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A Multicenter, Randomized, Open, Comparative Study for the Efficacy and
Safety of Oral Moxifloxacin 400 mg Once a Day and Clarithromycin 500 mg
Twice Daily in Korean Patients with Acute Exacerbations of Chronic Bronchitis
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Background : Moxifloxacin is a newly developed drug which is more potent and safe compared to previous
fluoroquinolones. This drug effectively eradicates organisms such as beta-lactamase-producing or other
resistant bacteria. Moxifloxacin is known to be effective in treating respiratory infections such as Streptococ-
cus pmeumoniae, Haemophilus influenzae, Moraxella catarrhalis, Chiamydia pneumoniae, Legionella
spp. and Mycoplasma prnewmoniae.
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= A multicenter, randomized, open, comparative study for the efficacy —

Methods : In a multicenter, randomized, open, comparative study, the efficacy and safety of oral moxifloxacin
taken 400 mg once a day and dlarithromycin taken 500 mg twice daily for 7 days were compared for the treat-
ment of Korean patients with acute exacerbations of chronic bronchitis,

Results : A total of 170 patients were enrolled, and they were divided into two groups:. 87 in the moxifloxacin
group and 83 in the clarithromycin group. Of those enrolled, 76 (35 for bacteriologic efficacy) in the
moxifloxacin group and 77 (31 for bacteriologic efficacy) in the clarithromycin group were included in the effi-
cacy analysis. All were included in the safety analysis. Clinical success was noted in 70 (92.1%) of 76
moxifloxacin-treated patients and 71 (92.2%) of 77 clarithromycin-treated patients. Bacteriologic success rate
seemed to be higher in moxifloxacin group (73.5% ) than in clarithromycin group (54.8% ), but statistically in-
significant (p==0.098). Drug susceptibility among organisms initially isolated was higher in moxifloxacin group
on Streptococcus pneumoniae, Pseudomonas aeruginosa, Klebsiella pneumoniae (p<0.001).

Adverse events were reported by 12.8% of 86 patients receiving moxifloxacin and 21.7% of 83 patients re-
ceiving clarithromycin. Headache (4.7% vs 4.8%, moxifloxacin group vs clarithromycin group, respectively)
and indigestion (2.3% vs 6.0%, moxifloxacin group vs clarithromycin group, respectively) were the most fre-
quent side effects in the two groups.

Conclusion : This study demonstrated that for the treatment of acute exacerbations of chronic bronchitis a 7-
day course of moxifloxacin 400 mg od was clinically equivalent and microbiologically superior to clarithromycin
500 mg bid. (Tuberculosis and Respiratory Diseases 2000, 49 : 740-751)
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Table 1. Patient participation status on clinical study

Mean + SD
Moxifloxacin Clarithromycin p-value
Number of patients 86 83
Age (yr) 57.1x12.6 58.9+14.1 0.337"
Weight (kg) - 58.6£9.1 59.6 £10.1 0.510V
Height (cm) 162.6 +7.1 163.3+7.4 0.551"
Sex
Male 47 (54.7%) 55 (66.3%) 0.1237
Female 39 (45.3%) 28 (33.7%)
Smoking status
Smoker 10 (11.6%) 14 (16.9%)
Non-smoker 53 (61.6%) 39 (47.0%) 0.160%
Ex-smoker 23 (26.7%) 30 (36.1%)
Alcohol
daily 5 (6.0%) 2(2.5%)
once a week 9 (10.8%) 17 (21.3%)
once a month 65 (78.3%) 53 (66.3%) 0.102%
abstinence 4 (4.8%) 8 (10.0%)
Caffeine(%) 44 (51.2%) 39 (47.0%) 0.587%
Duration of chronic bronchitis(yr) 9.3+8.5 9.1+8.8 0.829"
No. of acute exacerbation
during previous 1 year 38+2.9 43138 0.376"
Sign and symptom for
acute exacerbation
sputum nature 71 (82.6%) 70 (84.3%) 0.756%
sputum frequency 78 (90.7%) 73 (88.0%) 0.563
sputum amount 74 (86.1%) 70 (84.3%) 0.754%
dyspnea 58 (67.4%) 60 (72.3%) 0.493%
cough 67 (77.9%) 63 (75.9%) 0.757%
malaise with fever 16 (18.6%) 22 (26.5%) 0.219%

1) two sample i-test 2) Chi-square 3) Fisher’s exact test(2-tail)
Halgl Re P ageruginosa, H. influenzae, 3. §3 n}
S. pneumoniae 58 & olgen F Zhdl FARR
B3 E VER|UG. E QAAEe 9a f54 rhse 94
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Table 2. Demographics of evaluable patients

Number of Patients

Moxifloxacin Clarithromycin

Total number entered 87 83
Safety evaluable group 86 83
Pathogen confirmed case 35 31
Pathogen resistant to assigned drug 7 8
Premature termination 11 6

1) adverse reaction 3

2) low compliance 1

3) miscellaneous 2
Efficacy evaluable group 76 77
Table 3. Rate of clinical success and bacteriologic cure

Moxifloxacin 400 mg Clarithromycin 500 mg
. p-value*
od bid

Clinical success 70/76 (92.1 %) 71/77 (92.2 %) 0.981
Bacteriologic cure 26/35 (73.5 %) 17/31 (54.8 %) 0.098

*Fisher’s exact test
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Table 4. Bacteriologic outcome by organisms from evaluable patients

Number Eradicated/Number isolated

Pathogen

Moxifloxacin 400 mg od

Clarithromycin 500 mg bid

S. pneumoniae

H. influenzae

P. aeruginosa

H. parainfluenzae
S. aureus

K. pneumoniae

S. pyogenes

6/6 (100.0%)
8/9 (88.9%)

7/12 (58.3%)
2/2 (100.0%)
3/3 (100.0%)
4/5 (80.0%)

S. maltophilia 0/0

1/1 (100.0%) 0/0

5/6 (83.3%)
11/11 (100.0%)
9/14 (64.3%)
1/1 (100.0%)
0/1 (0.0%)
3/5 (60.0%)
0/1 (0.0%)
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A Jebdot EAEEe s §93 xjole VYRR
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Table 5. Incidence of resistance and susceptibility among organisms initially isolated from 170

enrolled patients

Moxifloxacin Clarithromycin
Organism Category NO % NO %
S. pneumoniae* Susceptible 10 100.0 3 30.0
Intermediate 10.0
Resistant 6 60.0
H. influenzae Susceptible 19 95.0 13 65.0
Intermediate 15.0
Resistant 1 5.0 4 20.0
P. aeruginosa* Susceptible 14 56.0 2 8.0
Intermediate 1 4.0
Resistant 10 40.0 23 92.0
H. parainfluenzae Susceptible 2 66.7 2 66.7
Intermediate
Resistant 333 1 33.3
S. aureus Susceptible 3 75.0 3 75.0
Intermediate
Resistant 1 25.0 1 25.0
K. pneumoniae* Susceptible 8 80.0
Intermediate 1 10.0
Resistant 1 10.0 10 100.0
S. maltophilia Susceptible
Intermediate
Resistant 1 100.0 1 100.0

$<0.001 ; Fisher’s exact test(2-tail)

P ol 57\

HEA7E AP di-Re] ot Axg o}
Huon FF=E HrhE ol dukg-e ¥lE& moxi-
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WA E BT o] urs-& moxifloxacinid
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9o o] F moxifloxacin®& 87A(57.1%)¢],
clarithromycin*& 127 (54.6%)°] #x glo] A
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opduhg-& clarithromycin FoiFe] Hgajolr
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Table 6. Clinical adverse events by organ system remotely, possibly, or probably related to

therapy
Moxifloxacin Clarithromycin
Organ system Relation to drug (N=86) (N=83)
No. of patients (%) No. of patients (%)
Body as a whole All 4 (4.7%) 6 (7.2%)
Drug-related 4 (4.7%) 2(24%)
Digestive system All 4 (4.7%) 9 (10.8%)
Drug-related 4 (4.7%) 6 (7.2%)
Special senses All 1(1.2%) 2(24%)
Drug-related 1(1.2%) 2(24%)
Nervous system All 2(2.3%) 1 (1.2%)
Drug-related 0 0
Skin Al 1(1.2%) 1(1.2%)
Drug-related 1(1.2%) 1(1.2%)
Psychiatric system  All 1(1.2%) 1(1.2%)
Drug-related 1(1.2%) 0
Urogenital system All 0 2(24%)
Drug-related 0 0
Cardiovascular Al 1(1.2%) 0
system Drug-related 1(1.2%) 0
Urogenital system All 1(1.2%) 0
Drug-related 1(1.2%) 0
Respiratory system  All 1(1.2%) 0
Drug-related 0 0

2 ¥ Ay 3se] sl Ald7I F ol
ooz Q& AlYeF B4s 2l o A9
moxifloxacin Eo]F|A] 48], clarithromycin F

ool Al 23 ATk
5.3 Adx Al

A=A vtz atel= oFEe QTc 3L A%
AFle Aoz geA k. webd, £ AR
Fog e PR A AIPFE Fof AF ECGE
=3zt AYPFEEC] AP vXE FFES AT
ortt. A&7+ ZA¥ moxifloxacin 400 mge} ¢t

A4 Aol ¢3MA moxifloxacin FoJA] HF 6+
26 msec?] QTc7tAo] AR Ao HIHIE
g2, B gANEMT ol9k fARHAl moxiflo-
xacinZol|A] 7 msec7} Z7)5t4ct. o] FAE T
A3 v|w A BAHOE foF xlolE BYou, ¢
ARoz foit /MR EE opjglen, o] gty
o] 2219 clarithromycinT#¢] §-21% 3fo|= §i
tH(p=0.668).
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phyllineg& W&FojA] theophyllines] ¥Zerg
%4319, Theophyllinee] X8¥% W= 8-20
/g/ml2 Fo} clarithromycin 454 theophyl-
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