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Table 1 Concentration of TIPC and CVA in serum -and palatine tonsil
after BRL 28500 1.6 and 3.2g iv. bolus administration

Concentration
Body . ‘ - - .

Case Age | Sex weight Dose | Time Serum Palatine ‘tonsﬂ . Transfer rate
No. (ke) (g) |(min.) | - (uzg/mb) - (ng/E) (%) -
TIPC | CVA | TIPC | CVA | TIPC | CVA
1 24 M 62 1.6 60 56.6 | 2.1 12.0 |.0.8 21.2 | 38.1
2 23 F 72 3.2 50 110.1 4.2 248 | 1.4 22.5 | 33.3
3 20 M | 64 3.2 60 156.4 | 5.5 44.0 1.9 28.1 34.5
4 26 M 61" 3.2 60 131.0 | 4.2 | 27.2 0.6 20.8 14.3
5 31 M 57 3.2 90 | 94.3 | 3.2 13.7 0.3 14.5 9.4

6 31 M 57 3.2 100 13.6 0.2
7 39 M 67 3.2 115 72.5 | 2.7 16.5 0.6 22.8 | 22.2

* Collected time after administration

Table 2 Concentration of TIPC and CVA in serum and mucous membrane of maxillary sinus

after BRL 28500 1.6 and 3.2 g i.v. bolus administration

Concentration
. Body .
* M f
Case Age | Sex |weight Dose Tlr'ne Serum (zg/ml) ucous mefnbrane ® | Transfer rate (%)
No. ) (kg) (g) | (min.) maxillary sinus (zg/g)
) TIPC CVA TIPC CVA TIPC CVA

1| 4 | M | 60 | 16 | 60 | %9 | 41| 152 | 08 | 158 | 195

2 50 M 58 3.2 50 190.7 9.8 61.7 2.7 32.4 27.6

3 | 53 | M | 57 | 32| 55 | 1446 | 42 30.9 0.8 21.4 | 19.0

* Collected time after administration

Table 3 Concentration of TIPC and CVA in serum and buccal cyst wall
after BRL 28500 1.6 and 3.2g i.v. bolus administration

: " Concentration
Body . ~ : : N )
Case o Dose | Time* Serum Buccal cyst wall | Transfer rate Fluid level
Age Sex | weight . | : - ' e ,
No: (ke) (g) | (min.) (ug/ml) (ug/g) (%) (ug/ml)
TIPC | CVA | TIPC | CVA | TIPC | CVA | TIPC | CVA
1 54 M | 60 | 1.6 45 <0.78 | 0.56
2 | 54 | M | 60 | 1.6 | 60 | 37.7| 1.4 | 89 | 0.2 | 23.6 | 14.3 '
3 54 M v 67 1.6 60 101.1 3.7 14.9 0.7 14.7 18.9
4 32 M 68 3.2 60 101.9 3.3
5 . 32 M 68 3.2 90 79.7 2.5 25.4 0.6 31.9 24.0
6 54 M 68 3.2 120 69.8 1.1 5.9 N.D. 8.5 -

* Collected time after administration

N.D. : Not Detectable
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II. & ®

1. EREAORE

(1) nERCNEBE

mEPEER L O nERENBEY 7 TREL
Table 1 &7& L7z, Case 1 Tix4%| 1.6 g % one shot
MIRAELS LTchs, Case 2~Case 7 TI3AKHK) 3.2¢g %
one shot #IT#rE L7z, AFEE 50 4~115 HHEE
CRBEZEER Lic, Case 1 iokiF 5 MBREER X
VR E 12 Case2~Case 4 THT 5 F R FhDOEE
D#L2~1/3 THbh, Zhik dose response ¥FRD D
DEBbhBb, ZFOMEL Y OBERUNOBITRLYE
ET5&, Tablel D&k b, TIPC Tix14.5~28.1%,
CVA T2 9.4~38.1% THhH, HENIS O
{, FHRIBEBIT 2R L

(2) EEREERNEBE

Table 2 34K O ESFRIRANBE ORERLR &R
Lo 3HI& S IHBECIIBERIBE2RD I, 35&
S BRAREE R L Lo, TIPC omis L b ke
~DBITEIX 15.8~32.4%, CVA OBTRIT 19.0~
21.6% LHBHIEL D&M Siel, FHEMLERBT
2R LT

(3) LSAZEREES X O TR BRI E

Table 3 D txh, LFFERENBEY 46T, FE
BARBEY 1BITHE L, AFIREEI 1.62 2 fi,
3.2g 2 BT, LEERE~OMEL » O BITRE
TIPC -Ti¥ 8.5~31.9%, CVA Tit 14.3~24.0% T
B o1 Case 6 TiX CVA 13RI hich - 7o, Case
2, 38, 5 TRRIFLMEBBITERL, Case 1 TIHE
maih, BERABEFICL, AFEZEE L

2. ERIREBGE

Table 4 TEERBRE—EERE LT L1

SHRHkZ 3B, MEMEERZK 141, BIREEL 16, Rk
BEIEE 46, LIRZERMLIBEE 4 fi¥ L URATIES 1
PIoEE 14 BlcAFH 2 H#E Lic,

BT, B8fl K6FITHolo FWMHMT
19~56 3% TH - 1o

SHRED 3FITVThY 38°C BOREREDI:
EGITH B2, FEHRES 2B BB L, 4A1H6H
BETHE Lo 201& i CBERDRIZEH TH - 70

FEQI 4 35 XOER 513, WMEDRKRLVEATH Y, &
LIz 38°C DEFEDD HIEFITH » oo WThd REIHE
53 CHMEERNBIEHREL, 5 BMESTHREL
oo

fEGI 6 X WIES 9 IRHBEEE TH v, HEWHIT
PBMEBEIT LT\%, AFIRE3HERIILAELELH
EERIZHCHE LT B, 281 & KERDE
EETH oo

fEG 10 IRIBIMEERLIBAE, fEF 11 X b fEF 13
IS BERLIBEE TH 5o VTR BTEEZ T AR 0
Bk ERIEHTH - EF 10, EF 12 Tiis
FMER LV 3 HBRERFT AT > T b, D 2 FEHT
IARHOAE X Thleh - 1o EF 10 TRERE T

Table 5 Clinical efficacy classified by diagnosis

Diagnosis Excellent Good Fair Poor Efficacy
rate (%)
Tonsillitis 3 100
Peritonsill
eritonsillar 4 100
abscess
Infecti
ections of 3 1 100
buccal cyst
Others* 3 100
Total 13 1 100

* Pharyngolaryngitis, Nasopharyngitis, Gingival abscess.
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10 F2E L, BRHREEZTH >, D 3HITIL
HEHHALE OB EX L TES R Lo

Ef 14 TEERER AEREAEFROARETIE
BEThHDo BEFHICHEAL ) ERIMTEITVEHR %R
Wi, AFES 3 HBERE, EBR ZEicEOBE
FERITEE L1

BB, 14 Flh o flicE R S h, 20
LLICKFIREIC L D, BEREK L

Table 5 I3 AEBFIBERE LR L, ATRARZER
fegET, BERMRIEHTH - ert finThi
Z8ThHH, EWER 93%, FHEK 100% DM TH -
1o

Table 6 WX AFIFEREOBRRERA —ELTL
too AFIBSHICERRAMERT OMB LIERIZEED
bRt ot ¥t AFBREICL B EBHLhAEIER
DREB UICER b 88D 7eh - 1o

1. % ®

SEIDERE IRE T, Rks TOEIBERENE
thetsh, fEFI4, EB 14 TIX f-lactamase EAELRH:
B X Rto, $ER, Klebsiella sp. (3. TIPC DHfiEAX7
b ARICIEA LA, BBl 4 LIEF 14 o Klebsi-
ella sp. 1= kX AEFEREREuTH L Klebsiella sp. © MIC
Tit BRL28500 (¥ TIPC B LT2% X h 3EE
h, EEERMwd EhE R Lok 5 Z & ik BRL 28500
DEFMAREI N IF L LBl b,

OEFOBERHRLIFFICRIFTH - h, Thb

L B XU FEIRME,  L¥i¥fsnc TIPC 2%
BECBAT B, TIPC 0B RE,NEEShiciD
ERbN B,

B BUERHEBEEIED 5 b, f-lactamase EAKT
BLE B Eh L 0, GHLRBEFRFLS IUL
DEMMERE Iz 1T B Staphylococcus aureus(S. aure-
us) MEEx2 M5, ¥, EKRERYSETL Klebsi-
ella pneumoniae (K.pneumoniae) ¥ X 1% Bacteroides
fragilis e X psEHEE R B, Thbo BEicxa$ s BRL
28500 DEHHECEBRHICT BESIh T2, §E,
B-lactamase FEA D K. pneumoniae 3 X U° Klebsiella
oxytoca (K. oxytoca) I Enich, 1GHEFERES
TAF DR EBFT HEEI L BETH > 10

B LB B 2tk X O MRRRYE T3,
¥ L T Pseudomonas aeruginosa DMRHFEIN BT
W, FFOPHREOBFIIETBLTV5L Bbhid, &
% ChOOEFATLEF XMLV EIH TS %,

S. aureus

XX 33

1) HUNTER, P. A.; K.COLEMAN, J. FISHER & D.
TAYLOR : In witro synergistic properties of
clavulanic acid, with ampicillin, amoxycillin
and ticarcillin. J. Antimicrob. Chemother.
6 : 455~470, 1980

2) % 33 MEARLFREFSAES, FErvHEUY
2, BRL 28500 (Clavulanic acid-Ticarcillin),
L 1985

CLINICAL AND FUNDAMENTAL STUDIES OF BRL 28500
(CLAVULANIC ACID-TICARCILLIN) IN
OTORHINOLARYNGOLOGICAL INFECTIONS

Yurtaka Fujimaki, Suozo Kawamura, Hirosui Watanase and TakaTtsucu ItaBasHr

Department of Otorhinolaryngology, Juntendo University, School of Medicine, Tokyo

BRL 28500, a formulation of ticarcillin (TIPC) (15 parts) and clavulanic acid (CVA) (1 part) was
evaluated clinically and fundamentally in the treatment of otorhinolaryngological infections.

1) In distribution studies it was found that levels of TIPC and CVA in the faucial tonsil, maxil-
lary sinus mucosa and its cyst wall were around 15~30% of the concurrent serum concentrations.

2) In clinical studies, BRL 28500 was administered to 14 cases b.i.d. by drip infusion.

These

comprised 3 cases of acute tonsillitis, 4 cases of peritonsillar abscess, 4 cases of infection of buccal

cysts and 3 others.

Clinical outcome was regarded as excellent in 13 and good in one case.

3) In bacteriological studies one strain of B-lactamase producing K. pneumoniae and one of K.

oxytoca were isolated.

Both were eradicated after administration of BRL 28500.

4) No adverse reactions or no abnormal laboratory findings were detected.



