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Table 1, Regimens of intial antibacterial therapy

Antibacterial regimen® Standard dose and mode of administration Year

1| CMX CMX 2 gx2, div 83.7.-85.1.

2 | CMX+CFS (CMX 2 g+CFS 1 g) X2, div 85.6.—87.1.

3{CPM CPM 2 gx2, div 86.7.—88.4.

4| CBPZ+AMK (CBZP 2 g+AMK 100 mg) X2, div 87.3—88.2.

5| AZT+CLDM (AZT 2 g+CLDM 600 mg) X2, div 87.10.—88.12.

6 | CZON CZON 2 gx2, div 88.3—89.7.

7| CMNX+FOM (CMNX 2 g+FOM 2 g) X2, div 89.7-90.7.

8 | CAZ CAZ 2gx2, div 90.1.-91.1.

9 | SBT/CPZ, AMK (SBT/CPZ 2 g, AMK 200 mg) X2, div, simultaneous or alternative | 90.12. —91.11.
10 [ CDZM + MINO (CDZM 2 g+MINO 100 mg) X2, div 91.10.-92.6.
11 | FOM—CVA/TIPC | (FOM 2 g=CVA/TIPC 3.2 g) X2, div 92.6.—93.6.
12 | FOM—SBT/CPZ (FOM 2 g—+SBT/CPZ 2 g) X2, FOM: div—=SBT/CPZ: div 93.5.—94.5.

*Penicillin. CVA/TIPC; clavulanic acid/ticarcillin, Cephems: AZT; aztreonam, CAZ; ceftazidime, CBPZ;
cefbuperazone, CDZM; cefodizime, CFS; cefsulodin, CMNX; cefminox, CMX; cefmenoxime, CPM: cef-
piramide, CZON: cefuzonam, SBT/CPZ: sulbactam/cefoperazone, Aminoglycoside: AMK; amikacin, Lin-
comycin: CLDM; clindamycin, Tetracycline: MINO; minocycline, Other: FOM; fosfomycin

Table 2, Antibacterial regimens and eligibility of patient trials

Antlb?ctenfl Eligible |Excluded®* |Nonevaluable***| Evaluable****
regimen
CMX 99 17 22 60 ( 4)
CMX+CFS 71 10 4 57 (10)
CPM 41 10 5 26 ( 6)
CBPZ+AMK 22 3 1 18 ( 6)
AZT+CLDM 56 4 1 51 ( 8)
CZON 65 4 5 56 (10)
CMNX+FOM 56 4 0 52
CAZ 50 4 2 44
SBT/CPZ, AMK 86 15 0 71
CDZM+MINO 67 8 0 59
FOM—CVA/TIPC 61 0 58
FOM—SBT/CPZ 78 29 1 48 (1)
Total 752 111 41 600 (45)

*Penicillin:. CVA/TIPC; clavulanic acid/ticarcillin, Cephems:
AZT; aztreonam, CAZ; ceftazidime, CBPZ; cefbuperazone,
CDZM,; cefodizime, CFS; cefsulodin, CMNX; cefminox, CMX;
cefmenoxime, CPM; cefpiramide, CZON; cefuzonam, SBT/CPZ;
sulbactam/cefoperazone, Aminoglycoside: AMK; amikacin, Lin-
comycin: CLDM; clindamycin, Tetracycline: MINO; minocycline,
Other: FOM; fosfomycin

**Anticancer drugs or other antimicrobial agents were started
simultaneously; y-glubulin, G-CSF, methylprednisolone, or in-
terferon was given during antibacterial therapy; unexplained
fever of possibly tumor-related origin or secondary to
chemotherapy; or other violations of treatment protocol.
***Antibiotics were started prophylactically or discontinued
within 3 days due to adverse reactions.

****No. of cases with preceding antibacterial therapy are indi-
cated in parentheses.
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Table 3. Clinical effects of initial antibacterial therapies for infections associated with hematological disorders

Antibacterial Tota} Episodes Sepsis Susp. sepsis Pneumonia Other lower resp. inf.
regimen* e:?s'oﬁes effctive T episode effective 9% | episode effective % | episode effective % | episode effective %
CMX 60 38 63% 5 2 40%| 42 29 69% 7 3 43% 1 0 0%
CMX+CFS 57 36 63% 4 1 25%| 39 23 59% 6 4 67% 3 3 100%
CPM 26 16 62% 1 0 0% 18 11 61% 2 1 50% 1 1 100%
CBPZ+AMK 18 10 56% 2 2 100% 14 6 43% 1 1 100%
AZT+CLDM 51 37 3% 6 3 50% 37 27 13% 2 1 50% 3 3 100%
CZON 56 32 57% 5 4 80% 27 14 52% 4 2 50% 8 5 63%
CMNX+FOM 52 33 63% 1 1 100%| 35 22 63% 6 1 17% 3 3 100%
CAZ 4 30 68% 2 2 100%| 32 21 66% 5 3 60% 3 2 67%
SBT/CPZ, AMK 71 47 66% 10 6 60% 51 37 3% 6 2 33%
CDZM +MINO 59 41 69% 9 7 8% 44 29  66% 3 3 100%
FOM-CVA/TIPC 58 34 59% 9 2 22% 40 27  68% 6 4 67% 1 0 0%
FOM-SBT/CPZ 48 35 73% 15 11 73% 29 21 72% 1 0 0% 1 1 100%
Total 600 389 65% 69 41 59%| 408 267 65% 48 24 50%| 25 19 76%
Upper respiratory inf.| Urinary tract inf. Phlegmon Others
episode effective % | episode effective 96 | episode effective 9% | episode effective %
1 1 100% 2 2 100% 2 1 50%
2 2 100% 2 2 100% 1 1 100%
2 1 50% 2 2 100%
1 1 100%
2 2 100% 1 1 100%
5 4 80% 2 1 50% 5 2 40%
4 3 75% 2 2 100% 1 100%
2 2 100%
1 1 100% 1 1 100% 1 0 0% 1 0 0%
1 0 0% 2 2 100%
1 0 0% 1 1 100%
1 1 100% 1 1 100%
5 4 80%| 23 19 83% 9 6 67% 13 9 69%

*Penicillin:. CVA/TIPC; clavulanic acid/ticarcillin, Cephems: AZT; aztreonam, CAZ; ceftazidime, CBPZ; cefbuperazone, CDZM;
cefodizime, CFS; cefsulodin, CMNX; cefminox, CMX; cefmenoxime, CPM; cefpiramide, CZON; cefuzonam, SBT/CPZ; sulbactam/
cefoperazone, Aminoglycoside: AMK; amikacin, Lincomycin: CLDM; clindamycin, Tetracycline: MINO; minocycline, Other: FOM;

fosfomycin
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720 S. epidermidis B31THEE b > L H %L, KWwTP
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Table 4. Bacteria isolated from infections associated with hematological disorders and clinical effects

Bacteria All episodes Sepsis®**
isolated* No. of isolates Effect (%) | —1990 1991— | No. of isolates Effect (%) | —1990 1991—

Corynebacterium freundis 2 0 2 1 0 1
Enterococcus faecalis 13 54 7 4 25 2 2
E. faecium 2 100 2 1 100 1
Enterococcus sp. 2 0 2 1 0 1
Lactobacillus 1 0 1
Listeria monocytogenes 1 0 1 1 0 1
Peptococcus 1 0 1
Propionibacterium acnes 3 33 1 2 3 33 1 2
Staphylococcus aureus 9 67 5 4 4 75 1 3
S. aureus, MRSA 6 0 6 1 0 1
S. epidermidis 22 50 7 15 17 53 3 14
Other CNS 2 100 1 1 2 100 1 1
Streptococcus pneumoniae 2 100 2
a-hemolytic S. 20 55 11 9 3 67 1 2
Other hemolytic S. 4 50 4 2 100 2
Nonhemolytic S. 1 0 1
Other gram-positive bacillus 2 0 2 1 0 1

Gram-positive, total 93 47% 39 54 41 51% 11 30
Acinetobacter calcoaceticus 4 50 4
Aeromonas hydrophilia 4 100 2 2 3 100 1 2
Alkaligenes 1 100 1 1 100 1
Bacteroides fragilis 4 75 3 1 2 50 1 1
B. melaninogenicus 1 100 1 1 100 1
Campylobacter 1 100 1
Citrobacter freundii 2 50 2 2 50 2
Enterobacter aerogenes 3 67 2 1
E. cloacae 5 40 4 1 3 67 2 1
Escherichia coli 15 80 9 6 3 67 2 1
Haemophilus influenzae 3 67 2 1
Klebsiella pneumoniae 8 75 6 2 4 75 2 2
Kluyvera ascorbata 1 100 1
Morganella morganis 1 0 1
Neiserria 7 71 6 1
Prevotella loeschesi 1 0 1
Proteus vulgaris 1 100 1 1 100 1
Proteus sp. 1 100 1
Pseudomonas aeruginosa 24 50 17 7 9 67 5 4
P. cepacia 1 0 1
P. putida 1 0 1
Pseudomonas sp. 1 100 1
Serratia marcescens 2 50 1 1 1 100 1
Serratia sp. 1 100 1
Veillonella 1 100 1 1 100 1
Xanthomonas maltophilia 1 100 1
Other gram-negative bacillus 1 0 1

Gram-negative, total 96 65% 66 30 61 74% 16 15

Total 189° 56% 105 84 72% 61% 27 45

*CNS: coagulase-negative Staphylococcus, MRSA: methicillin-resistant Staphylococcus aureus.
**189 bacteria were isolated from 147 episodes, among these 72 bacteria were from 69 episodes of sepsis.

***These cases are also included in the total cases.
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BT 2E (Table 4), 75 2BBEEOH
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Table 5. Clinical effect in relation to granulocyte count before
and after antibacterial therapy

Subsequent | Initial granulocyte count (cells/ul) Total
ota
count —100 101-500 501~
Decline N. A. 22/32, 69% | 39/66, 59% | 61/98, 62%

No change| 28/60, 47% | 23/36, 64% |150/234, 64% |201/330, 61%
Rise 71/94, 76% | 37/50, 74% N. A. 108/144, 75%

99/154, 64% | 82/118, 69% [189/300, 63% |370/572, 65%
N. A, not applicable
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Initial antibacterial therapy for infections associated with hematological disorders

—A clinical experience of 600 episodes in 11 Years—
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Between July 1983 and May 1994, 752 episodes of infections that developed in patients with
hematological disorders were treated with 12 regimens of initial antibacterial therapy. The
regimens consisted of third-generation cephems or a broad-spectrum penicillin administrated as a
monotherapy or in combination with amikacin, clindamycin, minocycline, or fosfomycin. Among
600 evaluable episodes, 389 had defervesced (overall efficacy rate, 65%). The efficacy rate for
each infection was 59% for sepsis (41/69), 65% for suspected sepsis (267/408), 50% for
pneumonia (24/48), 76% for lower respiratory infection (19/25), 80% for upper respiratory
infection (4/5), 83% for urinary tract infections (19/23), 67% for phlegmon (6/9), and 69% for
the other infections (9/13). One hundred and eighty-nine strains of bacteria were isolated from
147 episodes; among these, 93 were gram-positive and 96 were gram-negative. Clinically, 47% of
gram-positive infections and 65% of gram-negative ones responded to the initial therapy (overall
efficay rate, 56%). Among 189 isolates, 72 were from 69 episodes of sepsis; 41 were gram-positive
and 31 were gram-negative. Clinical effect was observed in 51% of gram-positive bacterial sepsis
and 74% of gram-negative (overall efficacy rate, 61%). The proportion of gram-positive bacteria
was 37% (39/105) before 1990 and 64% (54/84) after 1991;the difference was significant (p<0.01).
This was reflected by an increase in Staphylococcus epidermidis and a decrease in Pseudomonas
aeruginosa; in addition, MRSA was isolated after 1991. The trend of isolates from sepsis was
similar to that of all infections.



