CHEMOTHERAPY OCT. 1986

¥ 22EE % o Compromised host ICf® 35 KR L T3
BRLj§28500 (Clavulanic acid-Ticarcillin) DEEREE OB

BHEER -HE KK MRFE—B-GEEA
AL MR- WERA
REBREEFHE 1 F

MARE
REH LR PR

M B B
B Rk 3 Rt

ENEE
BRI SRR

Clavulanic acid (CVA) & ticarcillin (TIPC) ©&%IT#% % BRL 28500 % &M EERERC
&bt Liz 21 4, SLE B35 W IRBHROBREBBECA Lic2fl, BERBCAS L4,
24 GIOBFECHS L, BmED UL SKIMER -T2 6 5IEL, 6 AER, 1A&ES PRER
PIETIL L REL, 4006% 101ES 260088, REBPETILIAEY, EF - KEasR
PEETIX1BICCHR, 1O, ThbbERH7H, F% 11 fl, ©EL 16, EH246, %

RHUZBTH 3BT, BLHEK 85.7% (18/21) DFERMB LI,
Ticarcillin iHYEESBEES 6 BT BRR L5 BICEZ T, FHRIL 83% Thoto

ElIfERL, REX1HIAD LRI

AENzEMBEEBEZCAD Lic Compromised host 12 #ER3 2 —RRYSEDEBEICE A LB

bh s,

7 5 7% v B (clavulanic acid, CVA) %, Strept-
myces clavuligerus ATCC27064 X hEAINBH
EHET, XEE —-F » 2 TR & hic B-lactamase
RERCHBY CVA 203 DR MEHMNFTF o ¥
MTRERTER W, R=v ) F—¥, FFv 43/
€7 yrAHRY F—EHp f-lactamase LFER/ L, R
EEERE(LT 5, BRL28500 13, P-lactamase [
Kthn CVA L 75 n[5HE, BERSIVBRIER
CEGEEHE AR5 AR TEERS - v ) v
ticarcillin (TIPC) ¢ 1:15 D L ROEEHF TH 5,0
CVA & TIPC o4k X b P-lactamase g4I L %
TIPC ftkgE, 4w K. pneumoniae, B.fragilis & *
THEAXZ 5 aWhKR3h, FfEEcts&E
BREFE S X CIARNTR S EDHAC S, BhiBERY
ErfimgTE s,

¥7:, CVA & TIPC o #E%O MBI ELIL T
BY, BwEd, REBREVEOIRD DT, BT
BIEAr iR TE 2%,

£E, BAR, €—F v sERHERGH I D EFOR

B R, TOBEKRYRERATHIRLEEBLOT,
DEREBET 5o
1. BELLIUHSF.

BN 59 425 A X » BRI 60 ££7 ¥ TRRHARS
—F ¥ X OCBIERBI T ABE L, RRPE L2 3hi
24 GIOBBARI X BRE Lico FMid 16 Fdr b TTH
(FH48.48%) T, BB 12 fl, kx 2 floFxA
BThotco AFO HEEL LT, ¥ KARGEE
TR LI % (&BI&H), A% 3.2g (CVA 0.2g+
TIPC 3.0g) ®4EAK, HEHARIGK 5% 7FY
B, 55 ITERER O 100 ml, 200 ml H 54k 250
ml ZHEMEL, 30 4o 120 /hidCATERERT-
foo EEBUL1 B 2 EREEHRE L Ly, BEHSVIE
HBEO BRI LT, 1 H 3E#E Libons
D > 1o BHRAE R, BIFALELEORE TREVE
1k Licd 0% ZEHEARE (Unknown), SEROWEE
B IO OB 2 B bR h OrEL (Excellen),
R ORE REEE 5 5\ 1% BRI RO BEC
FLELIE ZExbhaboOrE0 BERC LT #H
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(Good), ®%7 % (Fair), ZIR DD b DK
# (Poor) &L, EBREDOHMNCH > THELZT L7,
II. BB K B &
pEREOHEY Table 1 {TiRnT o ZHEMORKYEIT
g 34, BMEDSE 10 4, mbkk 2 6l KEX
Kofl, SEZHRELA, Mk36 BML1IA K

Teg16, LMRERE16TH 5,

fes, FEBI22 L2337 7Y vBIAIBERA O,
7 24 LERPERRARE LD, BHRHERRER & Lo

PTEAOEERX BN 5,

&6 1 M 54 £%E o CML T busulfan &
¥FoTWwichs, BAMSIEL B, BHElrE UAR,
CEBEL A LT\ 1ent, FRRI60 4 1 A, Rfons U
cefmenoxime (CMX) # #5354 £%o 2 AT A
<R E. cloacae % # i, BRL 28500 3.2gXx
3day % 3 HM®R 535 dMBMEA R, MEBEENS
LA—EABE Lo CER L HE L,

fERl 2 BAMOS9E3 ARIED AML, FEfn604£1 A,
BROTD AR, BERBEARERTER, BEEFELL
R T E. coli %##H L1:s BRL 28500 3.2gXx
2[day %7 BRIRS L& &5, BERRBAIBEC S0
bOTREL, ¥aBES5 BRI LENKEETY
B, EHEHE L,

iEfl 3 B 60 £, HEHBR, BEEEZN I,
Ao 4 BEEX bEE 38°C Ll Lo R#sie X, Bk
b E.agglomerans ##H L1, %%) cefotaxime
(CTX) 4g/day, fosfomycin (FOM) 4g/day o ft
5% 5 4 %)< BRL 28500 3. 2g x 3/day 15 A/, *
D 3.2gx2/day 3 HMD KL% 47 » 720 BRL 28500
BESHBE X 3@ 37°C BICME Ui, TX, BEH
EEZbhD 371°C ADREMMAHB DT, = hik BRL
28500 OB L E R, HBLETE Lo AL, AHE
5% 8HHEIC 38.8°C o fever pt —F 1 H 1= T,
0 ABXY CMX 2gx3/day6 HP, 2gx2/day 3 H
HMOFARZE % 1T 5 o

ok, M¥ERERGZEBG 4 B R L o1,

Efl 4 BFMS84E7 ARED APL, FAF1 594 9 B,
BR, BRMEAFEMT K mE S Bhh s By
%kfzL, cefotiam (CTM) 2g/day, amikacin (AMK)
W0mg/day 525754 &% <, 10 5 14 Bx D
BRL 28500 3. 2gx3/day 7 HR, 3.2gx2/day 2 A
DRERfFoto #E3HEL Y, MAERLKYS5H
BED 36C Ao n TERELUE LE, s, &
RO R CEY R TEd o1,

EF 5 APL oftmikoin, BMS9E9H, A
Be, 3BTk miE & B bh b B, pipe-

racillin (PIPC), AMK, cefazolin (CEZ), clindamycin
(CLDM) #5372 4 &%) D -, BRL 28500 3.2gx3/
day 12 BRI 0 5 2T o170 B5 4 BH X b RBER
Lieh, THHRI 36°C BLito7DTHR & HE L
o BAERITETH S,

fEG] 6 FEF1 59 £ 11 BRED &y vIERBCHR
Lic AML, BREARERTS, BROEYEHE 5%
#oa 4 U, BRL28500 3.2gx2/day 5 BRiD 245 » 47
W, BB BAMTHEALLDOTER & HE Lo &
¥, BABEXTHETH 5,

fEB) 7 BRfm 57 £ 10 BRfED ALL, FRF1 59 &£
9A, BRUARK, B 60 £3 5, KmEFEMRLE
7L, BRL 28500 3.2gx2/day 7 AR 0 &5 %47 - 7=
EZh, RESBER P Lich, BAPR S LU
CRPFTROKEL VAR EHE Lico BAB X TH T
BH%o

fEB] 8 HRFN S7 £ 9 ARfED ALL, FEF1 60 £ 1
A, B%. %, MAMKRAR X 2ERELL Dz
LT&fc, MBfn 60 4£ 3 A, F#h, RmiEx 5\~ BRL
28500 3.2gx2/day 3 HRIRE Lick 2 b, HRMITM
B, BHELHT Lk, ftd, BREIRIETE ) 1

fEG] 9 HRFn 56 £ 4 ARfED AML, FEfn 60 43
A, KM & EHMCHFRIERL, LEEEYBTLE
LA, 4D L YRR &is b BRIME % 52
B %EE A7 0T BRL 28500 3.2gx2/day, 10 HPS
BEXfTotcdicsn, SHBLIMHML, —MREIK
FELLOTHRE Lico, BREZBRE L, 51,

JEE 10 FBfn 60 4 3 B %fE o malignant lympho-
ma (Stage V), 4 A, {LEEERTHE, BMEBRHEL
Rl LUMIE R BEb w5 B X A Uled, MKHERTH
BRHE L otte % CMX 2g% 1 EES L2,
*Dt BRL28500 wHEE L1z, RABZE3HEK LV
BMLER L HE L,

FEB] 11 FRF0 59 £ 9 ARfEED AML, FEfn 60 4
48, BREOLH AL, BRAEEARERITS%, &%
7 UBRIMLE % 58 » 7oo LARTIC PIPC 6g/day o &%
v, o 1 B pse24E L PIPC tis oL
HirLicT EpD 2, HARIKEEDO-»KHF 3.2g
x3/day D5 ET oo AHBE I AL LHFTES
HEL, KA LIDEZLHML, BExFBIELER,
BE5S5HEEL VEAERNAS D, REHIE B IIFER
L s tcDTHBEHTE Lo

fEF) 12 FEF1 59 £ 7 A, MDS (RAEB) & 2K L,
Ara-C LV BEBRETEELTMELSKERN TH D, B
60 £6 B, FHo (L¥EREEXRIT L L Z 5, HOR
BoERNADN, MMEZEHLED B KL L,
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CEZ 4g/day o#& i &%) Th - -0 ¢, BRL 28500
3.2gx2/day 8 HHIOBE# 1T oo 54 BEX VR
RN EHERD, SHERRFHRER DT, &
BEHE LI, BABEIIBRHB L, 5T,

fEf) 13 FRFN 59 £ 8 ARfED APL, MEf1 60 £5
A, BREOD AR LEREBTH, REBEmMBREHM.
EH L, 68 26 BXbEBFRRL LD BRL 28500
3.2gx2/day 5B O &5 ¥fTolc, MEHERETT
ZLPE IR, AFARSEIBE XV BREREH
theh, 4BBERIBFEBEL 5T, ZOBEOHMmMEBRET
783 600/mm® LER LI ETETHY, KANEHLT
Licd oL ¥HE LI,

fEG) 14 BBFn 57 &£ 11 ARfED AML, BB 59 £
S5ABREL, LEREBTHCREE, BRELEERTL
%20 #Z T BRL 28500 3.2gx2/day 8 AR L= &
hH, 53 BHCFERERD, REELRE6EE
CHRELLED TEH L HTE L,

fEFI 15 HEEFn 59 £ RFE D malignant lymphoma,
MBfn 60 £2 B, AMLEEET-H%, 378 RBH,
%, BRE4E LR E LK & 2K, BRL 28500 3.2¢g
x2/day 5 HMlo#HERTocLh, HE3HB XY
BE, FERMEE LD TEHE Ui, BROMME®K I
normal flora T%» -~ %o

fEG) 16 FRFI59 £ 12 ARAED ALL, {LEREKIT
%, TEEMLIco, 68, 2EHBORILFEEDLD
Ao BIR, ¥, R#ERLLicid, BUKEIXRE
=4, BRL 28500 3.2 gx2/day % 8 AL Ui, 552
RE ORI VIR TE TR O ML b, KA
BESHRX VBB, GHSE, KW BRLTAHHE
A LD THERE Lic, ok, BWRP L HVERE

R U b o T

JEF 17 FEF056 £RfED SLE, MfmbS644 5, i
%% bronchiectasis #¥7 L, ¥ SLE LYY
bh s HHRMEE b Ll D ABR L1, B8 37°C
M®ETHo7eh, BRFXD S aureus vt K colf
R, ¥ WAITRHBCEE S F2ER UL, BRL
28500 3.2gx2/day 11 BR#EE L L 5, s
DHK, BEROMEEBDI, L1, BROEREC
L S.marcescens RERRL T8, —fiio
EVPHEO DB LHE Lico Bl VR TRESNS
THRBOBALXEBD bhieh 5T,

fE 18 PFEAn 58 £4F 52 fE » malignant lymphoma, g
ME0FE2 A, BROTHAR. 5 A, B, BK, BEy
T, BT VRTETHBRIEZMAGRY Ak, §
B & b S.epidermidis % % ¥ @iz, CEZ, latamo-
xef (LMOX) # 51z KIt+# 3 BRL 28500 3. 2gx3/day
SHEOBRE®fToicd b, 55 0B TES —§
REOHERAS A, W VR TEEREONAYR
», TRBEBO S epidermidis 2L Lkkd, &
HELE L,

fEG) 19 FEFn 59 £ 4 ARED ALL, {b¥5koRk
SHBEH#ELEL, 58 20 B0 VR TE BB
KEETADI, 5 8 27 BRiZEKRLZER%2Fo%,
PIPC, cefsulodin (CFS), tobramycin (TOB) &#0 1
»EH 3.2gX2/day 6 HMIOHL 2 ELH (INAH.
RFP) LHfA Lich, REurHked, hifvRt
OHELBDOLITERE Lico

JfEf 20 HBBFn 60 £ 2 B FEfE® malignant lympho-
ma, {LEREDO DAL, B Y 71 BEH, R E
BRELLC, Vv sk, totk BRLRONH

Table 2 Overall clinical effect of 24 patients treated with BRL 28500

No. of Efficacy*
Disease of © Excellent Good Fair Poor Unknown rate
patients (%)
70
Septicemia and' ' 13 6 6 1 92.3 (12/13)
suspect of septicemia
Respiratory tract 8 1 4 1 2 83.3 (5/6)
infections
Urinary tract
. . 1 1
infection
ki soft ti
§ in f'ind soft tissue 2 1 )
infections
Total 24 7 11 1 2 3 85.7 (18/21)

Excellent +Good
* Effi te=——"——— X100
icacy rate Total — Unknown
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yh Likctod RH 8. 2gx2/day 4 BRI, 3.2gx1/day
JRMOBE R oTe BRYD =7 77 — ¥Rl Sta-
shylococcus sp. HARH L 7o KRB 5 L b HERO R
pr@pEAERTHE LIV on, BEOEIEEIL
L, AR EHE Lo

5l 21 FRF160F 4 ARED malignant lymphoma
#flo 58, LPmEETE, BMIER GHR &%
L0 T, &% 3.2gx1/day 2 AR, 3.2gx2/day
LEHOBERT-m e B, BE S HE X VERKEF
L, ¥RoME (E faecalis) LIEEALLIOTHR

&-*uib‘f:o

fEGl 22 FBFn 59 4 12 § AMoL kL T AR A
Bepg, RMBLICRBERDS Y, PERMEACEIEER
BEgx Rdico KABSL 3.2gx2/day 5 HMoK S %
FoTHERIBBEAEYE LN, ¥v=sery /B
Ko A%k S (2.5g/day, 2 A R fFbhTwiDT
HETRE E Lo
JEB 23 BRFn 59 £8 ARED APL, iBf1 60 £1 A,
R, BEveki-L, IFBERE O HERKS LOE
BHvo AHF 3.2gx3/day 7 BEOBEEFTH b R

Table 3 Clinical effect of BRL 28500 classified according to isolated bacteria

. No. of Clinical effect Efficacy”*
Bacteria . rate
patients | pycellent Good Fair Poor Unknown (25)
S. aureus 1 1
S. epidermidis 1 1*
Coagulase-negative 1 1
Staphylococcus sp.
E. faecalis 1 1"
E. coli 1 1"
E. cloacae i 1
E. agglomerans 1 1"
S. aureus + E. coli 1 1*
Unknown 16 5 7 | 1 3 92.3 (12/13)
Total 24 7 11 1 | 2 3 85.7 (18/21)
* Penicillin-resistant organisms :
B-lactamase producer or TIPC disc (—) or MIC of TIPC250ug/m!

. Excellent +Good
** Efficacy rate= ———————— ¥
v rate Total—Unknown 109

Table 4 Bacteriological effect of BRL 28500 on isolated bacteria

No. of Bacteriological effect
Bacteria .
strains | Eradicated | Decreased | Unchanged | Replaced Unknown
S. aureus 2 1 1°
S. epidermidis 1 1
Coagulase-
" egati 1 1
gative
Staphylococcus sp.
E. faecalis 1 1
E. coli 2 1 1*
E. cloacae 1 1
E. agglomerans 1 1
Total 9 6 1 2

* Strains isolated from the same patient
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Hhed, TLEMRABRELHZFL R, 5o FF
BHv=se 7Y vHRAORRARSERREATWEDT
BHERHERE & Lo

fEB] 24 FRF0 59 4 10 ARIED KET Ko FEF 60
F£4 58, 38C O BEH B IOCFREHEY KL LA X4
Mt E LA H O BE 3.2gX2/day 6 BRIFT - 7oAt
ERH%E T, A7 w4 F (prednisolon 100 mg/day)
DRETERI Lo KBHRATIDRMLE X, KYEE
RTBREL DY RAETH & L,

FROBERERPIEINCE LB L, Table 2 DX 3
CBUEES X O BIESE V- Ti 13 Blich 6 BIZERD, 6 )
LD W16, PRBRGIE T8 Pl 1 FIERD, 4
BB, 108 2APHRTH, REBRIHETIZ1HA
B, REEHTAGRIE X2 fFh 1 HIRCFER), 1
PIBHETE T, £the LTHERE 85.7% (18/21) ofF
K x B, BAHEND BERSELE LD 02
Table 3 TH %, S. aureus B 5\ 3% E. coli DEIREY:
2 Bz %), S.epidermidis, E.faecalis } 5\ ¥t E.
agglomerans O BMEHIIIAFNIB R &R Lico E e,
S. aureus+E. coli DEHFBERGD 1M 1 AR FER
Th-tco MEFREEDOE L% Table 4 1R Lic,
E. cloacae %\ 1= S. aureus, S. epidermidis, Coagulase
(=) Staphylococcus, E.faecalis, E.coli, E.agglome-
rans HEOWEBHI AR EFIC L DL LI,

Table 5 KA F OHEFIHROBRREME X Lich R
FEIEOEBERCESSLOT, FFicXsLEdH
HBEHEYR LI, DI eh ot ¥, BIfFRILE
B 11 wwAFIiz X 2 RENROhch, FFEEFIEE,
FaemiTiHEE Lo

I1. = =

AFi3 TIPC RFH BT T TIPC it 2215
Licgicst LT3, CVA o B-lactamase 12533 5 HERD
Bz hEEZHXERE L, BRI RET 5%,
ZDiER, HF¥o TIPC REZHEDIIIIZ K. pneumo-
niae, B.fragilis (¥ TAXZ7 b T ALKk ENBC &
NEEINh D, BE EM2»OKRE S Ecoli i

B-lactamase EABIC b WL TARBEL L vk L
BEPRAR L FAH BT L2 T TR L5
SRS D 1o f-lactamase EAEICEN I BRLR Ly
T &, ¥ LT O S. aureus+E. coli dRARN:
K5 S.aureus, FEBI 18 O S. epidermidis i3, <=y
Y vRIRRRET 4+ A 7 3 TR S L R ) Afig
S X DMk L, ERBELEDL L AL,
Ly, in vitro OZHRN in vivo THLHHETE A Lh
R LT\ o AR MBEEESDENRE B
RYFEC, HILBELBERED compromised Dk
DREFECED L > RHREYRET s vas s
B OEEREBERD BRI TH - 7eh’, B4 0SEOHERRT
11 85.7% DEPHENRELH, BRROBD, —BRE
DE(L LB IBEEEE e &£ D compromised host i
AN B RYPEC AR IS IR UL F T2 2%
LEZbNhD, ¥i, BIFRE LTEREY 1 fIRERL
DB THY, ThIFFOHEFIE L hiEkLEo
T, AFNIHBWEE TR EEL DR,

AEN T I 25 fEE % D compromised host HFHET A
RPN LTERTHAS 50
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CLINICAL STUDIES ON BRL 28500 (CLAVULANIC ACID-
TICARCILLIN) IN THE TREATMENT OF SECONDARY
INFECTIONS IN COMPROMISED HOSTS

Hirovosut Sawapa, Masarou TasuiMa, Youichirou Izumi, Hiroto IsHIKURA,
Tosumiro Mocuizuki, TosHirou Oxazak: and Haruto UcHino
The First Division of Internal Medicine, Faculty of Medicine, Kyoto University

Yasuniko InamoTo

Division of Hematology Department of Internal Medicine, Kyoto City Hospital

Hirosur Oxkapa

Division of Internal Medicine, Kyoto National Hospital

MasaHIKO SHIOMURA

Division of Hematology, Department of Internal Medicine, Shizuoka General Hospital

BRL 28500 (Clavulanic acid-Ticarcillin) was administered intravenously in treating secondary infec-
tions in immunocompromised patients (21 with hematological malignancies, 2 with diffuse collagen
diseases and 1 with cancer of the bile duct).

Effective results were obtained in 12 of 13 cases with septicemia or suspected septicemia, 5 of 8 with
respiratory tract infections, 1 with urinary tract infection but in neither of 2 patients with skin and
soft tissue infections. 3 cases were unassessable. The overall efficacy rate was 85.7% (18/21) and
4 of 5 cases infected with ticarcillin-resistant bacteria showed a good response.

The only side effect was 1 case of rash. BRL 28500 was thus considered to be very useful against
such refractory infections, particularly in patients with severe underlying diseases.



