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A Multicenter, Randomized, Open, Comparative Study for the Efficacy and
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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 prneumoniae, Haemophilus influenzae, Moraxella catarrhalis, Chlamydia preumoniae, Legionella
spb. and Mycoplasma preumoniae.
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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 clarithromycin 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 clarithromyecin 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 dlarithromycin-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

- - p-value
Moxifloxacin Clarithromycin
Number of patients 86 83
Age (yr) 57.1+12.6 58.9+14.1 0.337"
Weight (kg) - 58.6+9.1 59.6+£10.1 0.510"
Height (cm) 162.6+7.1 163.3+74 0.551Y
Sex
Male 47 (54.7%) 55 (66.3%) 0.1239
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%) 01027
once a month 65 (78.3%) 53 (66.3%) )
abstinence 4 (4.8%) 8 (10.0%)
Caffeine(%) 44 (51.2%) 39 (47.0%) 0.587?
Duration of chronic bronchitis(yr) 9.3+85 9.1+8.8 0.829"
No. of acute exacerbation
during previous 1 year 3.84+2.9 4.34+3.8 0.376V
Sign and symptom for
acute exacerbation
sputum nature 71 (82.6%) 70 (84.3%) 0.7569
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 t-test 2) Chi-square 3) Fisher’s exact test{2-tail)
B2l 99HFS P geruginosa, H. influenzae, 3. 54 Zn
S. pneumoniae 52 & oj3ow F ol FAG
X E Jelligid. 2 QgAEe] A R e 93FEAE
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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

o WA 4TE, oA FEY WhASE R
2 HTER EJE}. oEE YA YA B

AR 42EY 2RE el uehilc
(Table 3).

3.1 U FE4 AFH-9¥H 43S

A A AFEEA B Ad)S moxiflo-
xacingtol| A 92.1% (70/76)%x, clarithromycin
TAME 92.2%(71/77) Aot A 58S T
Tt BAEH ez Fod polrl YItH(p=0.
981).

3.2 o)z} 84 AH-nYETA I E

23 HEA BPATE YITRAGOIA FEEs
4 wgel Brhas w2 wEEge 2ol 9Yn

9] v]go|t}. Clarithromycing 54.8% ol B)3}o]
Moxifloxacingo] 73.5% & o Fgko} BAIF o
Fo3t zols YERHAE Zth(p=0.098). Al
o] =AY A9 vAEN AR X8It FH
Hed A2 tg9 Holl 71&59HTable 4).

4. 244 A ot

PyBe £8P 16399 A 3 AUt Fof
Aol moxifloxacing 359, clarithromycind 31
o

3 F HARETAEE #3UE Aeve 73"
(Table 5). S. preumoniae, P. aeruginosa, K.
pneumoniae o W3k moxifloxacinel] WA &
9] ¥]&L 0%(0/10), 40%(10/25), 10%(1/10)
o]9lo.m, clarithromycine] A< <] v]-&L 60
%(6/10), 92%(23/25), 100%(10/10)& 37}
9lol#o] &+ moxifloxacing] 74Ao] EASHH 0
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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

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%)

1/1 (100.0%) 0/0

2 A4 Jebdth (p<0.001). H. influenzae 2 7
9 moxifloxacind] WAd<el wlgo] 5%(1/20)E
clarithromycind] W49l v)& 20%(4/20) B2} v
A Jebdont BAIstA 2 §oF xlo)= vehY A
ot (p=0.072). AAFHo 2 moxifloxacine] 7
4 AT} clarithromycin®t} =4 H7lE 9o,
P. aeruginosa o A& ZFAAL ohE 417 vl
AR BF o).

5. kx4 Wot

B Agd #4§ £ 17099 H¥A F, 16939]
g7t Ag Frlel fE3ch BaEAh 1%
o A R BT olF BB Gk e A
g wgahd ge o Fso] ay FrllA
P = Pel= d g B e B g B ot 5 L A P
= moxifloxacinte] 869, clarithromycindo]

830l 2t.
5.1 A1ef 9 ekl did k2

XA Hrlt 7edE xle oiRRo] 79 B9
oFE-S Ea3lgdon moxifloxacinZolAE 93.0%
(80/86) )4, clarithromycinZ| A= 97.6%(81/
83)cll A AJEFEE 54 ol 834t

5.2 o]} W

olatdkgolal e B Ao ARS-H oofEE Fo
we o)A HAYG wigAEA] ¢a =HA] &
e 2%, 24, A4E Ty £ QAE 5 EAE
olgutol tiste] Aqzl= AlErET ] AUAE
PAYE, 7HsAdol B, FAFEAEE wiAY
&, Bdo] oid, HrHEIbso.2 o] Hrtst
gich(Table 6). 2 AA7|BER olguhs LALE
ATEYE o, F T ZFNA E& ¥l 2APd
ol dtg-& 231717, A4, EFAZA oIt
A ol ukg-o] dif-Re FEoler T 3k
WE-820-(4.7 % vs 4.8%, 212} moxifloxacin vs
clarithromycin®) AT 43714 #& o4
ukg W3 8- clarithromycingoll A o #& HER
kst =) (4.7% vs 10.8, 24 moxifloxacing
vs clarithromycini®), ol £2¢, $jakva, 557
Ed73 2o olukge g go] clarithromycin
oA o w97l dEo 2 AREAY. SFA4AR
X moxifloxacin® clarithromycindol|A] 22}
1, 248 mw|zre Fa3lgch Fol o4 T
g9t 2% clarithromycindto| it A|dEGET
o] FaEAo] Qi oS WG] MR A3
A A ol gutgol 71 Egton &2 iES
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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 33.3 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

1< 0.001 ; Fisher’s exact test(2-tail)

Sk i =

-4‘5‘7‘?7} gk Lﬂ—‘?-ﬁ—-q 07*0“5}%07 A= 37}
Heo &5 2-9
floxacin:rL(il/ 174, 235% )0] clarithremycin®
(3/257, 12.0% )5} wkot A2 §oldh
AolE HolAE FUTHp=0.413). A PR
HEAE 7H opubgol tidte] 489 E Wx &
AFg A7-E Jehfigic

WEAEF ST oS moxifloxacingd
A HAE & 1770 3 1471(82.4% ) o), clarithro-

mycin@e s & 257 Z 2271(88.0%)0] 44
glem o] & moxifloxacind& 87(57.1%)09},
clarithromycin@& 1271(54.6% Yol Az ¢lel
AEI) okEw TRAMA AFES gldloy FUis
ol4ihg-& clarithromycin §-oje] szl 4] W&
A=k, o] FERR= 73419 G7) BAE R
64soll adhesive lleus® YVE A HUJ}, A+
A o] FUE 01”‘?_}%01 Aol BAYz Bd
Aoy, AlgEH R Foigt FEte] BEAL ME
Ao) Farg Zlo g Hddtdrt. o] FPAE Y9A

|2
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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=286) (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 (2.4%)

Digestive system All 4 (4.7%) 9 (10.8%)

Drug-related 4 (4.7%) 6 (7.2%)

Special senses All 1(1.2%) 2(2.4%)

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 Al 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 Al 1(1.2%) 0
Drug-related 1(1.2%) 0
Respiratory system  All 1(1.2%) 0
' " Drug-related 0 0

O L.
T

B % g7t =0 Hesigith. AEUz F oW
whgo@ Qs Algel Bgg 2yl Zud A
moxifloxacin T4 44, clarithromycin %

ofZolA 28Tt
53 Adx At

AEEAY slazgel=A B2 QTe 2H4e 9%
ANle Ao dHA Uok wEb, B AR
AP ZE FEANM ANEFE Fo AF ECGE
F43t AlgekEEol AR vAe dEe d4An

greh. A27h4 ¥ moxifloxacin 400 mge] St

A Aol o3h8 moxifloxacin FoJA] Ha 6%
26 mseco| QTcztAo] A= oz HuHUE
g, 2 dAEIME ok {AKHA moxiflo-
xacin®o| Al 7 msecy} Z7)EtQr). o] FX= FBok
Az vl Al FAHCR foAF AojE B, ¢
dHog Fo@ FHEE opflen, ol Ay
o] #218 clarithromycinZ¥e] $-9J3 2lol= 12
oH(p=0.668).

5.4 Theophylline ¥-§-%-o

Clarithromycing& Fo 2 A= theo-
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phylline-§& H&5oA] theophyllinesl VFFHLE
2751%t}. Theophylline®] X8 % MeE 8-20
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o] gk st
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B2 fAEo] A7isted FAZR] ol e EA B%
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Clarithromycing wlagzlo| = §84 F 3§
7] 28F el Aol Ae dAlold, 3F7) 7
FZoA e FEA D ko) oju] G Aloln
2 fjzeko g A4S
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