CHEMOTHERAPY
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BRL 28500 i% P-lactamase [H2=#] Clavulanic acid
(CVA) & ¥ & pX penicillin R #{ 4 # Ticarcillin
(TIPC) # 1:15 0 LR CEA LTS ANILER T
5V, CVA, TIPC p{e###ER%x Fig.l R L@
Y ThHbo

TIPC fSHEXS L 77 ABKEHE, 77 2KEE
CRtlL, LKEMBACHEARZ FFakETHY Thb
%, Streptococcus pneumoniae, Streptococcus pyo-
genes, Neisseria gonorrhoeae, Branhamella catar-
rhalis, Escherichia coli, Peptococcus prevotii,
Peptostreptococcus anaerobius, Proteus mirabilis,
Providencia Harding, Haemophilus influenzae,
Citrobacler freundii, Enterobacter cloacae, Serratia
marcescens, Shigella sonnei LWL CTHWHED
2HETHY% TOBRRPHRERLUERCD VTR T CRE
TXhFHEEhTwb, %t TIPC & Enterobacter
B, E.coli ¥ X0t Pseudomonas aeruginosa o g4t
4% [B-lactamase X L CIXEETH B M, Staphylo-
coccus aureus, Staphylococcus epidermidis, Proteus
mirabilis, Proteus vulgaris, Klebsiella pneumoniae
DEHETH B-lactamase T LCRAREETH 5V,

—7%5, CVA & Streptomyces clavuligerus & % - T

EXShs B-lactam T, PEEKZFFVA S-lactam-
ase [AEER %A L, S.aureus, Bacteroides fragilis,

Fig.1 Chemical structure of Clavulanic acid
and Ticarcillin
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Generic name : Potassium clavulanate
Molecular formula : CgHsKNO,
Molecular weight : 237,25
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Generic name : Sodium ticarcillin
Molecular formula : C;sHy(N3NagOgSs
Molecular weight : 428, 38
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E.coli, Klebsiella &, Proteus &, Shigella &,
Haemophilus B % O@E4. T % B-lactamase ¥ [BEF 3
21-9, CVA o B-lactamase EfEAE ST CVA
it 10 pg/ml LIFOERE TS, TIPC FREMBH
shTWwBHHL D B-lactam Fi4EHK o B-lactamase
EEEC AT AREEELERT

oL BB S ELT, ABEROREEC S
<AHOBHBLEAFRAELEYD, TOBEKNERERS
WCRHLEDT, EFORKC O WTHRET %,

I. MRUVICHE

%% : BRL 28500 $¢ 5-fEQ) (X FEF 58 £ 12 AL
159 £9 A ¥ Coihe, JIEHZ)IERBEREHC AR
FRARERE LI 13 BITH Do HEFITIRE 8 B,
TS BT, FERE 24 B D 86 BT, Ty 57.6 %
THoT1o

BREOHAFRIIEZUIEZ LR 16, BEIEIZROSE
WHE LG, SWmE7 6, MBS L6, SHTETX
DEUHEE2 6, SHESX1HA TS,

EHy 555 BRL28500 #1[611.6g ¥7:13 3.2¢
¥1H2E¥X3E, 1HEELLT 3.2g b 6.4g
YEBEAKER 100ml #7213 Solita T3 ¥ 200 ml iofs
L, 60 205 90 4 iVt T AFERE Lico #R5IR
X 3~14 A, FHO.7HME T, WEHLE19.6g 2
b 61.2g THoT,

BRHE RIRANC PR B REGME DB A1 1T B,
W, BROER LR & OBRKIER N fa5 v
sh VR, &k, CRP, AMmERE/cE 0ENS,

¥ RRERPEOH A CIIRILEN R, &k, CRP, #
MmERE e & DBEI HLER), BR), ©2EHR, EBHO4
BT HIE Lico MIBEFMLBR ML, BY, TF
B0 4 BRCHIE L1,

Il & *

BRL 28500 #5fEfF|% Table 1 1R Lico fEMFI 1
EUKEZROED, ER 2 IMBEIEILDSHEE
DIEBIT, TH, BHEEBEORL, BRMEROHE, Bk
BRD, WThLERTH - 1o, EF 2 TIIRHEEET
Pseudomonas sp. #BH Licp, AFREHRIAE T
Botco FEBI3 A HEEF9 D 7 GlikEti%k DEEGIT, FEF
6,7 D2flix=4 =275 X< CF Jithffir 2 &L
DEEEREXRD, <1275 A<k tHELINE
REDRHE X VBRI Lico SRHEFFETH > 56T
EEBI3 D 1 BITESR), i1 4,589 D4BITERN TS
2o BIREETRABEYRATE LA TOIMEA 4 DR T
H B, Pseudomonassp. pR Zh, AFHREE LR
EThoToo 10 IIIRB OIS T, BERA & HiE
KBRLTHBROBUAITH S, RE, T, Elaid
&z, BWEXHECTEMEZEC nivaeu &5 BEYR
o, MBEFEELH L, A% 1.6g #1 B 3EE5 L
LZAH3ABXIVEE, THREXWIMBLIMET S
CBRRIEROHE, WHBXHE FBEREaE»CHR L
HIE Lico RPIDEEKRZE A% Fig.2 KR Lo Zh O
25 REHE 10 B TIEEIRZI R D HETHE TH » 7= 8 Fl
é@u%‘%fﬁﬁ 1o

fEG 11, 12 BEHBEBLOSMMEDEF T, iE

Fig.2 A clinical course of Case 10

Case 10 Age 48 yrs.,, male

Lung abscess

Date May 18 May 20 May 24 May 31,1984
Antibiotics c BRI.28500 4.8 g day
Body 39
temperature 38
37 /\/\/\
Symptoms

Chest pain 7 T r—

Cough 7777 YIS TSI ITI 7 rrrrrrsrosrsorssss iy
ESRmm/hr 51 68 18
CRP 5+ 6+ -
WBC 12000 5500 6800

Chest x-ray
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Table 1 Summary of cases treated with BRL 28500
Case Agel|S Infection Clinical Daily dose | Duration | Bacteriological Clinical Adverse
No. i e Primary disease isolates (gXtimes) | (days) effect effect reaction
Acute bronchitis Normal flora
1 59 | F | 1.6X2 8 Unknown Good (-)
Pharyngeal cancer Normal flora
Chronic bronchitis Pseudononas sp.
2 48 | F ! 3.2X 2 10 Unchanged Good (=)
Iron deficiency anemia Pseudomonas sp.
Acute pneumonia Normal flora
3 36 F l 1.6X2 12 Unknown Excellent (-)
(=) Normal flora
Acute pneumonia Pseudomonas sp.
4 58 | M 1 1.6X 3 13 Unchanged Good (=)
Cerebral thrombosis Pseudomonas sp.
Acute pneumonia Normal flora
5 75| F 1 1.6X3 13 Unknown Good (=)
Diabetes mellitus Normal flora
Acute pneumonia Normal flora
6 24 | M ! 1.6X2 3 Unknown | Undetermined | (-)
(=) Normal flora
Acute pneumonia Normal flora
7 37| M ! 1.6x2 10 Unknown | Undetermined | (—)
(=) Normal flora
Acute pneumonia Normal flora .
8 8 | F ! 1.6%2 7 Unknown Good (=)
Diabetes mellitus Normal flora
Acute pneumonia Normal flora
9 59 | M ! 1.6X3 8 Unknown Good (=)
Cerebral thrombosis Normal flora
Lung abscess Nermal flora
10 |48 | M ! 1.6X 3 14 Unknown Good (-)
Diabetes mellitus Normal flora
Chronic pyelonephritis Pseudamgnlaésfg;l
1| 7| M O 1.6X 3 10 Eradicated Fair (=)
Cerebral thrombosis (=)
Chronic pyelonephritis Peudom ;nfgs/sﬁ;l
12 | 83| M — - i 1.6X 3 7 Eradicated Good (=)
Mpyocardial infarction
Renal failure (=)
Acute arthritis
13 |5 | M ND. 1.6X 2 1 Unknown Fair (=)

(=)
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Table 2 Clinical efficacy of BRL 28500

Infections Total

Excellent Good Fair

Respiratory tract infections 8
Acute bronchitis

Chronic bronchitis

Acute pneumonia

Lung abscess
Chronic pyelonephritis

Acute arthritis 1

R BN

1 7

—
oo e

Gl TR EARKR L LTHAOREYE L, REBTH
< Pseudomonas sp. %5 10%/ml [l E#RH o, £F|
BEBMEE Lic, BBIRANITIIES Lo, ERCBRO
BEHNFTFT, PRBREHE Lico FER 12 1350
RELLTRHOHEE, BHEBETEYH L, RiFHT
B\ T Pseudomonas sp. % 105/ml L) E#H 3 h, &#)
BEBEMHER LI, BRACL B TH 70 ThHRE
BRYE2FI TR L HIER, 1HRREHTH -1

G 13 1 XS MBIST K DI T AFIR 54 MEE R %
O FBR 5T, BHOER, BEEbb I
BRLIOKRT, 2REREHE L,

WRBELIE, RERERPE ¥ X O BEI %5 13 FlchEg
KYHE O HETE Th - 7o 11 flics\ T 1 FIAiZsh,
8HINER T, B 81.8% Th -1 (Table 2),

AEFNHRIEREYRAT L4 flieks T, B
Wk 20 (Pseudomonas sp. ¥R LB BEE %
DEMMED 2 41), T~ 2 6] (Pseudomonas sp. %
BLABESEIROSKEE, SUHLO& 16D T
Dot

Imr. 8 % A

FHBErR O BRI 18 fl w0 TiREt Ui, BRER
WEIFERIZ2L Bodleh» 12,

BRRLARERS D 5 bRMM, GOT, GPT, Al-
P, BUN, Creatinine {0\ CARIR ERTE O & 8 %
Table 8 R Ui fEMI3 (GMMZOEM) TAH 1
H3.2g 12 A5 GOT »:281U 6 521U &
BEDOER ¥ Rdte, HHITIL GPT 2L L b 57
WU L&, BE5 A% 321U L& LTk D, 18
IR %0 natural course £ Hhp, EH6 (AR

KOIEF) TEAFI1H 3.2g 3 BRIEEHK I GOT »
281U 75 331U, GPT 21231U 7:5 801U & EH L
1o APICHT 5 OLEBRAFICLI LD EEL LR
5o HEFI8 (RHEMARDER) TIAF1H3.2g 7H
Rl 45 v /MRS 36.8 5/mm3 435 51,3 5/mm3
LML, ZDEBRIRERIGDBEBITHES D LE
2 bhs, FEF 13 (BB R OER) TIXFAIR 5%
11 B4 i MI/MREAS 26.0 5/mm? 725 50.2 5 /mm?
LEMERDI, REBEOILDEELZ LN S,

BE, AFC X% LB BEIERIIRED T, BERR
EERE TIEERLD OIXTDiLh > 1

IvV. # ®

BRL 28500 #II% 25 REGAE 10 6, FREGRRHVE 2 Bk
L UBAEIR 1 Pl 5 L, WREBRYSE T 100%, R
RRIIET 509 %, 26T 8l.8% LHEMAEVWEYR
Bl RENIAEVHIE spectrum ##LH, HEEMND
B DRRFUEBRFC T CITEFDSH % TIPC & f-lacta-
mase fHEH] CVA ¥EA&T5Z LicX b TIPC g4
TH - p-lactamase X T ALK ERLTRR L, Bh
TERGREYETHEATHHEELON D, 1, B
KOEIER 2L BT, BREEBECRIETEELL
TiX GOT, GPT 0BED LR % 1 fliciBd i Th
-7

P EDERIOFRANIERSDRCER, BlfFAS IV
FERBREBEC OV TR LEB Y W TRESE O
VWEHITH Y, AEBERORPMECKS W THAERE
R HDLELDR, SBRILCRFTHIZET BT
EFITHD EFE 2 bRl
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X ik otics. 29 : 668~669, 1976
1) #33EEXRLEREF2RESE, FEvFIv 3) READING, C. & M. COLE : Clavulanic acid :
. BRL 28500, 3%, 1985 a beta-lactamase-inhibiting beta-lactam from
2) BR'OWN, A.G.; D.BUTTERWORTH & M. COLE, Streptomyces clavuligerus. Antimicrob. A-
et al.: Naturally-occurring B-lactamase inhi- gents Chemother. 11 : 852~857, 1977

CLINICAL STUDIES ON BRL 28500

Masanort ApacHl, YosHio Kosayvasur and Ipper FujiMor:

Department of Internal Medicine, Kawasaki Municipal Hospital

BRL 28500, a combined drug of clavulanic acid, a B-lactamase inhibitor, and ticarcillin at a ratio
of 1 to 15, was given to 13 patients with 1 case with acute bronchitis, 1 with chronic bronchitis,
7 with acute pneumonia, 1 with lung abscess, 2 with chronic pyelonephritis and 1 with acute arthritis
at a daily dosage from 3.2¢g to 6.4g. The duration of chemotherapeuic period ranged from 3 to 14
days.

Two cases were excluded from clinical evaluation for Mycoplasma pneumoniae pneumonia. The
clinical efficacy was “excellent” in 1, “good” in 8, “fair” in 2 cases. Overall clinical efficacy rate
reached 81.8%.

During this antibiotic administration, there observed a slight elevation of serum GOT and GPT in
1 case. This is only mild and transient.

These data suggest BRL 28500 will be one of the effective antibiotic parenterally administered
without significant side effects on the clinical base.



