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MEEZE B GERE L BRI U T, flomoxef (FMOX) - aztreonam (AZT) DOHFFRM
BEITo k. FESREIZ, 102 B TEHS, BRESbLELRENER, 69.6%THo T, E
FlizadEmENbo L b HFAT, ROTEMNY VR 144, BEEHEEAIE 105
EThHo . BREYERNTIE, KRMEREOEFINL oL bE L BATEOEYER, 69.2%
THY, RMETIR6PIT66.7%, METRTHS7.1%DENETH >z, FMOX + AZT
BERT LR 5% 7 BB OFPRETIEHRTIZ, L b 500/ AT TI65.5%, L£bic
100/l A\ F 12 53.8% T, & HIic500/ul AL TRTL.I%TH - Teo ¥ 72, granulocyte
colony stimulating factor (G-CSF) $##HETIZ, AWML TR, 75.0%THY, FHHHAHT
i3, 68.3% THD, MEFBEMOEFDREK 100/ U TOER TIZ, HrARSHIHRS5H
(62.5%), FEOtABUBADTH (50.0%) Th-l, HEBETIE, Staphylococcus IR b3
45.5% % 58, XK\ Pseudomonas Bb3% o 7z, %7, G-CSF Ol E X #EDEE
EXRELTHD CRP LML T\>7:, FMOX - AZT A%, MEKBHRRBREC

HLTREMSEL, FHRLBLEATH 1,
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REEZD, BEOBRELRET DI LMBFV, ZOX
SRBPFEOBM E LTI, BEOWMALB X UEEEHE
ETEZWFARSVI L b, EERROLHZFEEDR
EREDRSE % /7231 empiric therapy & & D &R %
RELZFHIEE S RVEAICH B, BRZ, BRRABRRPH
R#BR (endgeneous infection) DHRIC THRIET 5 Z
EH, ZD-HEREEC L ) REREYHIBRENHE
L, BEARY b 74585, MARBREESH I LLE
OEVIER % 2~3 FBIRL, RRACKRET H5LEND
3, %7, 3L, granulocyte colony stmulating factor
(G-CSF) R an3 X5y, FhERED OHME
BL, 2OWMERLEDZ I EBTAELEE> 2, 4H,
K& it, AFH 7 x ARVEHRTH 5 flomoxef (FMOX)

EE /NI T ARMER EHARE L LT, MBEBHR
BEFEICN L T, EOBKNZAEDES L URLEOKR
24, %512, G-CSF OHAZRICODLTHRFL DT
HET 5,
I. HRESLUFE

iz, 1991458 &, 199346 A £ TOREM
KHEERRAEE—ANRMARTOBRE T, ERCmBK
EREEFOBREZCHRLLBREFENRE LT, &
55Xz, BEORELREC LD, FMOX4~6g/
H, aztreonam (AZT) 4~6g/H%*, ThLih 2~3
EicaE L, £EREAKI00mICEREL, 1R
TEBEBEL . FlE LT, FMOX & AZT 0
533 HMU LTV, BEREICHBLAONTZVLHOD
X, tofiEHRl, 7o) YREAFORE 2HA
Lo %72, THREO¥HNTCXY, BImEKk$K 2,000 2L
T & 7 i35 hERE 1,000 AT OFER I3, BFOFRIC
b5 FGCSFDERE:2fToTbE b L
72o X1z, BBz DOWTIZ, MHD G-CSF DEE *
HE LT L 72
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BREE I T 2 HER ORI RYE XM IZ, WAL D
YEEMR S TITo 1Y Tiebh, REMMKK3
~4HEE TP TERL, 5123 BUULEEMR
AR X IBIE T 4 D BRERIER B & UMERTR O b8
AshlbDEED (excellent), 3I~4 HETIZAR
AR L, X 5ZFDRMED 3 B LM BB D
BKERS & UREFRRAKB S LD EHR
(good), 6 HE £ TICEMMA ERL, BKERS
JUREFMBCHBIAADSL SN bDELLHSY
(fair), 6 HH ¥ TICEMMAFA RS N T BRIE 4
SEKERS & URERFMABTE & o i2BL Y
D, 8LV 3~4 HE E THRBEEELA S H 3 H#) i
TINB2bDEME (poor) kL7

II. & n

1. NREF

BRESEFN L, 104 ATEDFTRBOZ o
18, REODFT S FPIEL 1, B
HIER E LTz, T Do RTHEN RER 3, 102 B)

Table 1, Distribution of patients by age and sex

T#- 1z, Tablel iZ5EW, EHNOEABERT. B
43 A, ZTHES9 AT, 18~86 I B X U457 .4
+16.9MTHD, WMOKENSHHECD > T,
Table 2 i XWE BRI OEFAMETR T, AERHES
doy 36 B, MY >N 13 8 L At SR
4901 (48.0%) THEMELDI, £7:, BiEY »
RR14F, SRERUMIAL ) v BRELERE
282300 (22.5%) tXRicH <, SEAMKI2HA
(11.8%), AHRTRERKIH (8.8%), BETR
HRMS5F (4.9%) LTHoT,

2. ERERZHR

BUL <, Table2 CXRER L T DHEKYHR %R
¥, 24Tz, ¥ (excellent) LHZ) (good) %
BbeEWER, 12HF 715 (69.6%) TH-
Tee FOHTHX, MHEEMAK 49 PP 3365 (67.3%),
EHY R4 120 (85.7%), S RIEAEN
9IBF 68 (66.7%), BRHRERERIEIATLH
(44.7%), BETRHERN 5 AP 464 (80.0%) DF
BT H o 7, Table 3 iCRBREFIOMKIR %R
T ®iRD, BOEROCOEANL-LLEL, £0D
BUEIZ, 8HB5480 (69.2%) THY, HumnfET

age X1 Male Female i 6 I 4 BY (66.7%), Wik 7HNh 4B (57.1%),
— p - RESBRE 3 IR 21 (66.7%) Tholeo 7o, &
21~30 2 3 Flizbizohs, WReEKk, IFIAERE, K TREOE
31~40 2 1 FITix, 100%DHEZEERL 7z, Table 4 i &fTH
41~50 12 8 EXORRINDOBHKRE 2R T EITHEMKL DIE
51~60 8 9 iz, 77 HTEDHTOEMMIL, 56 B (72.7%)
o : ” THY, KITHEMD D OEMR, BHTHYED
HTOBEHER R, 158 (60.0%) T, PkY, %
Total 8 > FTRARZ L OBSEHES T, EARENE,
Median age 5742167 7 ARERET S /7Y 3 FREFOHRAGN 9
Table 2, Underlying diseases and clinical efficacy
Underlying diseases Excellent Good Fair Poor Efficacy (%)
Acute myelogeneous leukemia 11 11 2 12 22/ 36 ( 61.1)
Acute lymphocytic leukemia 9 2 1 1 11/ 13 ( 84.6)
Chronic myelogeneous leukemia 3 5 2 8/ 10 ( 80.0)
Chronic lymphocytic leukemia 1 1 1/ 2 (50.0)
Myelodysplastic syndrome 3 1 2 3 4/ 9 (4.7
Malignant lymphoma 6 6 2 12/ 14 ( 85.7)
Aplastic anemia 1 3 1 4/ 5 ( 80.0)
Multiple myeloma 1 5 1 2 6/ 9 (66.7)
Adult T-cell leukemia 1 1/ 1 (100.0)
Myelofibrosis 1 1/ 1 (100.0)
Idiopathic thrombocytopenic purpura 1 0o/ 1( 0.0)
Pure red cell aplasia 1 1/ 1 (100.0)
Total 35 36 6 25 71/102 ( 69.6)
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Table 3, Clinical efficacy by infection

Infections Excellent Good Fair Poor Efficacy (%)
Sepsis 2 2 2 4/ 6 (66.7)
Suspected sepsis 28 26 6 18 54/ 78 ( 69.2)
Pneumonia 2 2 3 4/ 7 (57.1)
Bronchitis 1 1 1/ 2 (50.0)
Pharyngitis 2 2/ 2 (100.0)
Urinary tract infection 2 1 2/ 3(66.7)
Perianal abscess 1 2 3/ 3 (100.0)
Subcutaneous abscess 1 1/ 1 (100.0)
Total 35 36 6 25 71/102 ( 69.6)

Table 4. Clinical efficacy classified by pre-treatment or non-use of antibiotics

Previous antibiotic Excellent Good Fair Poor Efficacy (%)
treatment

No 30 26 3 18 56/ 77 (72.7)

Yes 5 10 3 7 15/ 25 (60.0)

Total 36 35 6 25 71/102 (69.8)

Table 5. Relationship between neutrophil count and clinical efficacy

after (day 7 | _100 | 101~500 | s01s Efficacy (%)
before
<100 7/13 2/ 5 3/ 4 12/ 22 (54.5)
101~500 7/ 8 3/ 3 4/ 4 14/ 15 (93.3)
501 2/ 4 5/ 8 38/53 45/ 65 (69.2)
Efficacy 16/25 10/16 45/61 71/102 (69.6)
(%) (64.0) (62.5) (73.8)

Table 6. Clinical efficacy classified by use or non-use of G-CSF

Use or non-use Median neutrophil
of G-CSF count before Excellent Good Fair Poor Efficacy (%)
treatment
Use 1,402.7+2,166.6 10 5 5 15/20 (75.0)
Non-use 4,144.9+7,207.8 25 31 6 20 56/82 (68.3)
Total 3,549.0+6,618.5 35 36 6 25 71/102 (69.6)

Bl, €7 2 AREREHSFZ LT, ¥ 7 = AREA
25 B 19 B (76.0%) wARTERE LTHERSH
Tz, Table5 iz FMOX - AZT 85 L Bta% 7
B HOIF IR G ORISR 27T FhEkEosHisk
EHIZ100/W AT OER X, 13 TERFIETH
(53.8%) T, Hitkk iz 500 AT OERTIX, 298]
H19H (65.5%) EEWEREERL, b
500 LA EofEBITIE, 53 B4 384 (71.7%) DER
%R 7%, Table6 iz G-CSF #tHDEETIZ X 2

EERE %7 LT, G-CSF 8t D FMOX - AZT
B 5 R OFIFRRSIE, 1,402.7+2,166.6/6] TH
D, TDHEXNER, 20FF 158 (75.0%) TH-
7zo G-CSF JEft BB T, AT FHIFHRMIL,
4,144.947,207.8/ul T, # DEEIX, 82+ 56
#l (68.3%) T#H -7z, Table7 i FMOX - AZT &
E#i0iFhERk#5 & G-CSF $tH 0F &R DR R
2T, BEROFHERES 100 U TFOEF TR, G
-CSF ptREE 8 BlIh 5 B (62.5%) wEBEZIT, F6tH
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Table 7, Clinical efficacy classified by use or non-use of G-CSF and
neutrophil count before treatment
- Neutrophil count before treatment (u!1)
Use or non-use “ Efficacy (%)
of G-CSF £100 101~500 5015
Use 5/ 8 2/ 3 8/ 9 15/20 (75.0)
Non-use 7/14 12/12 37/56 56/82 (68.3)
Table 8. Clinical efficacy and bacteria isolated
Underlying disease Infections Organisms Efficacy-
AML perianal abscess Staphylococcus aureus good
MDS sepsis Pseudomonas aeruginosa poor
Aplastic anemia sepsis Staphylococcus epidermidis excellent
CLL sepsis Bacillus sp. good
AML sepsis Staphylococcus epidermidis excellent
ITP sepsis Pseudomonas cepacia poor
Multiple myeloma pneumonia Acinetobacter calcoaceticus good
ALL sepsis Staphylococcus epidermidis good
Myelofibrosis urinary tract infection Pseudomonas aeruginosa good
PRCA pharyngitis Haemophillus parainfluenzae good
CML subcutanous abscess Staphylococcus aureus good
AML: acute myelogeneous leukemia, MDS: myelodysplastic syndrome, CLL: chronic

lymphocytic leukemia, ITP: idiopathic thrombocytopenic purpura, ALL: acute lymphocytic
leukemia, PRCA: pure red cell aplasia, CML: chronic myelogeneous leukemia

Bk, UBIF7H (50.0%) THot

3. RRHE L BERR

Table 8 ICERERB L REB LBERPRETRT, 11
Blh s BH3 7 7 LBMEERE TH 5 Staphylococcus IR
BhEODLTHhLETHo T2, TOMTIX, Pseu-
domonas BEDOFEESF I RHS T, KA
EHERH S NRUMEE & 28 S niciERITIE, 6844
B TH - 12,

SEEE I 5 FMOX, AZT 0oR2H2, %,
BYOFERITIX, Pseudomonas aeruginosa H3¥H X
NLRBRBEED LES X, MEAE LBEZH I
(=) THoLHBEIC L VEIZMEEL 2, O,
BYOERTIRIHERE b2, 738500 1 FH
(2+) £7:1x 3+) OERHEERLI. E¥TH-
T2 2ERITIZ, PEE T 2RBHRITEAL b
2, (=) Thot:, MEENS S, aureus ik, LM
FERE OER X, MRSA THY, K TEBOER
i, MSSA THotzo D4 T7NMETES
72 2 SERC B 2 BRIEEE IcN T 2 BRRHOELIZ
ROohihrold, BrORFOEGISRIBWLT
2, ABC#IHETIX, a-Streptococcus, MSSA, Neiseria
sp. FVETH 2, ARBMBRELS o0, Hi&k

FEEA L AESIZ MRSA, Pseudomonas aeruginosa,
Entrococcus sp, Candida sp, WMEOERE 7 F UK
BB Eh 2@ H-o e,

4. fEH (Fig. 1)

EIE, TR, BE, BEY B (diffuse large
cell type) DBETER4E4R & 0 Y T
LTwicht, 56, FKS%ES5H27H LV REFRH
DRBMHBEBIL, FHERKT7,050/4 EEWI2D, G-
CSF ##tHLZwT, FMOX4g/H, AZT 4g/B®D
BHARE 2B L. T0H%, ARCHAERE2E
b, AR LHELLERATH D, iERRSEEERIIC
i, CRP 4.55mg/dl, fn# G-CSF #¥ ix, 32pg/
ml THoBREORBL L bIZ, TRMERLZY,
64812, FRUTICHBL, FohERES5,170/
ul, CRP 0.59mg/dl, G-CSF %3, 9pg/ml ¥ T
T EFRTH 5,

5. BEA B L UBRKREEREBEAL L TR,
EZz26 (1.9%), THI1H (1.0%) THol B
KRREERE L L TR, FREEE6H (5.8%), ¥
BERELIS (1.0%) THHHENEEORERE
BETbhol,



VOL. 42 NO. 6

M BHFRBRIE 123 25 FMOX « AZT 0B 765

1998.5/21 28 29 80 81 &/t

2 3 4 5 6 7

temperature I PMOX 4=/a= |

) 4

39.0

38.0

87.0

36.0
wBC (i) 9060 8810 14970 7030 6380
Newtrophll(/nl) 1050 6630 18570 5170 4290
CRP (wya)]4.55 2.36 0.77 0.62 0.59 0.254
a-csrwm|s2 21 9 9

FMOX: flomoxef, AZT: aztreonam
Fig. 1. Clinical course of a patient with malignant lymphoma.
III. * 3 X, 69.6% LM<, BRFEDREIBTETD 2 MIMIERE

MBEEBCEHT I2RBRSEIRX, BETDHD, &6
MIEREY 3y 7 2 EHTHERCE LBV O L
3, Dk, BEMBRELES, REEOTHD
FECRMCLEBARI VLA R2ET XA L,
empiric therapy X DE&ELRZIFRIER SRV, &
5, BER, REBPLEAS T 2HEEA, K
s, VHA7—7VOFBR YL, B
RED, RETL, HILBEORBORE2 &1 LT
{, BREEXER->TWw3, 2Dk, #E5T B
&I, REEIHL, BEMLE L, BREMAL~D
HEBBTHSROW I EBLEE SN 3?, BE OV
RERDOBRIRE LT F-F7 79 LRFERET S/
ERERNEROHARITORTWSEY, Lorl, 7
3/ EChERRITAEAIZ, BB L <, postantibiotic
effect (PAE) b0, FECHEIMEOBVERTDH
248, EROERARRBE L EHRABESELIL T
BY, BME, BREEEL2ETECL2GRNEBOE
WEREREOERICHRLDH S,

FTINB-7 78 LFIOHAIR, TOLIRBEIC
MU THEN, ReckE5 T3 cERESH 5,
SE, ®ax, 77 LBMHE, 7T LREE PR
B bHEN2ET 547 2 A RBIEFITH S
FMOX® & Pseudomonas aeruginosa #{R&kx 3%
7 LRMECHEN 2R OE /N 8 ARTERITH
5 AZTS 2R LB A7 b5 A% [ETEKES
HRORBYAE 0T 2 BERARE 21T o 72, FHER R
fEFIZ, 102BITHD EE TLHBENELICERT
X2 HBERENSVERIICH - 7. 2UTOEYME

WOFEFINRL - L OB BHLDD, TOEHED
69.2% Lt RIFDERTL it BMMEDCERT D
66.7%NEYETHH, EREKBITHEFNDOL- L
LbHFLAMBMKET7.3%DENETHY EHY ~
NEIZBWTY, 85.7%Th- s, BHMRERER
BTRMU.T%EPRVMOEREKBIZLLEVEY
Rrkot, Zhid, BMREBERECE VT,
HFHREDETLEE S, TOBREEELETLTY
370, JOBEMORBIELZ->TLESI 2O TH
3, MEEKBEHBPEDRREE X, T DRI MBR
BATHEH, TORABEDIZLEALBBEBFORE
THHEMCHERLTED, NEERR LIRS
BE L5, LN, 77 5BEBETH S Escherichia
coli, Klebsiella spp. Pseudomonas aeruginosa H3%
»o1% Lol, EfF, E=HRe7 = ARFEHN
DOHBMPLIVH AT —TAREDHBI T —T VDK
BHbYdD. E coli Klebsiella spp. DEL & » F
o) UitE#EE T FURER IR U &3 3 Staphylococ-
cus BOMEMHBED 65 TWw3B™, SEOHRAED
FHEETb 5B (45.5%) & Staphylococcus I8 % 8
HLUTBY, FMOX « AZT SR ERIDB-E vancomy-
cin, arbekacin ¥7:13, HEBEFORELEEL 7:
EoOBLnEBbhd, MEKKEBHFRBREAEDRER
B Z0EER, FHPREOBDORE & £ Dk
AR & BELEELH B LA S Eb T & 12210,
SETY, PR & Bth% 7 HB OFhEREK
BIOEBRKRENIETH, & b 100/ul LT TIX, 53.8%,
EHIZ500/ul LT TIE, 65.5%, & H12500/ul LA E
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Tk, NN.T%DEUETH- T, e, HE, ZD&
3 RENRROEMICY A M A4 THD G-CSF ¢
MELTBVERKOBTHARELE 2> T 5, G-
CSF iz i3, IFhERExAE, SRKMBMIRM A 2%
B, fFRERAETIRMR O MMM EEE L, FHROM
HEXHDIREDHLLBbL TS, 4E, 204
12 G-CSF % ##FB L 7:. G-CSF $t B OEWX I,
75.0%TH D, FEBHRAREIL, 8284 68.3% ThH-o Tz,
HEFBR SR OFHFPRKIE, G-CSF AR
1,402.7+2,166.6/ul, FF# A B 4,144.947,207.8/
ul & G-CSF $HRENERICEL, FHREIFIL G-
CSF st &Nzt ho b L ERL T3,
¥ 7o, RS HTOF PR 100/6 AT 0 EHF i
DWTKRET 5 L, G-CSF $+HEE8 Bk 561 (62.5%)
CHEYT, AR, UHRTH (50.0%) DF
WETHo7:, k7, 4, G-CSF Dl %* Hl
ETIMEEBLIILNTE, ZOHBARERITO
fEH) % Fig. 1 IR L2, G-CSF OME xR DERE
CESHALTEBDY, i<, CRP LHBAL TWw3
borBbhi:, %, EFELERT, G-CSF
DI WE & ERE BRI PRIEFN OMER OB E
OB DL TRITL T E 2V,

%72, 5E D FMOX - AZT ¢t #i3, [LEA
X7+ FLEBL, AUMELEL, BEFALEELZ D
DIFHREET, NBEBHRBRECH L TERTH
272,
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Clinical evaluation of combination therapy with flomoxef and aztreonam for
infections associciated with hematological disorders

Masataka Fukuda and Kunitake Hirashima
First Department of Internal Medicine, Saitama Medical School,
38 Morohongo, Moroyama-cho, Iruma-gun, Saitama, Japan

Flomoxef (FMOX) and aztreonam (AZT) were used concurrently to treat infections compli-
cated by hematic disease. A total for 102 subjects were evaluated, and the total efficacy rate in-
cluding “remarkably effective” and “effective” was 69.6%. Acute leukemia was found in the
largest number of patients, 49, followed by 14 cases of malignant lymphoma and 10 cases of
chronic myelogenous leukemia. By type of infection, patients suspected of having sepsis were
the largest in number, being 78, and the efficacy rate was 69.2%. The efficacy rates for sepsis
and pneumonia were 66.7% (6 cases) and 57.19% (7 cases), respectively. The efficacy rates by
neutrophil count before administration of FMOX and AZT and at 7 days after administration
were both 65.5% with doses less than 500/ul, both 53.8% with doses less than 100/ul and both
71.7% with doses more than 500/ul. The efficacy rate was 75.0% in the granulocyte colony
stimulating factor (G-CSF) concurrent use group and 68.3% in the non-concurrent use group.
Patients whose neutrophil count before administration of the antibiotics was less than 100/l in-
cluded 5 cases of 8 (62.5%) in the concurrent use group and 7 cases of 14 (50.0%) in the non-
concurrent use group. As causal bacteria, Staphylococcus strain accounted for 45.5% of infec-
tions followed by Pseudomonas strain. The blood level of G-CSF reflected the severity of
inflammation and was correlated with CRP. Concurrent treatment with FMOX and AZT exhibit-
ed a high level of safety in infections complicated by hematic disease and showed high efficacy
rates.



