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Table 1. Classification based on diagnosis

Diagnosis

No. of Regimen

patients AV B?

Bronchiectasis

Pulmonary emphysema
Chronic bronchitis

0Old pulmonary tuberculosis
Diffuse panbronchiolitis
Multiple pulmonary bulla

19
18
10
5
4
1

-

- N DN
—

_ W W NN

Total

57 26 31

YBiweekly multidose ofloxacin
?0nce, daily single-dose ofloxacin
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Table 2, Incidence (times/months) of acute exacerbation in each case before and during the study

Regimen A Regimen B
case period of observation case period of observation
no. before during no. before during
1 3/6 0/2.5 1 2/6 1/6
2 2/6 0/2 2 3/6 1/6
3 2/6 1/6 3 2/6 0/6
4 2/6 1/6 4 3/6 1/6
5 excluded from evaluation® 5 1/1 1/6
6 1/6 1/6 6 1/6 0/6
7 1/6 0/2.5 7 1/6 0/6
8 3/6 0/6 8 excluded from evaluation®
9 4/6 2/2 9 1/6 0/6
10 2/6 0/2 10 3/3 0/3
11 2/6 0/3 11 3/6 0/3
12 3/6 4/6 12 1/6 0/6
13 1/6 0/6 13 3/6 0/3.5
14 5/6 2/6 14 4/6 0/6
15 3/6 0/5 15 1/3 1/4
16 3/3 0/4 16 3/6 2/5
17 4/6 2/6 17 excluded from evaluation®
18 5/6 1/5 18 3/6 0/2
19 2/3 0/6 19 3/6 2/6
20 4/6 1/6 20 3/3 0/2
21 4/5 2/6 21 2/6 0/6
22 1/6 1/2 22 5/6 1/6
23 excluded from evaluation® 23 excluded from evaluation®
24 excluded from evaluation® 24 1/6 0/6
25 excluded from evaluation® 25 excluded from evaluation®
26 1/6 0/6 26 2/6 0/6
27 3/6 0/6 27 1/6 0/6
28 1/6 1/6 28 1/6 0/6
29 3/6 0/6 29 2/6 0/6
30 1/6 1/6 30 excluded from evaluation®
31 2/6 0/6
32 2/6 0/6
33 4/6 2/6
34 6/6 4/6
35 2/6 0/1.5
36 2/6 0/6

®»No exacerbation during 6 months before the study

®Administration for only one day because of adverse effect
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Table 3. Organisms isolated during exacerbations

Species

No. of Regimen

cases

»>
o]

Staphylococcus aureus
Streptococcus pneumoniae
Branhamella catarrhalis
Heamophilus influenzae
Serratia marcescens
Pseudomonas aeruginosa
Normal flora

Not examined

- N - W

o

—
N W =N = NN e

Total

37 210 16

“Two were isolated simultaneously in one case
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Table 4, Organisms isolated, treatment given and its efficacy on each exacerbation in regimens A and B

Case Day of Organism

Regimen no. onset isolated Treatment Effect
A 3 30 normal flora cefteram-pivoxil good
4 165 B. catarrhalis S-1108 poor
panipenem/betamipron® good
6 135 P. aeruginosa cefoperazone + astromicin® good
9 17 P. aervginosa ofloxacin fair
52 P. aeruginosa ofloxacin+minocycline good
12 47 H. influenzae panipenem/betamipron® good
n H. influenzae imipenem/cilastatin® good
113 H. influenzae imipenem/cilastatin® good
134 H. influenzae imipenem/cilastatin® good
14 82 S. pneumoniae tosufloxacin good
120 normal flora cefotetan® good
17 102 S. aureus ofloxacin good
133 S. aureus ofloxacin good
18 88 P. aeruginosa ofloxacin good
20 180 normal flora ofloxacin good
21 113 normal flora ofloxacin good
148 normal flora ofloxacin good
22 50 B. catarrhalis ofloxacin fair
28 147 P. aeruginosa + MRSA ofloxacin good
30 43 normal flora ofloxacin good
B 1 154 P. aeruginosa S-1108 good
2 57 S. pneumoniae ofloxacin dose t good
4 98 normal flora ofloxacin dose t good
5 101 S. marcescens ofloxacin dose t good
15 100 S. aureus (MRSA) flomoxef+minocycline® good
16 63 normal flora ofloxacin dose t good
100 normal flora ofloxacin dose t good
19 25 normal flora cefpodoxime-proxetil good
64 normal flora ofloxacin dose t good
22 159 P. aeruginosa ofloxacin dose t good
33 64 normal flora enoxacin good
180 normal flora ofloxacin dose t fair
34 15 normal flora ofloxacin+ piperacillin good
89 normal flora ofloxacin+ piperacillin good
113 not examined ofloxacin+ piperacillin good
147 not examined ofloxacin + piperacillin good

*Treatment on admission
1 Dose increased
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Table 5. Adverse reactions observed in six of 66 patients (9.1%)
. Case Age , , Symptom of Day of
Regimen no. (yrs.) Sex Diagnosis side effects onset
A 7 70 female bronchiectasis dizziness, sleep disturbance 45
18 53 female bronchiectasis sleep disturbance 88
19 62 female bronchiectasis sleep disturbance 169
21 73 male CPE anorexia 14
B 8 72 female CPE numbness in both legs 1
35 50 female old pulm. tbe. GOT?t,GPT? 39

CPE=chronic pulmonary emphysema

DRECRE SN, FORBHRTTRERLABLY
ENEPOESTEN"TED, TOMFIOVLT
BRRR B RBLH 5, REPHRFTERRLEISET
Z|ERSHITNN KT, RMESOELET S
biofilm'® ¥ 2~v27uF 4 FRIOENRED
RU-Oge XN TS, IS OHE T ciproflo-
xacin DEEORMORENTBY'Y, —a—F/
oV FIBRIROBREE LB L TREREN
%, 8512, MHFERBEDOAMEMEBEOTFELER
BT H influenzae ®° B. catarrhalis, S. aureus
BLUBERLDSH P. aeruginosa \CX ¥ 5 =2 —
¥ /a0 HOREHRELDTENTHEDT, TO
VERBEGHRES L UVANHEROKHBREELREICL D
FBPIRTHEIS S CENBRYR LRSS
B3 Ths,

—7%, BRCIBHSERAERECREL=a
—F¥/ur AR T 3 L BEHESRONL I DEE
LT X5 %2B7, SRNCEHEREE2RBALEN
DERE L R T 5, HUER T LBIFEREER
DOTFHEY, SSCERBOMMESHCEE 2SS
EBTREEKI 208K THY, Zhs5OME
HERRT ZLBBH -, SERIOWETIZALEE
¥ X TR SEORMN L 2et, MEFNEE%
BEt Lo T TCREZFEO—ARIIEA LRELORE
2ERLI:=a—F /orHlO 2 BREOMKES &
EERL TENLLEBERE LB SEIRZ 3
SIVEEAREEEFERL (HREEH L HEKL
720 ZTORR, MBERXKAHHEBEORREIRSERIC
SN THERTH- 208, BrRERKRSH TN
HEIROKEOENFEREN, Thbb, REREK
BICHIRBSEOYBOP TANMENE - 12 B
Shiizoleh, PVRHERAKEHTRIEAN2/3D
BlicF oz, 1 FIBEOAMMBEDORREY b KK S
HT13EETCEECEY LY, VEEARSHRT
B 1/4PFEESRETLTW:, BMREEHTRS

n-AENERAERMPCEOERICS S, KEH
IS LONEBLETHSH, BEOVEEARS
ENEORIETLHI LBbh,

RN O AMEMERIC 13, WRKRSHETCRAER
HERS SN, PREBRSEHTCRERBTH
s rotz, L LERET, YREAREE TR
43 T ofloxacin DI ED A THE X ER I FNS
{, ABRE2EL TEHA*85L :H0%vHEKES
B EFBOmMTCOULAEALEIONT,
FLTOMINT Iz P aeruginosa DIRtELIZIE L
AYRbhdot, MERRE AT 15 SAREMN
i ANNEORBRRB I - Rohil{k->TE
REZ i3 B &R L 70

f:72L, MHTIHT DO MRSA X33 HHEES
BohTsy, EESLETHS, 2B, AREMGC
BERZEWERR RS- 17: b ODDOBHEFRARRER
ETRL, BrOERKBEHET LI L LRBRER
BERT2LEbh30T, BICRBEIRETHSE
%25, ¥1:, SEORBKRTIIBEL 6 > AMOANE
BEORBEL 1~2 AREOBREME ORRE LIS, 2
D2OREEDOHER2TT) o HRCEANZHDT
b, BERCEE*ICAT B4 EARICERER
BT 2PFEULCHREBET RELEZ S,

BE, SED=a—% /o HED 2 >0855E1318
HRERREREORMTEERCL>THATH-
To8, BEEBET IR EEERTREAVETD
¥z o,

X ®

1) I#M—, myes, &EL— FlkE ¥ X
#E, AN (o, BlLEhd: U AERBREXR
T sy Ru~4 VoY RERRSOBKHR
T IMRE 4 EMOKRERR—. AMESE
25: 632~642, 1987

2) BABUF, =B85, S%H—, ENRA, FE
FiiE, BRBEZF B4 SERREIC B 5 Erythro-
mycin RHALFERE OB — %8 2 B, Pseudomonas



VOL. 42 NO. 5

OFLX DN1: Sl RS e 8 o 190 TRl LM AR

645

3)

4)

10)

RIH b aDT—, BRAELE 60: 45~50, 1986
REMEHE, =8 ®8, JI¥E%, IWWEST, MK
#, PHEN: U AMAMAERICNT 2 TE-
031 BB EOMMN ., BAGELE 63: 71~78, 1989
WWAIES, LMALF, BENEL, R FX, FRE
#, FHIEW U ASAMAEIRICNTIY
Aae4 Y rBEIU=a—F /0 REN ORI
Sokit—-2ESHOMN—, BRESIE28: 1305
~1313, 1990

R:oFvrRaoel yrRECIDEBPCBRLL
VEAMAMAE LD 1 Hl, BRERE 66: 657~
658, 1992

#EAE—, BK W, EFX—, MFRE, B
8, THAK U AAMABXRICBITIS= 2
—¥ /0 RBIVIY RueA v o EEREOR
o FRTEEMERRELRB U ANHEBNE
PR RS p.107~109, 1990

PR, HHHE, PAEE, REHKEE, $H
H—EB, BAXYE—, ¥ BF UAHAMIEX
RICBT 3 RE - FESEIREREE D ofloxacin £
&, Chemotherapy 33: 570~576, 1985

H R BHSKERRMEOZN LER, BMHXAE
X& - KEXLRE, FRVEBEPE (BXLE—K)
pl69~175, FE{LE, I, 1991

#* R, KBFHX: TRHEOD S DR LB
AU ERE (2 —F /0> 2 B85 - 28K
¥y) OHFAY. Chemotherapy 37: 369, 1989
Watanabe A, Motomiya M: Comparative study
of oral ofloxacin between daily single-dose (200
mg) treatment and every-two-week multidose
(600 mg) treatment to control acute exacer-
bation of chronic respiratory tract infections.
Proc. 17th International Congress of Chemotherapy
(Berlin), No.34, 1991

11

12)

13)

14)

15)

16)

17)

18)

19)

Watanabe A:Once daily versus every two week
multidose ofloxacin in patients with acute
exacerbations of chronic respiratory disease.
Infection, 19 (Suppl. 7): S384~S387, 1991
Fraschini F, Scaglione F, Ferrara F, Marelli
O, Braga P C, Teodori F:Evaluation of the
immunostimulating activity of erythromycin in
man. Chemotherapy 32:286~290, 1986

Ras G J, Anderson R, Eftychis H A, Koch
U, Theron A, Vanwyk H A, Olivier L R:
Chemoprophylaxis with erythromycin stearate
or amoxycillin in patients with chronic bronchitis-
Effects on cellular and humoral immune func-
tions. Sa. Med. J., 66:955~958, 1984
EHER, THLE, EMER, RER—, KT
th, KBEE =V RAov4 v OFPRICERK
ERIZTERD in vitro iz BV 33, BMESLE
28: 1066~1071, 1990

BiELd, BHEX, N R, TES=, BN
—BB: Uk AMAMRE XA BEORBMEEL T
it ) Aueq ook 2EMOKRN, AKRE
£3% 28: 1574~1579, 1990

Costerton ] W, Cheng K J, Greesely G G,
Ladd T I, Nickel J C, Dasgupta M, Marrie
T J:Bacerial biofilms in nature and disease.
Ann. Rev. Microbiol. 41:435~461, 1987
INREAT: RB D S ~—TBEDRE & MR EYE,
HW £ 80: 663~668, 1990

KIEEE: Tl - R~ OMEE. B 30:
195~200, 1992

RO, KEmE, HMiEx, IET, B8R
B Uz AMAMAEIRCNT 2727054 FE
A OKH —RBE biofilm icN+3275) Au=A
v DEE—, BRBFELE 66: 1454~1461, 1992

Biweekly multidose regimen versus once-daily regimen of ofloxacin in patients

with repeated acute exacerbations of chronic respiratory tract infections

Akira Watanabe and Masakichi Motomiya®”
Department of Respiratory Medicine, Institute of Development, Aging and Cancer,

Tohoku University, Seiryo-machi

4-1, Aoba-ku, Sendai

980, Japan

Kiyoshi Konno

Department of Internal Medicine, Tohoku Central Hospital

Tsukasa Yoshida?, Ken-ichi Takeuchi and Toshiharu Ito
Department of Respiratory Diseases, Iwate Prefectural Central Hospital

Yushi Nakai® and Jun-ichi Saito®
Department of Internal Medicine, Tohoku Kosei Nenkin Hospital



646 CHEMOTHERAPY MAY 1904

Hideo Arai
Department of Respiratory Diseases, Miyagino Hospital

Chieko Inoue, Masahiro Sakamoto and Tetsuko Ishikawa
Department of Internal Medicine, Sendai Red Cross Hospital

Takashi Matsuda

Department of Respiratory Diseases, Miyagi Prefectural Central Hospital for Geriatric Medicine

Yoshiyuki Anzai and Tomohiko Iketani
Department of Respiratory Diseases, Takeda General Hospital

Izumi Hayashi
Departtment of Internal Medicine, Affiliated Hospital of Research Institute for Cancer

Toshio Nakamura and Hideo Togashi¥
First Department of Internal Medicine, Yokohama City Seibu Hospital,
St. Marianna University School of Medicine

Shigeo Takizawa
Department of Respiratory Diseases, Seirei Mikatagahara Hospital

Kotaro Oizumi
First Department of Internal Medicine, School of Medicine, Kurume University

Present address

"Department of Internal Medicine, Sendai Teishin Hospital
?Yoshida Clinic

¥Department of Internal Medicine, Sendai Kosei Hospital
“Togashi Clinic

Two different oral ofloxacin (OFLX) regimens, a biweekly multidose regimen with 3 X200
mg/day (regimen A) and a daily single-dose regimen with 200 mg (regimen B), were compared
to evaluate the efficacy of new quinolone regimens in controlling acute exacerbations of
chronic respiratory tract infections. Fifty-seven patients consisting of 19 with bronchiectasis,
18 with chronic pulmonary emphysema, 10 with chronic bronchitis, 5 with old pulmonary
tuberculosis, 4 with diffuse pan-bronchiolitis and one with multiple pulmonary bullae, were
evaluated in this study: 26 in regimen A and 31 in regimen B. The corrected mean incidence
of exacerbations per case during six months before and during the study was reduced from
2.66 to 0.95 in regimen A, and from 2.55 to 0.59 in regimen B, both statistically significant
differences. As therapy of acute exacerbations during the study, injection therapy on
admission was required in most cases of regimen A. On the other hand, simply increasing
the ofloxacin dose given in the outpatient clinic managed to control acute exacerbations in
most cases of regimen B. The development of resistant strains was not clinically important
because only one of 12 strains of Pseudomonas aeruginosa that had been isolated continuously
during the study acquired a certain degree of resistance to ofloxacin when tested by the
sensitivity disk. Adverse reactions were found in 4 patients in regimen A and in 2 in
regimen B, these were mainly sleep disturbance and dizziness. We conclude that the long-
term administration of new quinolones, especially the daily single-dose regimen with 200 mg

of ofloxacin, is useful in controlling acute exacerbations of chronic repiratory tract
infections.



