%

10 7 B —

Before After
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Table 2 The hematological findings after treatment with Mezlocillin
Mezlo- WBC RBC Hb Eosinophil Basophil
%ﬁ? Age ng? (x10%) (x10% ! (g/dD (%) (%)
Dostgy B | A B A B | A B A B A
3 5m| 11.0 | 126 i 101 48 | 463 ‘ 12.8 | 13 0 0 0 0
4 |1y 8m| 35.0 | 116 | 102 | 471 465 | 13.8 | 13.4 3 2 0 0
8 |6y 13.0 | 138 88 | 418 | 489 119 | 121 0 6 1 0
9 |6y 2m 13.0 | 138 40 | 443 | 465 §1zs 12.2 0 5 0 0
10 |9y 6m | 13.0 | 120 38 | 461 460  12.5 | 12.3 0 12 0 0
11 |1y 6m| 4.2 | 142 50 | 484 | 420  15.0 | 12.8 0 1 0 0
12 |1y 7m | 8.8 72 106 403 | 409 12.0 | 12.1 0 1 0 0
13 4y dm 7.5 43 | 9% | 459 | 426  15.3 | 14.6 | O 0 1 1
14 |5y 15.0 51 109 | 480 434 i 14 13.4 0 0 0 0
18 |1y 11.0 | 159 104 | 403 | 416  12.4 | 12.1 1 3 0 0
19 |5y 7m | 15.2 88 } 77 | 474 405 l 14.2 | 12.5 0 0 0 0
B: Before A: After | |

500mg, 1 H2[E, 4 BfEER, EHHEBRET B B
GOT 132, GPT 95, ic & FR L#-»' AL-P o FRi37c
Mot ABPIRHRERETLH D, ZOEBLH-T
GPT, GOT O LRS- bDEBEX BN B, D
BNTIIBE LRI A BRI 5T

BUN i3 28iic A bDOEEL it h T,

2) HFEMEKTRCRIFTHE (Table 3)

B, BHESHERE & MRS BRI & 1T - et K2 LT
By e, No. 10 KUEZIRREGITHEER DM (0
—12%) AL, REIZLRILh 5T

m % S

ABPC pgiuitk Mezlocillin % Hi4 R SissE
BIT - 1B A DM EREZEHHRSELHLE L LR
LI Ew ER» T peak (XTESHETHICH b, kSt
RTHOMPEE S EHEEOPREXY LTS C
LMo FAER L REOBERTH », XEhRIC [EHE
LiciB 2 oMz ABPCY, T-1220 i H#i L TA
HloF A peak 2@ < fe b, KTHOMAEE S LB
RRMEBREOHE IR DM TH -7~

A% B, LIRS O\ T AR FHER M
PR D peak BHC AR B ITIREC DWW THERT» T
Zte A ey D#1/30RBE TH b ABPC KB LT
KEHRBTILH 5128 A

R BE SR BT B TR B e AR D PTAEFI & Rk T

-7)
2I1C" A

A% one shot 75 & N AIGHHEIC X » T26ID 2

PR IBEYIE X EhE U TN REHRSIE DR R AT
> THID, AFNEHETH HRREC L2 LBbh b
REN Rk, [EZMEFCH LTARIERTH -
ToZ XM RO T L THBH, WEsEEE b Klebsiella 0
BRCGEH S h e K EZ %, B B &M% Proteus
morganit DFEB I M cE BKICH L CERIRANCHEE) T
HolemnEB S5,

ABPC &M Sal. typhimurium ot UTILEEK
HXBRERC L AR 1 Binih v, ABPC gt Salmo-
nella {5t UTIXIETH - 7ohs Salmonella oD 14
DD REENC H 5 BHRD 13\ TR AF O {3 il % Fik
HTBRLE DA,

2P D ZERERFKOE T 1 Flic GOT, GPT ok
R, FRROMMARLN DD, WThb—RHO b O
THH, WOBEDORFIKN D PCREHF D FHERIC
LZONBHEBTH YO AROBRIERCY > T
g b D Tikie\W & Bbh b,

V. #& [

¥ )5 Penicillin, Mezlocillin o # = (& 18, one
shot) 1< X B/NERRRIC T A—EOBRHEY L, UTF
DER&IND 5 = &K,

1 FEHE0DE1LMFBED ERLEALR, Bt
RCEFLR & B L TERERBIC ST 2 bR E TS
<, R THRSRREELFREY RS L TR
*5??&%01{&7)’0 <o

2) AIRAMPCIC X » TR L7 hs -t §-Streptco-
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ccus HRRE & LICTE FIRERIK & ff - 18R 3 v R ok
4%, FOMKEINSE, FREMK R L Ti#y 100~
200 mg/kg/day @ fAiE % 7213 one shot ¥ (1 H2
Bl /El) TREDIERIH X < RIG Lico MREERKEHK,
Pens b Klebsiella ik b, SFEEH S M Ic KB
CHLTHHERDTH -7

3) Proteus morganii, Klebsiella, DFFFB I NI EH
%, B HEZMKC B L ERS R R bR,

4) Salmonella W% BRIRBE S. typhimurium) 1
AK O REHECERIEROEA, 5 X CRIEL, 1
BIT4 B BRCE»SORREIEE L,

5) EREAHOHE RN 4B 5 13 % 200 mg/
kg/day 17 B D MHEHE CHEEL <HBR L

6) AFKEHE L5 X B S-GOT, S-GPT, AL-P,
BUN RIFTEEIER%D 1 flicos GOT, GPT
D EFEBILSN, REELR R UICESIL LD 51

7 MEFRCKETHELE LT SICEHFBEROH
gk At bAst, @i Rbhieh o1,

8) S EDHBFRBNLE226 L 75 » T\ B Myco-
plasma JifiZe &k < 218U L CIRAF OBHER X b B
SO IRESI RA R D Z LR, 1 BOREEI
A} 100~200 mg/kg &AL TV 7o

(RFILDORBEI977T4R10 B 282401 7 AL Rk %
£, RAXZTHRETHRE Lico)

X ik

1) UM FRREFRRA AL PREDRE HE>
vAvy a1, BAY f 1353 (Mezlocillin) 1977,

2)

3)

4)

5)

6)

7

8)

9)

10)

(FLAR)
BODEY, G. P. & T. PAN: Mezlocillin; in vitro

studies of a new broad-spectrum penicillin.
Antimicrob. Agents and Chemother. 11: 74~79,
1977

iR, KB B, BEEME, FMET, B
Bk, FFEFRER, 75, R —, RE E:
NEBMEBIC 3135 ABPC, MPIPC &0 iR
B8 A #Et, Jap. J, Antibiotics, 30 (10) : 852
~862, Oct, 1977

IR A, EEE B, BESFME, DETER, FWE
a7, B %, GCFAFBKE, EME=, EEE—,
eI —  FIBA Penicillin, T-1220 & B8$ 5
INRRHEBUC 381 5 080, BRIRIRES . Chemo-
therapy, 25 (5): 1173~1188, July, 1977
R DNRACERE ORRME, NERE 16 12)
1 1213~1218, 12, 1975

MR LIRS, N RBHEIR,
1982~1985, 12, 1976

R o RBR, FAER, BRI RS EER
EFDOERNTHRE L BERFECBIT 5%, RA51
FF, BRHRLCE RRS#EER) 323~329, 8,
1977

AEE Byvrexs RYSE DREL 17T @
643~648, 8, 1976

REER . UAEDBERER SO BIE & R A, Car
benicillin, BHESE, 29 (5) : 851~858, 5, 1974
KEIERK, WBER, & 57 /Midx BEE
B, HAEHEABERSOBIGEER, Sulbenicillin,
HEZE, 29 (5) : 859~866, 5, 1974

29 (12):
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EXPERIMENTAL AND CLINICAL STUDIES ON NEW SEMISYNTHETIC
PENICILLIN, MEZLOCILLIN, IN PEDIATRIC FIELD

SusuMU NAKAZAWA, HAJIME SATO, SHODO Fujir and KENJI NIINO
Clinic of Pediatrics, Metropolitan Ebara Hospital and Department of Pediatrics,
Showa University, School of Medicine
YUICHI HIRAMA and AKIRA NARITA
Department of 2nd Pharmacology, Showa University

A series of clinical assessments of mezlocillin, a new broad-spectrum penicillin, has been carried out in
pediatric patients given the drug by intravenous drip infusion or by intravenous injection, with the results
as follows:

1. Intravenous drip infusion yielded high serum antibiotic concentration with a peak level being accomp-
lished at the end of the infusion. Significant serum antibiotic concentrations became demonstrable 30
minutes after the initiation of infusion. Neonates were found to show consistently higher concentrations
at all periods of observation and maintain the high levels over a longer period after conclusion of infusion,
as compared to infants. The urinary recovery rate of the drug was lower in the newborn.

2. The majority of patients with lacunar tonsillitis caused by p-streptococci associated with submaxi-
llary lymphadenitis, bronchopneumonia or measles pneumonia who had failed to show any significant
symptomatic amedlioration following oral ampicillin therapy responded remarkably well to treatment
with mezlocillin, 100 to 200 mg/kg/day by intravenous drip or intravenous injection (in two divided
doses). The treatment was also effective in cases of bronchopneumonia in which an abundant growth
of Klebsiella was initially demonstrated in cultures of the pharyngeal mucous secretion and sputum.

3. Significant clinical improvement was achieved in patients with whooping cough or pertussis pneumo-
nia where Proteus morganii and Klebsiella were demonstrated.

4. In patients with Salmonella enteritis (pathogen: S. typhi), satisfactory responses with symptomatic
improvement were obtained following administration by intravenous drip infusion. In one patient the
organism became no longer recoverable in the stool after 4 days of medication.

5. In a case of neonatal purulent meningitis where the causative organism could not be determined,
treatment with mezlocillin at dose level of 200 mg/kg q. d. approx. by intravenous drip brought about
a complete cure in 17 days without leaving any sequela.

6. No abnormal findings were noted as to S-GOT, S-GPT, serum alkaline phosphatase or blood urea
nitrogen in any of the patients receiving doses of mezlocillin except one patient with whooping cough who
showed elevation of both serum GOT and GPT.

7. Hematologic examinations did not reveal significant adverse findings in any of the cases studied, with
the only exception of eosinophilia observed in one case.

8. Noticeable therapeutic effectiveness of the intravenous medication with mezlocillin was observed in
21 of the total of 22 cases treated, excluding the only case of pneumonia due to Mycoplasma infection.
The daily dose of the drug ranged in most cases from 100 to 200 mg/kg.

(This paper was presented in part before the 24 th General Assembly of the Eastern Regional Chapter
of the Japanese Soceity of Chemotherapy, in October 1977.)



