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Table 1. Patient profiles
Background factors No. of cases Rate (%)
male 251 (59.3)
Genber
female 172 (40.7)
<14 2 (0.5)
15-64 80 (18.9)
Age (yoars) 65-74 102 (24.1)
75-84 144 (34.0)
=85 94 (22.2)
unknown 1 0.2)
inpatients 414 (97.9)
In/outpatients outpatients 5 (1.2)
in/outpatients 4 (0.9)
pneumonia 381 (90.1)
pneumonia 376 (89.9)
lung abscess 5 (1.2)
chronic respiratory diseases 39 (9.2)
Diagnosis chronic bronchitis 21 (5.0)
bronchiectasis (infection) 5 (1.2)
secondary. infectior} of chronic 13 (3.1)
respiratory disease
peritonsillar abscess 3 0.7)
) ) ) moderate 340 (80.4)
Severity of infection
severe 83 (19.6)
Underlying disease or absent 66 (15.6)
complication present 357 (84.4)
absent 176 (41.6)
Previous diseases present 241 (57.0)
unknown 6 (1.4)
absent 398 (94.1)
Allergic history present 7 (1.7)
unknown 18 (4.3)
. absent 138 (32.6)
Concomitant drugs
present 285 (67.4)
intravenous injection 18 (4.3)
Medication drip infusion 401 (94.8)
not recorded 4 0.9)
1= <2g 18 (4.3)
2g 375 (88.7)
Maximum daily dose (g)
4g 29 (6.9)
unknown 1 (0.2)
once 15 (3.5)
Maximum daily dosing twice 407 (96.2)
unknown 1 (0.2)
1-3 21 (5.0)
4-7 203 (48.0)
) 8-14 166 (39.2)
Duration treatment (days)
15-21 25 (5.9)
=22 6 (1.4)
unknown 2 (0.5)
<7 27 (6.4)
7= <14 110 (26.0)
4= <21 152 (35.9)
Total dose (g) 21 <28 52 (12.3)
28 <35 61 (14.4)
=35 18 (4.3)
unknown 3 0.7
Total 423 (100)
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CE: cephems, PC: penicillins

PIPC: piperacillin, ABPC: ampicillin, ASPC: aspoxicillin, CTM: cefotiam,
CEZ: cefazolin, CMZ: cefmetazole, CPZ: cefoperazone, FMOX: flomoxef,
CPR: cefpirome, CTRX: ceftriaxone, CAZ: ceftazidime, CMNX: cefminox,
CZOP: cefozopran, CTX: cefotaxime

Fig. 2. Antimicrobial agents used during previous therapy.
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Table 2.

Patient profiles by previous medication

Background factors

Previous medication

%* analysis

PC CE
Gender male 92 (59.7) 150 (59.5) N.S. (p=0.966)
female 62 (40.3) 102 (40.5)
<14 0 (0) 2 (0.8)
15-64 29 (18.8) 48 (19.0)
65-74 41 (26.6) 60 (23.8)
Age (years) N.S. (p=0.802)
75-84 49 (31.8) 86 (34.1)
=85 35 (22.7) 55 (21.8)
unknown 0 (0) 1 (0.4)
inpatients 152 (98.7) 245 (97.2)
In/outpatients outpatients 2 (1.3) 3 (1.2) N.S. (p=0.290)
in/outpatients 0 (0) 4 (1.6)
pneumonia 138 (89.6) 232 (92.1)
pneumonia 136 (88.3) 229 (90.9)
lung abscess 2 (1.3) 3 (1.2)
chronic respiratory diseses 13 (8.4) 20 (7.9)
Diagnosis chronic bronchitis 2 (1.3) 13 (5.2) N.S. (p=0.082)
bronchiectasis (infection) 1 (0.6) 4 (1.6)
secondary. infectior} of chronic 10 (6.5) 3 1.2)
respiratory disease
peritonsillar abscess 3 (1.9) 0 (0)
. . . moderate 131 (85.1) 196 (77.8)
Severity of infection N.S. (p=0.072)
severe 23 (14.9) 56 (22.2)
Underlyjng disgase or absent 26 (16.9) 40 (15.9) N.S. (p=0.789)
complication present 128 (83.1) 212 (84.1)
absent 56 (36.4) 110 (43.7)
Previous diseases present 98 (63.6) 136 (54.0) p=0.040
unknown 0 (0) 6 (2.4)
absent 149 (96.8) 232 (92.1)
Allergic history present 1 (0.6) 6 (2.4) N.S. (p=0.152)
unknown 4 (2.6) 14 (5.6)
) absent 40 (26.0) 93 (36.9)
Concomitant drugs p=0.023
present 114 (74.0) 159 (63.1)
intravenous injection 4 (2.6) 14 (5.6)
Medication drip infusion 149 (96.8) 235 (93.3) N.S. (p=0.318)
not recorded 1 (0.6) 3 (1.2)
1= <2g 6 (3.9 12 (4.8)
Maximum daily dose (g) i i 1?2 Qz;: Z; Qij (?Z: Z; N.S. (p=0.230)
unknown 1 (0.6) 0 (0)
once 7 (4.5) 8 (8.2)
Maximum daily dosing twice 146 (94.8) 244 (96.8) N.S. (p=0.340)
unknown 1 (0.6) 0 (0)
1-3 5 (3.2) 14 (5.6)
4-7 74 (48.1) 121 (48.0)
) 8-14 65 (42.2) 97 (38.5)
Duration treatment (days) N.S. (p=0.835)
15-21 (4.5) 16 (6.3)
=22 (1.3) 3 (1.2)
unknown (0.6) (0.4)
<7 9 (5.8) 16 (6.3)
7= <14 33 (21.4) 70 (27.8)
14 <21 61 (39.6) 87 (34.5)
Total dose (g) 21 <28 20 (13.0) 32 (12.7) N.S. (p=0.661)
28 <35 24 (15.6) 34 (18.5)
235 5 (3.2) 12 (4.8)
unknown 2 (1.3) 1 (0.4)
Total 154 (100) 252 (100)

PC: Noneffective on parenteral penicillins, CE: Noneffective on parenteral cephemes
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Table 3. Overall clinical efficacy

Criterion Excellent Good Fair Poor Deteriorate Efficacy (%)
Number of 112 178 70 55 8 290/423
cases (%) (26.5%) (42.1%) (16.5%) (18.0%) (1.9%) (68.6%)

Table 4. Clinical efficacy by previous medication

Efficacy
Previous medication No. not Efficacy (%) x* analysis
effective effective
Penicillins 154 114 40 74.0% (114/154)
Piperacilin | - w2 | 8 | 55 | TRV (86/12)
- Ampicillin 28 23 5 82.1% (23/28)
Aspoxicillin 5 5 0 100% (5/5)
Cephems 252 166 86 65.9% (166/252)
Cefotiam’ | 0 | % | o0 | 66.7% (46/70)
Cefazorin® 32 21 11 65.6% (21/32)
Cefmetazole* 31 25 6 80.6% (25/31) N.S.
- Cefoperazone 31 18 13 58.1% (18/31) (p=0.085)
 Flomoxef 24 17 7 70.8% (17/24)
Cefpirome 18 11 7 61.1% (11/18)
Ceftriaxone 17 10 7 58.8% (10/17)
 Ceftazidime 14 11 3 78.6% (11/14)
- Cefminox® 11 5 6 45.5% (5/11)
Cefozopran* 8 5 3 62.5% (5/8)
Cefotaxime 1 0 1 0% (0/1)
Penicillins + cephems 17 10 7 58.8% (10/17)
Total 423 290 133 68.6% (290/423)

*including 5 cases of noneffective on 2 cephemes

Table 5. Clinical efficacy according to doses of previous medication (piperacillin and cefotiam)

Daily d £ Efficacy
‘al y os(? o ' No. Efficacy (%) %* analysis
previous medication effective not effective
Piperacillin 121 86 35 71.1% (86/121)
1g/day 1 0 1 0% (0/1)
N.S.
2 g/da; 59 44 15 74.6% (44/59)
g/day ¢ (p=0.228)
4 g/day 61 42 19 68.9% (42/61)
Cefotiam 70 46 24 65.7% (46/70)
0.5 g/day 3 0 3 0% (0/3)
1g/da 1 1 0 100% (1/1)
gday 7 p=0.036
2 g/day 65 45 20 69.2% (45/65)
4 g/day 1 0 1 0% (0/1)
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Table 6. Clinical efficacy according to diagnosis
Efficacy
Diagnosis No. Efficacy (%) %* analysis
effective not effective
Pneumonia 381 267 114 70.1% (267/381)
Pneumonia | a6 | 262 | e 60.7% (262/376) |
Lung abscess 5 5 0 100% (5/5)
Chronic respiratory diseases 39 20 19 51.3% (20/39)
Chronicbronchitis | a1 | | 7| 66.7% aaey | PN
Bronchiectasis (infection) 5 1 4 20.0% (1/5)
Secondary infection of 13 5 8 38.5% (5/13)
Chronic respiratory disesase
Peritonsillar abscess 3 3 0 100% (3/3)
Total 423 290 133 68.6% (290/423)
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Table 7. Clinical efficacy rate by patient profile

Efficacy .
Background No. - - Efficacy (%) %* analysis
effective not effective
male 251 167 84 66.5%
Gender N.S. (p=0.279)
female 172 123 49 71.5%
=14 2 2 0 100%
15-64 80 58 22 72.5%
Age (vears) 65-74 102 69 33 67.6% N.S. (p=0.802)
e (years
ge v 75-84 144 97 47 67.4%
=85 94 64 30 68.1%
unknown 1 0 1 0%
inpatients 414 285 129 68.8%
In/Outpatients outpatients 5 3 2 60.0% N.S. (p=0.662)
in/outpatients 4 2 2 50.0%
. . . moderate 340 252 88 74.1%
Severity of infection p<0.001
severe 83 38 45 45.8%
Underlying disease or absent 66 53 13 80.3% —0.095
complication present 357 237 120 66.4% P
absent 176 129 47 73.3% N.S. (6=0.077)
Previous disease present 241 157 84 65.1% B PTE
unknown 6 4 2 66.7%
absent 398 270 128 67.8% N.S. (p=0.549)
Allergic history present 7 4 3 57.1% ST
unknown 18 16 2 88.9%
L absent 138 99 39 71.7%
Complication drugs N.S. (p=0.327)
present 285 191 94 67.0%
absent 219 149 70 68.0%
antibiotics N.S. (p=0.505)
present 66 42 24 63.6%
antiinflammatory absent 254 171 83 67.3% N.S. (p=0.754)
b analgesics present 31 20 11 64.5% B PTE
rugs
& antitussive absent 210 134 76 63.8% N.S. (p=0.054)
expectorants present 75 57 18 76.0% P
absent 259 176 83 68.0%
steroids N.S. (p=0.289)
present 26 15 11 57.7%
intravenous injection 18 11 7 61.1% N.S. (p=0.506)
Medication drip infusion 401 275 126 68.6% Pl
not recorded 4 4 0 100%
1= <2¢g 18 13 5 72.2%
) _ 2g 375 255 120 68.0% N.S. (p=0.833)
Maximum daily dose (g)
4g 29 21 8 72.4%
unknown 1 1 0 100%
once 15 10 5 66.7% N.S. (0=0.877)
Maximum daily dosing twice 407 279 128 68.6% R
unknown 1 1 0 100%
<7 27 15 12 55.6%
7= <14 110 68 42 61.8%
4= <21 152 109 43 71.7% N.S. (b=0.250)
Total dose (g) 21=< <28 52 37 15 71.2% Pl
28 <35 61 46 15 75.4%
=35 18 12 6 66.7%
unknown 3 3 0 100%
1-3 21 12 9 57.1%
4-7 203 129 74 63.5%
. ( 8-14 166 123 43 74.1% p=0.046
Duration of treatment (days) 1521 %5 o 1 84.0%
=22 6 3 3 50.0%
unknown 2 2 0 100%
Total 423 290 133 68.6%
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Table 8. Clinical efficacy of cases with pneumonia

Pneumonia ) Pneumonia with monotherapy )
Background no. | effective not | efficacy anaﬁysis no. effective not. | efficacy anzﬁysis
effective | (%) effective | (%)
Gender male 228 154 74 | 67.5% N.S. 192 127 65 |66.1% p=0.028
female 153 113 40 |[173.9% 133 103 30 |77.4%
=14 2 2 0 100% 2 2 0 100%
15-64 70 54 16 |77.1% 61 47 14 |77.0%
Age (years) 65-74 89 62 27 169.7% N.S. 76 52 24 | 68.4% N.S.
75-84 130 89 41 |68.5% 104 72 32 [69.2%
=85 89 60 29 |67.4% 81 57 24 [70.4%
unknown 1 0 1 0% 1 0 1 0%
inpatients 375 264 111 | 70.4% 319 227 92 |71.2%
In/Outpatients outpatients 2 1 1 |50.0% N.S. 2 1 1 |50.0% N.S.
in/outpatients 4 2 2 |50.0% 4 2 2 |50.0%
Severity of infection moderate 305 232 73 | 76.1% <0.001 265 201 64 |75.8% p<0.001
severe 76 35 41 [46.1% 60 29 31 |48.3%
Underlying disease or absent 63 51 12 |81.0% 57 46 11 | 80.7%
complication present 318 216 102 |67.9%| ° 0-039 268 184 84 |68.7% N-8.
absent 161 119 42 [ 73.9% 139 106 33 | 76.3%
Previous disease present 214 | 144 0 [57.5%] S 180 | 120 60 |66.7% NS
unknown 6 4 2 166.7% 6 4 2 |66.7%
absent 358 249 109 |69.6% N.S 303 213 90 |[70.3% N.S
Allergic history present 7 4 3 |57.1% ' 6 3 3 |50.0%
unknown 16 14 2 |87.5% 16 14 2 |87.5%
Complication drugs absent 131 92 39 [70.2% N.S. 131 92 39 [70.2% NS,
present 250 175 75 | 70.0% 194 138 56 |71.1%
. absent 194 138 56 |71.1%
antibiotics N.S.
present 56 37 19 |66.1%
antiinflammatory absent 226 158 68 |69.9% N.S 173 123 50 |71.1% N.S
Drugs | 2nalgesies present 24 17 7 |70.8% ] 21 15 6 |71.4%
antitussive absent 185 123 62 |66.5% 140 93 47 | 66.4%
expectorants present 65 52 13 |80.0%| °~ 0-041 54 45 9 |83.3%| 0 0-020
steroids absent 226 160 66 |70.8% N.S. 173 126 47 | 72.8% NS,
present 24 15 9 |62.5% 21 12 9 |57.1%
intravenous injection 15 8 7 |58.3% N.§ 14 7 7 |50.0% N.S
Medication drip infusion 363 256 107 |70.5% o 308 220 88 |71.4%
unknown 3 3 0 100% 3 3 0 100%
1= <2¢g 17 12 5 |70.6% 16 11 5 |68.8%
Maximum daily dose (g) 2g 334 233 101 |69.8% N.S. 285 202 83 |[70.9% N.S.
4g 29 21 8 |72.4% 23 16 7 169.6%
unknown 1 1 0 100% 1 1 0 [100%
once 13 8 5 |61.5% 12 7 5 |58.3%
Maximum daily dosing twice 367 258 109 | 70.3% N-8. 312 222 90 |71.2% N8
unknown 1 1 0 100% 1 1 0 [100%
<7 26 15 11 |57.7% 24 14 10 |58.3%
7= <14 96 59 37 |61.5% 82 50 32 |61.0%
4= <21 132 98 34 |74.2% 117 87 30 |74.4%
Total dose (g) 21< <28 49 35 1 |man| 8 39 28 n |rnen| O
28< <35 59 46 13 | 78.0% 51 41 10 |80.4%
=35 16 11 5 |68.8% 9 7 2 |77.8%
unknown 3 3 0 100% 3 3 0 [100%
1-3 20 12 8 |60.0% 19 12 7 163.2%
4-7 174 111 63 |63.8% 154 99 55 |64.3%
Duration of treatment 8-14 156 119 37 |76.3% N.S. 127 97 30 |76.4% | p=0.020
(days) 15-21 24 20 4 |83.3% 19 18 1 |94.7%
=22 5 3 2 |60.0% 4 2 2 |50.0%
unknown 2 2 0 100% 2 2 0 [100%
Total 381 267 114 |70.1% 325 230 95 |70.8%
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Table 9. Clinical efficacy of cases with isolated organisms in previous medication group
Clinical efficacy
Previous medication No. Efficacy (%) x* analysis
effective not effective
Penicillins 69 56 18 81.2% (56/69)
p=0.031
Cephems 113 75 38 66.4% (75/113)
Penicillins + cephems 4 3 1 75.0% (3/4)
Total 186 134 52 72.0% (134/186)
Table 10.  Clinical efficacy of cases with/without p-lactamase positive organisms
Clinical efficacy
B-lactamase production No. Efficacy (%) x* analysis
effective not effective
Positive 55 40 15 72.7% (40/55) N.S..
Negative 47 38 9 80.9% (38/47) (p=0.335)
Total 102 78 24 76.5% (78/102)
Table 11.  Clinical efficacy of cases with f—lactamase positive organisms
Clinical efficacy
Previous medication No. Efficacy (%) %* analysis
effective not effective
Penicillins 35 33 2 94.3% (33/35)
| p-lactamase positive 18 16 2 88.9% (16/18)
p-lactamase negative 17 17 0 100% (17/17)
- P=0.002
Cephems 63 42 21 66.7% (42/63)
B-lactamase positive 33 21 12 63.6% (21/33)
| p-lactamase negative 30 21 9 70.0% (21/30)
Penicillins + cephems 4 3 1 75.0% (3/4)
Total 102 78 24 76.5% (78/102)
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Table 12. Microbiological efficacy
) ) ) Microbiological efficacy Not o
Microbial species No. Eradication
eradication persisted evaluated

Staphylococcus spp. 37 23 5 9 82.1% (23/28)
Staphylococcus sp. 4 4 0 0 100% (4/4)
Staphylococcus aureus 24 12 4 8 75.0% (12/16)
Staphylococcus epidermidis 4 0 1 100% (4/4)
CNS 3 1 0 75.0% (3/4)

Streptococcus pneumoniae 16 14 0 2 100% (14/14)

Branhamella catarrhalis 1 0 1 0 0% (0/1)

Escherichia coli 7 4 2 1 66.7% (4/6)

Citrobacter spp. 3 3 0 0 100% (3/3)
Citrobacter ferundii 2 2 0 0 100% (2/2)
Citrobacter koseri 1 1 0 0 100% (1/1)

Klebsiella spp. 38 30 4 4 88.2% (30/34)
Klebsiella sp. 3 1 1 1 50.0% (1/2)
Klebsiella pneumoniae 32 27 3 2 90.0% (27/30)
Klebsiella oxytoca 3 2 0 1 100% (2/2)

Enterobacter spp. 11 7 0 4 100% (7/7)
Enterobacter sp. 3 1 0 2 100% (1/1)
Enterobacter cloacae 6 4 0 2 100% (4/4)
Enterobacter aerogenes 1 1 0 0 100% (1/1)
Enterobacter sakazakii 1 1 0 0 100% (1/1)

Serratia spp. 7 6 0 1 100% (6/6)
Serratia sp. 1 1 0 0 100% (1/1)
Serratia marcescens 6 5 0 1 100% (5/5)

Proteus spp. 3 0 1 2 0% (0/1)
Proteus sp. 1 0 1 0 0% (0/1)
Proteus mirabilis 2 0 0 2 —

Morganella morganii 1 0 1 0 0% (0/1)

Pseudomonas spp. 67 42 16 9 72.4% (42/58)
Pseudomonas sp. 8 8 0 0 100% (8/8)
Pseudomonas aeruginosa 57 34 16 7 68.0% (34/50)
Pseudomonas fluorescens 1 0 0 1 —

Pseudomonas alcaligenes 1 0 0 1 —

Haemophilus spp. 20 17 1 2 94.4% (17/18)
Haemophilus sp. 1 1 0 0 100% (1/1)
Haemophilus influenzae 18 15 1 2 93.8% (15/16)
Haemophilus parainfluenzae 1 1 0 0 100% (1/1)

Acinetobacter spp. 9 6 2 1 75.0% (6/8)
Acinetobacter sp. 7 5 2 0 71.4% (5/7)
Acinetobacter baumannii 2 1 0 1 100% (1/1)

Bacteroides spp. 1 1 0 0 100% (1/1)

Total 221 153 33 35 82.3% (153/186)
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Table 13. Eradication by previous medication

Eradication by previous medication

Microbial species
penicillins  (PC) cephemes (CE) PC+CE
Staphylococcus spp. 87.5% (7/8) 80.0% (16/20) —

Staphylococcus sp 100%  (1/1) 100%  (3/3) —

Staphylococcus aureus 83.3% (5/6) 70.0% (7/10) —

Staphylococcus epidermidis — 100% (4/4) —

CNS 100%  (1/1) 66.7% (2/3) —
Streptococcus pneumoniae 100%  (4/4) 100%  (10/10) —
Branhamella catarrhalis — 0%  (0/1) —
Escherichia coli 100%  (3/3) 33.3% (1/3) —
Citrobacter spp. 100%  (1/1) 100%  (2/2) —

Citrobacter freundii 100%  (1/1) 100  (1/1) —

Citrobacter koseri — 100  (1/1) —
Klebsiella spp. 91.3% (21/23) 80.0% (8/10) 100%  (1/1)

Klebsiella sp. 100% (1/1) 0% (0/1) —

Klebsiella pneumoniae 90.5% (19/21) 87.5% (7/8) 100% (1/1)

Klebsiella oxytoca 100%  (1/1) 100%  (1/1) —
Enterobacter spp. 100%  (5/5) 100%  (2/2) —

Enterobacter sp. 100%  (1/1) — -

Enterobacter cloacae 100% (2/2) 100% (2/2) -

Enterobacter aerogenes 100%  (1/1) — —

Enterobacter sakazakii 100%  (1/1) — —
Serratia spp. 100%  (2/2) 100%  (4/4) —

Serratia sp. — 100  (1/1) —

Serratia marcescens 100%  (2/2) 100%  (3/3) —
Proteus spp. — 0%  (0/1) —
Morganella morganii — 0%  (0/1) —
Pseudomonas spp. 68.8% (11/16) 73.2% (30/41) 100%  (1/1)

Pseudomonas sp. 100%  (1/1) 100%  (6/6) 100%  (1/1)

Pseudomonas aeruginosa 66.7% (10/15) 68.6% (24/35) —
Haemophilus spp. 100%  (3/3) 92.9% (13/14) 100%  (1/1)

Haemophilus sp. — 100  (1/1) —

Haemophilus influenzae 100%  (3/3) 91.7% (11/12) 100%  (1/1)

Haemophilus parainfluenzae — 100  (1/1) —
Acinetobacter spp. — 75.0% (6/8) —

Acinetobacter sp. — 71.4% (5/7) —

Acinetobacter baumannii — 100%  (1/1) —
Bacteroides spp. 100% (1/1) - -

Total 87.9% (58/66) 78.6% (92/117) 100% (3/3)

PC + CE: noneffective on both parenteral penicillins and cephems
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Table 14. Eradication of f—lactamase positive/negative cases

Eradication by p—lactamase—producing
Microbial species
positive negative not detected
Sraphylococcus spp. 87.5% (7/8) 77.8% (7/9) 81.8%  (9/11)
Staphylococcus sp. — 100% (2/2) 100% (2/2)
Staphylococcus aureus 83.3% (5/6) 75.0% (3/4) 66.7% (4/6)
Staphylococcus epidermidis 100% (1/1) 100% (2/2) 100% (1/1)
CNS 100% (1/1) 0% (0/1) 100% (2/2)
Streptococcus pneumoniae 100% (5/5) 100% (5/5) 100% (4/4)
Branhamella catarrhalis 0% (0/1) — —
Escherichia coli — 50.0% (2/4) 100% (2/2)
Citrobacter spp. — 100% (1/1) 100% (2/2)
Citrobacter freundii — 100% (1/1) 100% (1/1)
Citrobacter koseri — — 100% (/1)
Klebsiella spp. 91.7%  (11/12) 100% (8/8) 78.6%  (11/14)
Klebsiella sp. — — 50.0% (1/2)
Klebsiella pneumoniae 90.9%  (10/11) 100% (8/8) 81.8%  (9/11)
Klebsiella oxytoca 100% (1/1) — 100% (1/1)
Enterobacter spp. — — 100% (7/7)
Enterobacter sp. — — 100% (1/1)
Enterobacter cloacae — — 100% (4/4)
Enterobacter aerogenes — — 100% (/1)
Enterobacter sakazakii — — 100% (1/1)
Serratia spp. 100% (2/2) — 100% (4/4)
Serratia sp. — — 100% (1/1)
Serratia marcescens 100% (2/2) — 100% (3/3)
Proteus spp. — — 0% (0/1)
Morganella morganii — — 0% (0/1)
Pseudomonas spp. 95.0%  (19/20) 50.0% (3/6) 62.5%  (20/32)
Pseudomonas sp. 100% (6/6) — 100% (2/2)
Pseudomonas aeruginosa 92.9% (13/14) 50.0% (8/6) 60.0%  (18/30)
Haemophilus spp. 100% (5/5) 90.9%  (10/11) 100% (2/2)
Haemophilus sp. 100% (1/1) — —
Haemophilus influenzae 100% (4/4) 90.0%  (9/10) 100% (2/2)
Haemophilus parainfluenzae — 100% (1/1) —
Acinetobacter spp. 100% (1/1) 100% (2/2) 60.0% (3/5)
Acinetobacter sp. 100% (1/1) 100% (1/1) 60.0% (3/5)
Acinetobacter baumannii — 100% (1/1) —
Bacteroides spp. — — 100% (1/1)
Total 92.6%  (50/54) 82.6%  (38/46) 75.6%  (65/86)
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Table 15. Incidence of adverse reactions

Special investigation

no. of cases analyzed excluded cases total

No. of cases surveyed 513 50 563

No. of cases with adverse reactions 14 2 16

No. of occurrences of adverse reactions 19 3 22

Incidence of adverse reactions 2.73% 4.00% 2.84%

Type of adverse reactions No. of occurrences of adverse reactions (%)

Skin and appendages disorders 3 (0.58) 3 (0.53)
Eruption 2 (0.39) 2 (0.36)
Drug eruption 1 (0.19) 1 (0.18)

Gastrointestinal system disorders 3 (0.58) 3 (0.53)
Nausea 1 (0.19) 1 (0.18)
Colitis pseudomembranous 1 (0.19) 1 (0.18)
Diarrhoea 1 (0.19) 1 (0.18)

Liver and biliary system disorders 6 (1.17) 2 (4.00) 8 (1.42)
Hepatic function disorder 2 (0.39) 2 (0.36)
GOT increased 3 (0.58) 1 (2.00) 4 (0.71)
GPT increased 2 (0.39) 2 (0.36)
Hepatic enzymes increased 1 (0.19) 1 (0.18)
y-GTP increased 1 (2.00) 1 (0.18)

Metabolic and nutritional disorders 1 (2.00) 1 (0.18)
LDH increased 1 (2.00) 1 (0.18)

Red blood cell disorders 1 (0.19) 1 (0.18)
Anemia 1 (0.19) 1 (0.18)

Urinary system disorders 3 (0.58) 3 (0.53)
Renal function disorder 2 (0.39) 2 (0.36)
Nephropathy 1 (0.19) 1 (0.18)

Whole-body general disorders 1 (0.19) 1 (0.18)
Chest discomfort 1 (0.19) 1 (0.18)

FHR)A1L 88.9% (16/18) EEWARIEME SNz L
L, R=I) YFEERH]T B -lactamase B D EH]
X5 % CFPM O A #1513 100% (17/17) & & 512
BOWEREIE LN, MHE O f-lactamase #EEDH
L HRROBII I LIS h o 7. FARORKE %
RIGEHRES 7 2 AIETHIT o725, MIE O -
lactamase EADH I X HAERRICERIIREB L%
o7z,
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5, MHE D f-lactamase AR I LTHIEEAR
T 2 AR L IZITHSEOAENEIE LN LI,
AKH)DS f-lactamase ICE DD THEETHLE VW) T &
EXFTAREREMRT L&A TET

MR ARRIRT Y, WIS R4 T 82.3% (153/186)
DHWIHIET, ¥ 52 f-lactamase FEE R OME T,
FEEOHEIZ2H S FTIRIFREORBELEELRLL
(Bt 92.6%, Batt: 82.6%). & 512, B-lactamase

EEA LR ERIC XL B EGHEICK L 72.7% (40/55)
DEMEFERR L2 LI, f-lactamase I X b TEH
ETH5DHEWVS CFPM @ in vitro TOFM % Z#H¥ %
bOTHY, RENIMAMERFNK LTH—EDHRE
ERTIEEREMITITDLEEZOND,

F 72, FRHEOREICT 3 MFEM L 72 MIC &% P12
Xt 9 2 HE B A T 4R R K 2 BERR . CFPM IS 3 %
EZMEDETIZASN TRV, X512, AFIFEE6
R RI-BAE, BIEE (1990 4£) OoMb#Hl (B -lactam
RI) RN 2 ARFOFRHE (& 62.5%, N
=) % 40.0%, £ 7 = A%k 68.4%)0 L L T
b, SHOKHRAECHSED EOFEIGE LN L
&, BRRENCARFNI S B O S A B 5
NEWEHEET A ENTE D,

C i

FEMRZBICH72D, HFH~F V=201
FRRAEIC S Wiz 2 &, BELT— 5 & TiRhw/
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Table 16. Incidence of adverse reactions by patient profiles

Adverse reactions Incidence
Background No. no. of cases with | no.of episodes of | ©of adverse %’ analysis
adverse reactions | adverse reactions reaction
male 308 9 11 2.92% N.S..
Gender N
female 205 5 8 2.44% | (p=0.742)
=14 2 0 0 0%
N.S..
15-64 109 4 5 3.67% _
Age (years) (p=0.778)
=65 401 10 14 2.49%
unknown 1 0 0 0%
inpatients 496 13 18 2.62% N.S.
In/Outpatients outpatients 10 0 0 0% (p=0.148)
in/outpatients 7 1 1 14.29%
mild 15 1 1 6.67%
N.S.
moderate 385 12 17 3.12% _
Severity of infection (p=0.285)
severe 112 1 1 0.89%
not recorded 1 0 0 0%
absent 83 1 1 1.20% N.S.
Underlying disease and complication B
present 430 13 18 3.02% | (p=0.352)
absent 480 14 19 2.92% N.S.
Allergic history present 9 0 0 0% (p=0.603)
unknown 24 0 0 0%
absent 157 1 1 0.64% N.S.
Complication drugs B
present 356 13 18 3.65% | (p=0.053)
intravenous injection 27 0 0 0% N.S.
Medication drip infusion 481 14 19 2.91% | (p=0.369)
not recorded 5 0 0 0%
1= <2g 28 3 4 10.71%
2g 450 10 14 2.22% P=0.028
Maximum daily dose (g)
3-4g 34 1 1 2.94%
unknown 1 0 0 0%
once 24 2 3 8.33%
. N.S.
twice 487 12 16 2.46% _
Maximum daily dosing (p=0.224)
3 times 1 0 0 0%
unknown 1 0 0 0%
1-3 31 3 4 9.68%
4-7 243 4 6 1.65%
8-14 202 5 7 2.48% P=0.025
Duration of treatment (days)
15-21 28 1 1 3.57T%
=22 6 1 1 16.67%
unknown 3 0 0 0%
<7 41 3 4 7.32%
7= <14 129 3 4 2.33%
us <21 182 4 7 2.20% N.S.
Total dose (g) 21< <28 62 2 2 3.23% | (p=0.493)
28 <35 74 1 1 1.35%
=35 21 1 1 4.76%
unknown 4 0 0 0%
Total 513 14 19 2.73%
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Clinical efficacy of cefepime in nonresponders to other antibiotics
of postmarketing special surveillance

Atsushi Saito”, Manami Otsuka”, Kazuo Kobayashi”
and Kazuyuki Otsubo”

UFirst Department of Internal Medicine, School of Medicine, University of the Ryukyus, 207 Uehara,
Nishihara—machi, Nakagami—gun, Okinawa, Japan

?Post Marketing Surveillance, Clinical Research & Product Development Division, Bristol Pharmaceuticals K.K.

The production of f —lactamase by pathogens is considered one of the major nonresponse factors to ff —
lactam antibiotics in bacterial infectious diseases. We conducted this special investigation because cefepime
(CFPM, Maxipime® FOR INJECTION)is extremely stable in § —lactamase production and can be expected
to exhibit high clinical efficacy even in nonresponders to ff—lactam antibiotics. Of the 563 patients
recruited, 423 were analyzed to evaluate clinical efficacy. The overall response rate was 68.6%, and when
compared against the type of previous treatment, high efficacy rates of 65.9% in nonresponders to
parenteral cephalosporins and 74.0% in nonresponders to parenteral penicillins were obtained.
Bacteriological effects demonstrated a high overall eradication of 82.3% in indicated strains and an
eradication of 72.4% even in Pseudomonas species, including Pseudomonas aeruginosa. Detected strains
were examined to see whether there was a eradication ratio relationship, dependent on the presence or
absence of f —lactamase production, but no clear difference was observed with either type. No significant
difference was observed in clinical efficacy between those subjects who were  —lactamase positives (72.7%)
or f —lactamase negatives (80.9%). All parenteral penicillins used as previous treatment were unstable
with f —lactamase, and of those patients treated with such penicillins, the efficacy obtained in detected
strains that were f —lactamase positive was high at 88.9%. However, for those nonresponders to penicillins
who were f—lactamase negative, CFPM efficacy was even higher, at 100%, suggesting no significant
difference occurred in response rate regardless of whether bacteria detected were producing f —lactamase
or not. Similarly, those previously treated with parenteral cephalosporins were also examined, and no
significant difference in response rate was observed in detected strains, regardless of whether they
produced f —lactamase or not. In conclusion, the extreme stability of CFPM is supported by, and can be
interpreted from, similar results in efficacy observed in nonresponders to previous treatment with §—
lactam antibiotics where strains detected were either producing or not producing f—lactamase. In
addition, in the 6 years since its launch, the efficacy of CFPM in those who did not respond to other drugs
(B -lactam antibiotics) at CFPM development (1990) remains the same or higher (62.5% overall, 40.0
% penicillins, 68.4% cephalosporins), suggesting no obvious increase in bacteria clinically resistant to this
drug.



