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Table 1, Patient characteristics

Diagnosis bacterial pneumonia 82 (71.9%)
mycoplasmal pneumonia 17 (14.9%)
other infection 15 (13.2%)
Sex male 79 (69.3%)
female 35 (30.7%)
Age (years) 219 2 (1.8%)
529 10 ( 8.8%)
39 11 ( 9.6%)
49 9 (7.9%)
59 21 (18.4%)
=69 31 (27.2%)
s79 16 (14.0%)
89 13 (11.4%)
90s 1 (0.9%)
In/out patient in 113 (99.1%)
out 1 (0.9%)
Severity mild 31 (27.2%)
moderate 76 (66.7%)
severe 7 (6.1%)
Disease duration S1 week 67 (58.8%)
52 week 29 (25.4%)
=1 month 6 (5.3%)
1 month< 8 (7.0%)
unknown 4 ( 3.5%)
Disease nature acute disease 99 (86.8%)
acute exacerbation of chronic disease 11 ( 9.6%)
others 4 (3.5%)
Underlying disease absent 67 (58.8%)
present 47 (41.2%)
pulmonary emphysema 12
bronchiectasis 10
chronic bronchitis 7
pulmonary tuberculosis 6
diffuse panbronchiolitis 1
pulmonary fibrosis 1
lung cancer 3
others 16
Severity of underlying disease
mild 15 (31.9%)
moderate 25 (53.2%)
severe 6 (12.8%)
unknown 1(2.1%)
Complications absent 77 (67.5%)
present _ 36 (31.6%)
cerebrovascular disease 9
diabetes mellitus 5
collagen vascular disease 1
others 24
unknown 1 (0.9%)
Severity of complications
mild 20 (55.6%)
moderate 16 (44.4%)
severe 0 (0.0%)
Daily dose of antibiotics
AZT 2.0g+CLDM 1.2 g 89 (78.1%)
AZT 4.0g+CLDM 2.4 g 19 (16.6%)
others 6 ( 5.3%)

AZT: aztreonam, CLDM: clindamycin
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Table 2, Clinical efficacy
Excellent Good Fair Poor Efficacy rate
Bacterial pneumonia 19 50 8 5 69/ 82 (84.2%)
Mycoplasmal pneumonia 4 9 2 2 13/ 17 (76.4%)
Other respiratory infection sub-total 8 3 4 8/ 15 (53.3%)
lung abscess 0 2 3 2 2/ 7
bronchiectasis 0 4 0 1 4/ 5
acute bronchitis 0 1 0 0 1/ 1
chronic bronchitis 0 0 0 1 0o/ 1
pulmonary emphysema 0 1 0 0 1/ 1
All diseases 23 67 13 11 90/114 (79.0%)
Disease severity mild 2 25 4 0 27/ 31 (87.1%)
moderate 17 41 9 9 58/ 76 (76.3%)
severe 1 0 2 5/ 1
Duration of antibiotics =1 week 7 2 5 13/ 20 (65.0%)
therapy =2 week 13 37 4 4 50/ 58 (86.2%)
2 week < 23 7 2 27/ 36 (75.0%)
Daily dose of AZT 2.0 g+CLDM 1.2 ¢ 19 55 8 7 74/ 89 (83.1%)
antibiotics AZT 4.0g+CLDM 2.4 g 3 11 3 2 14/ 19 (73.7%)
others 0 1 1 2 1/ 4
Patient age <65 years 13 42 8 5 55/ 68 (80.9%)
65< years 10 25 5 6 35/ 46 (76.0%)
Underlying disease  absent 15 39 6 7 54/ 67 (80.6%)
present 8 28 7 4 36/ 47 (76.6%)
Complications absent 14 48 6 9 62/ 77 (80.5%)
present 9 19 6 2 28/ 36 (77.8%)
AZT: aztreonam, CLDM: clindamycin
Table 3. Bacteriological response
Numbfer of Eradicated Unchanged Replaced
strains
Gram positive bacteria
Streptococcus pneumoniae 2 1 0 1
Streptococcus viridans 1 0 1 0
Staphylococcus aureus 2 2 0 0
Sub-total 5 3 1 1
Gram negative bacteria
Branhamella catarrhalis 4 4 0 0
Klebsiella pneumoniae 1 1 0 0
Acinetobacter sp. 2 1 0 1
Pseudomonas aeruginosa 2 2 0 0
Sub-total 9 8 0 1
Overall 14 11 1 2

Stre 75 LARMETIX, Branhamella catarrhalis H3
38/3 B, Haemophilus influenzae 14/1 8, Acine-
tobacter sp. 181/1 %, Klebsiella pneumoniae 2 B1/3
i, Neisseria sp. 4%1/6 B, Pseudomonas aeruginosa
14/2 B, Enterococcus 0 Bl/1 81T, 2FERFEIZ70.6%
12/176)) THoT.
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Table 4, Side effects

Patient Causal  AZT+CLDM o Concomitant
) . Outcome Complication
—— Disease  Side effect Severity relationship therapy P drugs
cerebrovascular
86 female mycoplasn:ml pseudomex?\%mnous moderate definite stopped cured di B
pneumonia colitis isease
29 female bactena.l eruption moderate probable stopped cured - -
pneumonia
66 male bactena.l eruption moderate definite stopped cured - -
pneumonia
59  male bactena.l eruption mild possible stopped cured - -
pneumonia
23 female bactena} eruption moderate probable stopped cured - -
pneumonia

AZT: aztreonam, CLDM: clindamycin
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Table 5. Number of patients with abnormal
laboratory findings

Eosinophilia 2
GPT 1t 8
GOT 1 2
GPT 1t +GOT* 12

Total number 24/119 (20.2%)

HRAMEMNML L 25, MEMMRCOVWTIREDY
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Ehe - ERERT6.8%THolce ¥4I T 7 X7h
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T, ERAEIZ64.7%THolco EDMMOWFRBBRAE
L&TIREMASH (53.3%) T, FRAKIZ53.3%TH-
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Table 6. Usefulness

Very Moderately Not Usefulness
Useful . Useless
useful useful determined rate
Bacterial Pneumonia 19 44 11 2 6 63/ 82 (76.8%)
Mycoplasmal Pneumonia 3 8 4 0 2 11/ 17 (64.7%)
Other respiratory infection 0 8 3 0 4 8/ 15 (53.3%)
lung abscess 0 2 3 0 2 2/ 7
bronchiectasis 0 4 0 0 1 4/ 5
acute bronchitis 0 1 0 0 0 1/ 1
chronic bronchitis 0 0 0 0 1 0/ 1
pulmonary emphysema 0 1 0 0 0 1/ 1
All diseases 22 60 18 2 12 82/114 (71.9%)
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Table 7. Incidence of side effects and abnormal laboratory findings in the combination therapy of antibiotics

Year Reference

Number of

Incidence of Incidence of abnormal

published  number Author Disease patients Antibiotics side effects (%) laboratory findings (%)
1985 1 Saito respiratory 102 AZT+CLDM 14.1 3.4
diseases
1988 2 Matsushima ~ pneumonia 15 AZT+CLDM 6.1 26.7
1989 3 Saito respiratory 82  AZT+CLDM 1.5 2.1
diseases
1989 ¢  Tsuda hematological 51  AZT+CLDM 3.8 0
diseases
1990 5  Urabe  nematological 250  AZT+CLDM 2.8 6.0
diseases
1991 6§  Chimura SYnecological 25  AZT+CLDM 0 0
diseases
Current report Yamaguchi CPiratory 119  AZT+CLDM 4.2 20.2
diseases
1988 9 Aonuma IcSPiratory 58  CMNX+FOM 1.7 21.7
diseases
1991 10 Kitamura ematological @ SBT/CPZH 3.1 8.6
diseases miscellaneous
1991 11 Takeyama Iematological u CONt 9.1 0
diseases aminoglycosides

AZT: aztreonam, CLDM: clindamycin, FOM: fosfomycin, SBT/CPZ: sulbactam/cefoperazone, CZON: cefuzonam
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A clinical trial of combination therapy with aztreonam
and clindamycin in respiratory infections

Etsuro Yamaguchi and Yoshikazu Kawakami
First Department of Medicine, School of Medicine, Hokkaido University,
Kita-15, Nishi-7, Kitaku, Sapporo 060, Japan

Takehito Nakabayashi and Masao Harada
Division of Respiratory Disease, Sapporo National Hospital

Fujiya Kishi and Arisu Kamada
Sapporo Minami Hispital, National Sanatorium

Yasuhiro Tsuneta and Yohichi Nishiura

Kohnan Hospital

Toshio Kirisawa
Shakai Hoken Chuo Hospital

Hiroshi Miyamoto and Kaoru Kamishima
Ebetsu Municipal Hospital

Hiroshi Yamamoto
Iwamizawa Municipal Hospital

Hirokazu Yozawa
Yubari Municipal Hospital

Hisashi Nishihara and Nozomu Okazaki
Bibai Rohsai Hospital

Takashi Takabori, Yutaka Oguma and Hirotaka Kusaka
Sunagawa Municipal Hospital

Matsuzaki Michiyuki and Isao Nakajima
Fukagawa Municipal Hospital
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Hideki Ogasawara
Asahikawa Municipal Hospital

Norio Tashiro
Hokkaido Daiichi Hospital, National Sanatorium

Akira Shida and Yoshikazu Araya
National Hakodate Hospital

Akira Yamaguchi
Ohji General Hospital

Tsugio Terai and Takashi Yoshikawa
Obihiro Kohsei Hospital
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A clinical trial of a combination therapy with aztreonam (AZT) and clindamycin (CLDM) was
carried at the First Department of Medicine, Hokkaido University School of Medicine, and its 17
affiliated hospitals to evaluate current usefulness of the therapy. The daily dose was, in general,
2.0g of AZT and 1.2g of CLDM, or 4.0g of AZT and 2.4g of CLDM (divided into two doses).
The antibiotics were administered via drip infusion for 3 to 14 days.

1) The study subjects included 84 patients with bacterial pneumonia, 18 patients with
mycoplasmal pneumonia, and 17 patients with miscellaneous respiratory infections. Side effects
and abnormal laboratory findings were evaluated in all subjects, and clinical efficacy and
usefulness in 114.

2) The clinical efficacy rates (excellent+good) in bacterial and mycoplasmal pneumonia were
similar, 84.2% and 76.4%, respectively. The rate was 53.3% in other miscellaneous respiratory
infections. The rate of excellent and good efficacy in all subjects were 20.2% (23/114) and 58.8%
(67/114) , respectively, and the overall efficacy rate was 79.0%.

3) Side effects were observed in 4.2% (5/119) of patients. There were 1 case of pseudomembranous
colitis and 4 cases of eruption. Abnormal laboratory findings were observed in 20.2% (24/119) of
patients. There were 2 cases of eosinophilia and 22 cases of mild to moderate abnormal hepatic
enzyme values (14 cases of increased GOT, 20 cases of increased GPT).

4) The usefulness rates (very useful+useful) in bacterial pneumonia, mycoplasmal pneumonia,
and other miscellaneous respiratory infections were 76.8%, 64.7%, and 53.3%, respectively. The
overall usefulness rate was 71.9%.

These findings demonstrated that combination therapy with AZT and CLDM for respiratory
infections is still an effective therapeutic modality long after the development of these agents.



