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BRL 28500 (Clavulanic acid-Ticarcillin) DOZBEMR - BERAIRE

MEFX THRER-BEL—Y A FHE
IERERFERFTARFRE

1) Bz L LT 3 flo Bk T BRL28500 % 3.2g HE#Hic# Kiywc Ticarcillin
(TIPC), Clavulanic acid (CVA) o+ ¥ X CBEEFBELREL, TIPC 3.0g BKEED
BA L ORBBRE R T o, TIPC 3.0g BEHOFHMBEFRE O HBIL, 1 FHE 171.3 pg/
ml, 2R 65.5 pg/ml, 4 BERI% 11.5 pg/ml, 6 REfI#% 3.40 pg/ml, 8 FEfEER 1. 50 pg/ml, BRL
28500 3.2 g R E# D TIPC DiEFEE T 1 KERIE 177.0 pg/ml, 2 BEREH 60. 0 pg/ml, 4 Ff
#% 10.9 pg/ml, 6 BERHIEE 2.08 pg/ml, 8 HRAEE 2.65 pg/ml T TIPC, BRL 28500 3tiidiERBED

BETHoTeo FHERPREDOHB X TIPC 3.0g BB S T 5H 0 ~ 2K T 0.66 pg/g,

2~ 4B T 2.33 pglg, 4~ 6BFMIT 1.84 pglg, 6~ 8WERET 1.36 png/g, BRL 28500 3.2¢g
Epgs o TIPC BEIRLEH 0~ 285/ T 0.55 pglg, 2~ 4 BT 2.96 pg/g,
1.74pglg, 6~ 8BEMIT 0.56 pg/g T, TIPC Bifh#r5 L BRL 28500 &5 L O THEE ZE (X582

BHhhich -t

4~ 6BET

2) EERMBRHIOEABNBZES 20, BHESEIL LA, [EIIRE:2 ),
1 Blosr 6 licfER, ZR1461, BRh26, 2B 26, EH1HATH -1
BEIfER L LTk 1 Pl ERELYRD I —BED S O TR EHIEIZ X hEE LT

BRL 28500 D rpMRBRREPIEC S T+ 2 AKX HR T
slwi, 3FAOBRER 3.2 5%, &M Tica-
rcillin (TIPC), Clavulanic acid (CVA) omEd
JUCBRHEEYRIEL, TIPC 3.0g MR EDOHE
LORBRHF T oo ¥, FEM 59 £1 Ab bREM
60 F7T A TLEE3MEE d 1 6 HlORRBRRIER
%k BRL28500 (3.2g/day 14, 6.4g/day 5 @) *
BREL, BERHEDL G TR Lo

I. K &5 %

D mEs - BRrgE

BRL 28500 DEER#IE L 6T, FEH L, 2, 3D 3IE
flieouwt, TIPC B E4 o TIPC M ¥ X O

Tikle]-3nd

K. pneumoniae ATCC 29665 % A\, HITFR» » 7H

1Z X % Bioassay! & THT» oo

2) BERHE

MEUL, VEAMAMIELZ R 20 EF1 59 &
M, fEfI2 4l B M), KESIRRIE 261 (FEfI3 44
. F. fEfI4 68 g% M), MHLEBE 161 GEGIS5 46
B’ M), BHKEZXLG EFI6 75 F) Dit6
Flo #HEBEEX, P.aeruginosa 414,
{5, Peptococcus sp. +B. melaninogenicus 1 {jl, BRL

H.influenzae 1

Table 1. Serum concentration of TIPC after TIPC
DI 3.0g (lhr, n=3)

RFBEE L BRL 28500 #5.4% o TIPC, CVA oIt (ug/ml)
BIOBGRBE & R HIE L (Table 1~4), Hours

TIPC, CVA DBEMECHE L T2, TIPC Bt  Cased L 2 4 6 8
DRELBTREOREYS 5 fobic, ERMRELL T
T BRL 28500 ¥%:EABA#A 2 Az TIPC 3.0g »&f 9% ! 105.34 | 47.55 | 7.62 | 1.76 | 0.90
b 60 M TAMEE L, TIPC #E8tE2 > 48 B MT
Rl BRL 28500 8. 2 g % [Al— 4l CHr 5, 351 /5150 HZM 176.75 | 85.96 | 18.01 | 6.06 | 2.09
MERD 1, 2, 4, 6, 8 BRI ICERINT B & 31T, A —
bR D 2 BERIEIC 8BS ¥ TS LI e BT ous TsT 231.65 | 63.01 | 8.85 | 2.37 | 0.78
T TIPC, CVA pfifehss kot 3 R Lo —

&Eﬂ‘l'ibi, TIPC%@;; é—;“%%*fl’,gf%ﬁf;:jgz’- Mean 17'1.25 65.51 | 11.49 .3.40 1.50

’ (£SD.) |(63.33)[(19.33) | (5.68) | (2.33) | (0.84)

nosa NCTC10701 %\~ CVA DB & IRRE & LT
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Table 2 Serum concentration of TIPC and CVA after BRL28500 D.I. 3.2g (lhr., n=3)

(ug/ml)
1 TIPC 148.81 38.99 6.35 1.78 0.92
MT. CVA 7.32 1.90 0.34 0.09 <0.08
2 TIPC 191.57 75.03 17.12 2.17 4.29
HM. CVA 4.00 1.54 0.34 <0.08 <0.08
3 TIPC 190.48 65.89 9.10 2.29 <0.78
T.T. CVA 9.05 3.51 1.27 1.19 0.69
— 176.95 59.97 10.86 2.08 2.65
Mean (24.38) (18.74) (5.60) (0.27) (2.38)
(+£S.D.) VA 6.79 2.32 0.65 0.64 0.69

(2.57) (1.05) (0.54) (0.78)

Table 3 Sputum concentration of TIPC after TIPC

DI 3.0g (lhr., n=3)

(ng/g)
Hours
Cases 0—2 2—4 4—6 6—8
Name

! N.D 1.40 1.31 1.04
2 1.98 4.76 3.16 1.98

HM. . . . .

3 N.D 0.83 1.06 1.0
TT. .D. . . .05
Mean 0.66 2.33 1.84 1.36
(£S.D.) (1.14) | (2.12) | (1.15) | (0.54)

N.D. ! Not detectable

28500 5B, fEGI6 DA 1.6gx2/day T, fiuig
T 3.2gx2/day T -7 (Table5~6),

BRHROHER, (1) BoHEK, @) % % B
hEoBREEROHE, (3) AMERE, mit, CRP, K
WUBOREMAOKE, £33 S0 b2 Thitt
LORER, 28k TbOREL 1A0A040
WRRHR), ETRHELLEV-LOXEHE L,

II. & E

1) fMyEs - KRR (Table 1~Table 4)

TIPC 3.0 g HJh3s X1 BRL 28500 3.2¢g # £%0
TIPC OFHMmETERE (<0.78 pg/ml X RAMEE LT
BH) OB, TIPC BmErson B 413, 1HHE
171. 3 pg/ml, 2 BERI%E 65.5 pg/ml, 4 BRI 11.5p8
ml, 6B5RI% 3.4 pg/ml, 8RR 1.5 pg/ml T, BRL

Table 4 Sputum concentration of TIPC and CVA after
BRL28500 D.I. 3.2g (1hr., n=3)

(ug/g)
gzsnelz Dren Hours |55 2—4 4—6 6—8
1 TIPC N.D. <0.78 0.98 0.89
M.T. CVA <0.08 <0.08 <0.08 <0.08
2 TIPC 1.64 3.98 2.33 0.78
H.M. CVA <0.08 <0.08 <0.08 N.D.
3 TIPC N.D. 1.93 1.90 N.D.
T.T. CVA <0.08 0.12 0.26 0.13
0.5 2.9 1.74 0.56
<ZI§.38.> Tipc (0.;:) <f.4§) (0.69) (0.49)
CVA <0.08 0.12 0.26 0.07

N.D. : Not detectable
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28500 H 5 OBAE, 1R 177.0 pg/ml, 2 RefEtk

60,0 pg/ml, 4 B5EE 10.9 pg/ml, 6 K]tk 2. 08 pg/ml,

8B 2.65 pg/ml T, TIPC Bfh 2 BRL 28500 £ 5
g0 TIPC OMCERICMEFRED Z 2 R D /it »
%, BRL 28500 8540 CVA DF M i+ iR &
(<0.08 pg/m! R REMEE LCTHEED ORI, 1 Bef%
6.8 pg/ml, 2BERAEL 2.32 pg/ml, 4 B5EIER 0. 65 pg/ml,
6 BsfElEk 0. 64 pg/ml, 8 REfEI#% 0.69 pg/ml Th -1,

TIPC 3.0g 3 X 7¢ BRL 28500 3.2 g #5.4% o TIPC
DFEHRHEHEE (<0.78pglg RRAMEL LTEE
DB, TIPC BB EDBE, #E54K 0~ 28/ T
0.66 pug/g, 2~ 4 KT 2.33 ugfg, 4~ 6 REf]T1.84
pglg, 6~ 8BERIT 1.36 pg/g, BRL 28500 #r 5 0iB4
11, BEH 0~ 2850 T 0.55 pglg, 2~ 4BERIT2.96
pglg, 4~6RsET 1.74 pglg, 6~ 8T 0.56 pg/
g Tholoo FHERNEREOLI, TIPC #4508
L0~ 2% 20.1g, 2~ 45 31.9g, 4~6
Btk 23.2g, 6~ 8BEMRIE 17.8g T, BRL 28500 #
SRt 0~2R5fIR 20.4g, 2~ 4 B5RIER 21.8g,
4~6REfER 18.9g, 6~ 8RERIL 17.7g LWEMT
REREYRDT, BfFh~0 TIPC BITEE L TIPC
BBy 5tk & BRL28500 544 ToOHE TILIZIZAE
ThHo1

2) HEIRAUE (Table 5~6)

BRFE, E 16 GHLBE), B%h2 7l (RE%
BRIELID, UXAMAMRERRLIO), ©0H%2
Bl BHESEL LB, CEARAES SRS 1 H), &
W19 (REZILEE) THY BR R I3 50% Tho
2o BRL 28500 #5-4%, MiiEed X Mg+ TIPC, C
VA REYRIE T 361T, BB L 2ER+ES
DT CREE DERBSOMD & 18T % &, MEh TIP
CRE A %) ITi% 1 BeRT4% 148.8 pg/ml, 2 BERIH
39.0 pg/ml, 4 B¥REIEE 6.4 pg/ml, 6 BERI 1. 78 pg/ml,
BRI 0.92 pg/ml T, LB L EHHIOFH T 12
1 BEft% 191.0 pg/ml, 2 BERS# 70.5 pg/ml, 4 BE#
1B.1pg/ml, 6BSR 2.2 pg/ml, 8E$RIH 4.3 pg/ml T,
PR L EHPIOTHMAEFRES BRI F B
Wi TIPC B8 58 ol TIPC BEDBE b IE
RREOKRYE L, Mg CVA BEL 1 BRI%O
PEHHD LB L EBHTIOTI X b B AT LIz
P, Ui 2058 L G0 FH 0 A ERE Y
£ Lico Beffich TIPC, CVA JBEE DRSS & AEED
RE%R L1,

BRL28500 #r&ic x5 &% % b h 5Bl fF Fi 6 fich
LB GEBIS) ie—3Bi DFFikiEfEE (GOT 23—45—
80IU/L, GPT 13-34—831U/L) %Febt-n:, dhikic

Iv#HELL,
III. = ®

6 flofEH iz BRL28500 %51, 5% 34T TI
PC, CVA D@RYIMEF B X UBRHEBEXRIE L,
TIPC B 5DBEDOZRE &L KR T 5 Litic,
FEIRSIE & DR HxFT - 120

BRL 28500 #57% > TIPC 0EBHMETS R L OB
HRRE TIPC B E 04 Li2iEAKETH Y, TI
PC BB LTz CVA 0B BELPEIIRD bhich
>7, TIPC By 5 D&%, BRL 28500 x5 D4
LBk TIPC BED ©— 713 #5BIMA 2 ~ 4 B
THY, Ho6~ 8E%OMRFRED 0~ 2 i
ORERFEERE D L1k, —BCSERENEDOR
BCBALKEHROBRMICIBEEL 5 X b, i
B-lactam RIEH & FHERC, TIPC Ay 58I
FTHBEXRIRVA, BB LTERBHEEEL
T ERPEE LR TR AR O LB LIRS TS
BEEZ LI,

BRL 28500 #4545 OME#E CVA IBEDOHRIL, 0~
2B T <0.08 pglg, 2~ 4BERIT 0.12pg/g, 4~
6 BFEI T 0.26 uglg, 6~ 8BEEIT 0.07 pglg TH-
1o Thd TIPC 0FBE LA 0 ~ 2 B IR S
BT 2 %S G HE LigY, 8BHEI% & TIRIE
REOBRELHEFTHHER LB, <0.08pg/lg DIE
B 16bh, SHEOBFELELT %,

S BEIOKET Tl STEwarT HY DG L Ric b, BHRIE
DIEF R X OEHEFEEDHHRLREY+EDG L Y
BUCHERTH -1, SHIIERF TORSEL, S DBH
B H.influenzae T, OB+ EHD 2§ T P.
aeruginosa L\ ~S5RFEEDERC LI HL D LHEFE X h,
LMD 3FIDOATIHEBEEZICL AEYDHECTOVLTIZR L
BisweEZORIS,

FEIRZNRIZOVTix, 6 DIFER 16, BXh2 HITHE
BRS0Y Th-1ohs, SENE L L EBENEL &R
LIchfbIBEE %2 < &, o 5 Bk 0 ¥ AR ES
%2 0, RIS E 2R LK EINERE 2 0, R4
BEULCEBESKEZLEC ) TR SEREOBETER S
EBETHAHZ LuELIE, LTFLLADRIME- LT
Exbhichotee i, BEED 6 G 46T P. ae-
ruginosa TH-7=Z &b, PaisLey BYDEE»E % 64
BB ESEDHYEDEZDERE LTERTER\ &
Exbhis,

X ik
1) &R A, %AFE, R HORTON, =HEfsE:
BRL 28500 (Clavulanic acid-Ticarcillin) o
WP ERIER o, Chemotherapy (##5)
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2) BERGOGNE-BEREZIN, E.; G. BERTHELOT, D. 114, 1974
SAFRAN, P.EVEN & H. KAFE : Penetration of 4) PAISLEY,J.W. & J. A. WASHINGTON 1I': Com.
cefsulodin into bronchial secretions. Chemo- bined activity of clavulanic acid and tig.
therapy 30 :205~210, 1984 cillin against ticarcillin-resistant, Gram-
3) STEWART, S.M.; I.M.E. ANDERSON, G.R. Negative bacilli. Antimicrob. Agents Cpe.
JONES & M. A. CALDER : Amoxycillin levels in mother. 14(2) : 224~227, 1978

sputum, serum and saliva. Thorax 29 : 110~

BASIC AND CLINICAL STUDIES ON BRL 28500
(CLAVULANIC ACID-TICARCILLIN)

Hipeo Maeno, Hipetosur Kupo, Kazuyosut Watanase and Hipeo Ikemoto

Department of Internal Medicine, Juntendo University School of Medicine

1) Pharmacokinetics : When BRL 28500, a formulation of ticarcillin (TIPC 3.0 g) and clavulanic acid
(CVA0.2g), was administered to three patients with respiratory tract infection by drip infusion, the
levels of TIPC in serum and in sputum reached peak concentrations of 177.0 gg/ml (after 1 hour) and
2.96 pg/ml (2-4 hours) respectively. After administration of TIPC (3.0g) alone, corresponding peak
concentrations of 171.3 z#g/ml (after 1 hour) and 2. 33 pg/ml (2-4 hours) were achieved. There was thus
no remarkable differences in serum and sputum levels of TIPC obtained after administration of BRL
28500 or TIPC alone.

2) Clinical results:1.6g or 3.2g b.i.d. of BRL 28500 was administered to six patients comprising 2
with diffuse panbronchiolitis, 1 chronic bronchiolitis, 2 bronchiectasis and 1 with pulmonary suppura-
tion. The clinical response was excellent in 1 case, good in 2, fair in 2 and poor in 1. There was a
slight elevation of transaminase in 1 case, but no other changes in laboratory findings or adverse
effects was obserbed.



