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Number of cases (151) () Number of cases

F Ineligible cases (12)
Eligible cases (139)

Detailed breakdown of dropouts

Neoplastic fever: 5 cases

Without fever: 4 cases

Basal hemodyscrasia unknown: 1 case

Chronic hepatitis: 1 case

Complications of pulmonary tuberculosis: 1 case
Fig. 1. Case distribution.
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Table 1. Distribution by age and sex

Age Males Females Total
15~19 2 2 4
20~29 9 7 16
30~39 13 7 20
40~49 17 16 33
50~59 17 15 32
60~69 8 8 16
70~79 9 7 16
80~89 2 0 2
Total 77 62 139
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Table 2, Clinical efficacy by basal disease

. fi
Basal disease No. of Excellent Good Fair Poor Efficacy
cases rate (%)
AML 58 17 17 3 21 58.6
ALL 19 6 4 1 8 52.6
NHL 33 14 5 5 9 57.6
CML 5 0 3 2 0 60.0
MM 6 1 2 0 3 50.0
AA 5 0 1 3 1 20.0
ATLL 11 4 3 0 4 63.6
MDS 1 0 0 0 1 0
Primary 1 0 0 0 1 0
macroglobulinemia
Total 139 42 35 14 48 55.4
AML: acute myeloblastic leukemia
ALL: acute lymphocytic leukemia
NML: non-Hodgikin lymphoma
CML: chronic myeloblastic leukemia
MM: multiple myeloma
AA: aplastic anemia
ATLL: adult T cell leukemia
MDS: myelodysplastic syndrome
Table 3. Clinical efficacy by stage of basal disease
Stage of basal disease No. of Excellent Good Fair Poor Efficacy
cases rate (%)
Untreated 4 3 1 0 0 100
Remission 39 13 13 0 13 66.7
Entering first 4 17 1 2 1 68.3
remission
Entering remission 2% 6 3 6 u 4.6
after recurrence
Terminal 16 2 4 3 7 37.5
Chronic CML 2 0 1 1 0 50.0
During BMT 6 0 2 1 3 33.3
Other 5 1 0 1 3 20.0
Total 139 42 35 14 48 55.4
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HICG-CSFBHHHINTbDDEMEIZ16.7%,
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Table 4, Clinical effectiveness by disease treated

\ No. of , Efficacy
Disease treated cases Excellent Good Fair Poor rate (%)
Septicemia 10 2 1 2 5 30.0
Suspected Sepsis 84 26 23 7 28 58.3
Pneumonia 12 3 3 1 5 50.0
Interstltxa'll 9 0 1 1 0 50.0
pneumonia
Stomatlt'u? and 5 3 2 0 0 100
pharyngitis
'Subcu.ta neous 9 0 1 1 0 50.0
infection
Perirectal abscess 1 0 0 0 1 0
FUO 13 5 1 1 6 46.2
Other 10 3 3 1 3 60.0

Total 139 42 35 14 48 55.4

FUOQ: Fever of unknown origin

Table 5. Clinical effectiveness of anti-bacterial drug treatment prior to use of cefodizime and gentamicin

Prior drug treatment I::;;f Excellent Good Fair Poor Eftfc?;z;
No 113 39 31 10 i3 61.9
Yes 26 3 4 4 15 26.9
Total 139 42 35 14 48 55.4
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Table 6, Clinical effectiveness according to bacterial type
Efficacy rate (%)
Isolated organism 20/37 (54.1)

Gram-positive bacteria
Staphylococcus epidermidis 3/9

a-Streptococcus sp. 4/6
Staphylococcus aureus 1/3
12/27
Staphylococcus sp. 1/3 (44.4)
Enterococcus faecalis 1/2 :
Streptococcus pneumoniae 1/2
Streptococcus agalactiae 1/2
Bacillus sp. 0/1
Gram-negative bacteria
Pseudomonas aeruginosa 1/2
Klebsiella pneumoniae 1/2 5/7
Haemophilus influenzae 1/1 (71.4)
Flavobacterium sp. }/ 1
Neisseria sp. 1/1
Other
Candida 2/2 3/3
Micrococcus 1/1 (100)
Unisolated organism 57/102 (55.9)
Total 77/139 (55.4)

HRLEITRET IHEOREHEDOTRLESITHOE
RELBD LTSROMEBRE L W2 & 3™,
WMBMEBIC BN TIZ, FRREIREIC TOBS
ESHNGICMME &, 100/4 UTFTREELT
ZFEsR Sh, Thicst L TR OFHER BRI
AoNTWw3!MY, CDZM/GM & 5B OBFREIZ,
K S HIEF BRI 100/ 1] K i 54.0%, 100~499/ 4
50.0%, 500/ul LAE 54.2% & iFhRBEPBEOR S 1
BuTH, BROURBELLANESBONI,
CDZM DRGHEET 2 ¥ 7 2 EAHIR, t7z4#
ROIBDANAZNFT7 VU LEDN, biological
response modifier (BRM) fEBICMELTWwW50DT
BREVOLLTRIBENTEY, MYERICBVWTH G-
CSF % 7:i3 M-CSF L ORIz & 2 Bh - M E
BRESNTVREY, SEDRKHRFTDS 5,
BHMIcG-CSFHE5ash, REHOBEYEXIIZ
68.0% L RIFZ b DTH - Iz, FHERKOME LED
EEHMICRNLTH S L, BERIFRREH 100~
499/ul DEETIRBEXE61.1%, 500/pl LA LDOBETIZ
EREES.8% LENLYRERLTWS, Thicxt
LT, BERZLHI0/ul A TOBRTREHE
15.0%, % 728557 100~499/ul T 5% 100/l L
TEETLRETY 20.0% L G-CSF 2FERHLTYH
BEYEOHRERE S TR, FHREIREICT
DRPFEESHHC IR EY) o 5o Thih s 2 L4t
HBETHIH, YOS G-CSF L A TIFRER
BrRsd, BUREEBD TV L ESHORKE K

Table 7. Efficacy according to neutrophil count before and after treatment

Post 10041 500= 4zl
neutrophil neutrophil neutrophil Total
Pre <1004l <500u!
15.0 (3/20) 64.3 ( 9/14) 93.8 (15/16) 54.0 (27/ 50)
neutrophil
<1004l 0 (0/2) 100 (1/1) 100 ( 6/ 6) 77.8 (7/ 9
100l = 20.0 (1/ 5) 66.7 ( 2/ 3) 60.0 ( 6/10) 50.0 ( 9/ 18)
neutrophil
<5004 33.3 (1/ 3) 100 (1/1) 50.0 ( 2/ 4) 50.0 ( 4/ 8)
500ul= 45.5 (5/11) 0 (0/1D 57.4 (27/47) 54.2 (32/ 59)
neutrophil
0 (0/1) —_— 85.7 (6/7) 75.0 ( 6/ 8)
25.0 (9/36) | 61.1 (11/18) | 65.8 (48/73) | 53.5 (68/127)
Total
16.7 (1/ 6) 100 (2/2) 82.4 (14/17) 68.0 (17/ 25)

Efficacy rate % (effective cases/total cases)

Upper figure: Total

Lower figure: Adjuvant therapy with G-CSF
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Table 8, Clinical effect of before chemotherapy

Number Excellent Good Fair Poor rlifufic(a;y)
- 113 39 31 10 33 61.9
+ 26 3 4 4 15 26.9
Total 139 42 35 14 48 55.4
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The efficacy and safety of cefodizime (CDZM) and gentamicin (GM) combination therapy
in severe infections associated with hematologic disorders was studied by the Tokai Infection
Study Group on Hematological Disorders. Subjects chosen for this study were 151 patients
with underlying hematologic disorders, who were treated between the months of September
1991 to September 1992. These subjects were diagnosed as having severe infections which
required antibiotic therapy. Basically, CDZM was administrated by drip infusion at a dose of
4g/day for a minimum of three days, while 120mg/day of GM was simultaneously
administrated in the same manner, half the dose being given in the morning and half in the
evening. Of the 151 patients initially chosen for study, 12 were deemed ineligible, leaving 139
patients for clinical evaluation. Response to the therapy was excellent in 42 patients and
good in 35, indicating that therapy was effective in 55.4% of cases (77/139). Anti-
bacteriological effectiveness was also high, with a response rate of 44.4% in gram-negative
and 71.4% in gram-positive bacteria. In cases where the pathogenic bacteria could not be
identified, the mean response rate was 55.9%. When neutrophil counts before treatment was
<100/u1, the response rate was 54%;at 100—499/ul, the response rate was 50%, and > 500/
ul, 54.2%. The incidence of side effects and abnormal laboratory findings was very low:
1.3% and 0.7% respectively. From the above findings, we concluded that combination
therapy with CDZM and GM is a highly useful treatment for severe infection associated with
hematologic diseases.



