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Table 1. Inclusion criteria for acute exacerbation of chronic bronchitis in the Western phase 3 protocol

1. Ambulatory subjects.

2. Subjects at least 40 days of age. Women of childbearing potential (i. e., not surgically sterile or less than one year post-menopausal)
must have a negative gonadotrophin pregnancy test (urine or serum) immediately prior to entry in the study and must use adequate
contraception (for women on oral contraceptives, additional barrier contraception must be used) during the treatment period and for

72 hours after the end of therapy.

3. Subjects with >3-year history of chronic bronchitis defined as sputum production on most days during three consecutive months for

two or more successive years.

4. Subjects with a clinically documented acute exacerbation of chronic bronchitis defined by the presence of significantly increased
dyspnea, sputum volume and sputum purulence (Type I exacerbation of Anthonisen).
Subjects will also exhibit other signs and symptoms of acute exacerbation, e. g., more frequent cough, fever, rhonchi or coarse rales.
5. Purulent sputum defined by Gram stain showing >25 polymorphonuclear leukocytes and <10 squamous epithelial cells per low

power magnification field (100 X).

6. Subjects who have experienced 2 or more exacerbations which required antibiotic treatment within the last 12 months, excluding the

current episode.
7. Written informed consent from the subject.
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Table 2.

Exclusion criteria for acute exacerbation of chronic bronchitis in the Western phase 3 protocol

Subjects who are currently hospitalized for any reason.

oo

evidence of resistance or clinical failure.
5. Subjects with any of the following conditions :

Pregnant women, nursing mothers or women of childbearing potential not practicing adequate means of contraception.
Known or suspected hypersensitivity or intolerance to any quinolone or beta-lactam antibiotic.

Treatment with any antibiotic for 24 hours or longer within 72 hours prior to the baseline visit unless there is documented

a. Pulmonary disease whose severity is sufficient to warrant initial intravenous antibiotic therapy.

b. Evidence of pneumonia on chest X-ray.
c. Cystic fibrosis.
d

. Significant gastrointestinal or other conditions which may affect study drug absorption, or known acquired Immunodeficiency

syndrome (AIDS).
e. A history of any form of epilepsy or seizure.

f.  Immunosuppressive therapy, defined as chronic treatment with known immunosuppressant medication (including treatment
with greater than 10 mg/day of systemic prednisone or equivalent).
6. Treatment with another investigational drugs within four weeks prior to the baseline visit.

7. Prior enrollment in this protocol.
8. Evidence of recent drug or alcohol abuse or dependence.
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Fig. 1. Location of the site visited in Ireland.
Table 3. Case reports of acute exacerbation of chronic bronchitis in Ireland
. Concomitant Causative Diagnosis
3 i to! FEV
No. Age Sex  Height History medication o FVO organisms in Japan
bronchiectasis, chronic bronchitis ~ warfarin
axillary vein thrombosis frusemide 40 mg/day
diverticular disease methylcellulose, . i .
10 79 female 160cm haematemesis vascase 0. 5 mg 0.78 1.27 Chlamydl.a FepclueRERS
: ; : : pneumoniae
suggested cardiac failure combivent inhaler,
becotide 250 mg
ex-smoker prednisolone 7. 5 mg
prednisolone 7.5 mg,
theophylline, asthma
asthma, COPD ventolin inhaler, old
’ L .33  1.36
Lt ®6 femils 16MeH non—somoker becotide inhaler, normal flora tuberculosis

oxivent inhaler,
home nebuliser
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Fig. 2. Chest X-Ray of patient No. 10.

Table 4. Comparison of cases diagnosed in Europe and re-
diagnosed by a Japanese physician

Table 5.

phase 3 program (1)

Fig. 3. Chest X—Ray of patient No. 11.

Percentages of pathogens isolated in the European

Causative organisms

No. of patients

Subject  Diagnosis(Europe) Causative pathogen Diagnosis (Japan)
1 AEOCB* H. influenzae emphysema
2 AEQCB H. influenzae old tuberculosis
3 AEOCB H. influenzae asthma
4 AEOCB H. influenzae acute bronchitis
5 AEQOCB no pathogen chronic bronchitis
6 AEOCB H. influenzae acute bronchitis
7 AEOCB H. influenzae asthma
8 AEOCB H. influenzae old tuberculosis
chronic
9 AEOCB H. influenzae bronchitis,
emphysema
10 AEOCB C. pneumonige bronchiectasis
11 AEOCB normal flora asthma
12 AEOCB H. influenzae chronic bronchitis

“acute exacerbation of chronic bronchitis (AEOCB)

panbronchiolitis), 3. K& XHLRAE, 4. MK ME, 5.
fidRMERE, 6. REXWMBE L ERENHEDOET L 18
MR EVMEYREIC L 2EROBUHMELERL,
MMEWRIC L LERVULEE o mRBLEZONT
Wb, BAEE LTERICHRH S A2EE IR, EABX
UBRKCEMSN-BIRARE 12 H. influenzae, S.
pneumoniae, M. catarrhalis TH 5,
AARLEREFEEO [FFRSBBIAEICS T2 FRRMK
EYEOBFRFFME ()73, BHRPRBEEOZ

with isolated pathogens (%)
Haemophilus influenzae 129(50.4 %)
Moraxella catarrhalis 57(22.3 %)
Streptococcus pneumoniae 69(27.0 %)
Haemophilus parahemoliticus 3( 1.17%)
Haemophilus parainfluenzae 3( 1.17%)
Klebsiella pneumoniae 10( 3.91%)
Pseudomonas aeruginosa 11( 4.29%)
Staphylococcus aureus 4( 3.10%)

Percentages of pathogens isolated

(patients with isolated pathogen/ 67.9% (256/377)
entered study)
Table 6. Percentages of pathogens isolated in the European

phase 3 program (2)

Causative organisms

No. of patients
with isolated pathogens (%)

Haemophilus influenzae
Moraxella catarrhalis
Streptococcus pneumoniae
Haemophilus parahemoliticus
Haemophilus parainfluenzae
Klebsiella pneumoniae
Pseudomonas aeruginosa
Staphylococcus aureus

42(23.1%)
35(19.2%)
19(10.4%)
6( 8.29%)
13( 7.14%)
12( 6.59%)
23(12.6%)
26(14.3%)

Percentages of pathogens isolated
(patients with isolated pathogen/
entered study)

44.7%(182/407)
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Table 7. Clasasification of patients
Baseline clinical status Criteria/Risk factors Pathogens - Treatment
1. Acute tracheobronchitis no underlying uaually viral none, consider

structural disease

FEV.>50%,
increased sputum
volume and purulence

2. Simple chronic bronchitis

for class 2+

any of : FEV,<80%,
advanced age,

4 exacerbations/yr,
significant comorbidity

8. Complicated chronic bronchitis

4.. Chronic bronchial infection  Class 3 + continuous sputum

throughout year

H. influenzae,
M. catarrhalis,
S. pneumoniae

H. influenzae,
M. catarrhalis,
S. pneumoniae

Above +
enterobacteria,
P. aeruginosa

macrolide or tetracycline

aminopenicillin

(possible [} -lactam resistance)

quinolone,

penicillin +

B-lactamase inhibitor,

2 nd- or 3 rd-generation
cephalosporin,

2 nd-generation macrolide

(possible [} -lactam resistance)

ciprofloxacin

KBEDORIRERKIE, KDL ICEBREATVE, [#
BELWEX B2 LI Lo TRUATF AL KL BN
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drugs: on the difference in chronic airway infection cases between Ireland and Japan
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Bridging studies are being increasingly conducted in the clinical development of novel antibacterial
drugs, and the fact that cases of chronic airway infection in Japan and acute exacerbation of chronic
bronchitis in Western countries are assessed differently is a particular issue. Although this matter has
been discussed frequently with Western investigators, this study was conducted it was thought to be
important to make definite comparisons to consider future clinical evaluation methods for antibacterial
drugs to be developed in Japan. We visited the O’'Doherty Clinic in Wexford, Ireland. The clinic had
participated in a Trovafloxacin phase III study and had experience with many cases of acute exacerbation
of chronic bronchitis. We reviwed the diagnosis, severity, and inclusion criteria in individual cases through
discussion with local physicians in charge and radiologists, and compared them with standards in Japan.
In a detailed study of 18 cases, acute exacerbation of chronic bronchitis was found to be regarded as the
clinical diagnosis, and the clinical course, the presence of purulent sputum, and the results of microscopic
examination of gram-stained specimens were found to be most important. The CRP value, the peripheral
white blood cell count, and the presence or absence of fever, which are the criteria required of Japanese
standards, were not evaluated. As a result, the number of mild cases is slightly greater in Western
countries than in Japan. Chest X-ray studies, on the other hand, showed that 5 cases had structural
disorders, such as old pulmonary tuberculosis, pulmonary emphysema, or bronchiectasis, and thus it was
obvious that chronic bronchitis was not the only subject of the assessments. However, cystic fibrosis lung
was not included, and cases persistently secreting Pseudomonas aeruginosa were also excluded. Because of
the emphasis given to sputum gram staining, the rate of identification of causative organisms was high.
Although the number of comparatively studied cases was limited this time, Western cases of acute
exacerbation of chronic bronchitis essentially resembled Japanese cases of chronic airway infection, and the
largest defference was considered to be the tendency for Japanese cases to be slightly more severe.



