SO 19th International Congress of Chemotherapy
0'\|< :( : July 16-21, 1995 _

Montréal, Québec, Canada 5t

NMCTINTIZE A =

THE CANADIAYN JOURNAL O

I\I FC I" Ol DISEASES

CNALEN LAV

©



' CAN

IN VITRO ACTIVITY OF FLEROXACIN VERSUS
CIPROFLOXACIN, OFLOXACIN AND PEFLOXACIN

2252

AGAINST UROPATHOGENS, Kurt G. Naber*, Karin Hollauer, Danlela

Kirchbauer and Orlin Savov, Elisabeth Hospital, Straubing,
Germany.

The minimal inhibltory concentration (MIC) of fleroxacin
|FLE) versus ciprofloxacin (CIP), ofloxacin (OFL) and

pefloxacin (PEF) were determined against 441
uropathogens cultured from the urine of hospitalized
urological patients with complicated and/or hospital
acquired UTI using an agar dilution method, The bacterial
spectrum consisted of Enterobacteriacea (37.8%),
enterococcl (29.3%), staphylococci (20.6%) and non
fermenting bacteria (12.2%), FLE inhiblted 51.0% upto a
MIC of 1mg/l, 5§7.6% upto 2mg/l, 68.9% upto 4mg/l and

82.8% upto 8mg/l of the isolates. If using breakpoints for

sensitive [S) and resistant (R) of < 2 and = 16mg/l for FLE
and PEF, < 1 and 2 Bmg/l for OFL and < 0.5 and > 4mg/ for
CIP almost Identical rates for S and R can be obtalned.

Kurt G.Naber, Urologle Clinic, Elisabsth Hospital,
Schulgasse 20, D-84316 Straubing, Germany,
Tel.: +49-3421-710-0 (Ext. 1700) Fax:-710-270.

2254 THE ANTIBACTERIAL ACTIVITY OF SPARFLOXACIN.
Athanasios G. Paradelis*, Kyriakl Delidou, Dimitrios

Kouwvelas, Slobodan M. Jankovic and Andreas Pangalls, Aristotie

University of Thessalonikl, Macedonia, Greece.

Tha I vitro antioecteral activity of sparfloxacin, & naw quinolone, was compared wih i
of ciprafioxacin againtst 2000 elinical isclates of Gram-negalive bacteria including: E. cob
{ROD), K. pnaumcniae (150), K. oxyioca (1001, €. cloacae [100), P, micebiis (450), Ps. neru-
ginosa (2500, P retiger (50), P, stuart (501, Acinetobacter (50) ang wim that of ciprofioxa-
cn methicitin, erythromycin and vancomycn againgt 500 climical lsolates ol § aureus,
(150) matmcaln reslstant ana {150} metniciiin susceptibis, 5. epdermius, (50) methiciliin
resistant and (50) mathicilin susceptibia, 5, saprophyticus (40), Str. group A beta hemaoly-
e (20) 8nd Sv group B beta hemotywic (20). The minimal inhibitary concentrabions (MICs/
ug-mi=*) delermined by the trotn divtion method using An incculum size of 109 colony
forming unfts par mi showad that sparfloxacin has & spectrum similar to that of ciprofioxa-
cin, whh excellent activity against Gram-nagative bactaria. The MiCsgg (Lg/mi) were: for E
cod 0.02, tor K. Pnaumnonias 0.1, for K. oxytoca 0.1, for E. cloacas 0.1, for P, mirabilis 0.1
for Py, seruginosa 0 25, P, renger| 0.25, P. stuartl 0.26 and for Acinetobacter 0.25, inclu-
1ing B-lactamase-producng stralns Concerning the Gram-positive microorganisms the
antbactarial sctivity of sparfioxacs was superior 1o that of clprofioxacin; the MICag, (g
mi) ware! for 5. aureus 0.3 and 0 1 lor methiciin resislant and susceptibie siraing, respat-
vely, for 5. epkiermitia 0.1 for rasistant and straing, for 8. saprophy-
teus 0.20, for Str. group A beta hemalync 0.20 and finally for Str. group B beta hemolytic
0.4 Thess resuls suggest that sparfoxacin could be an sffective atermative drug in the
emping irestment ol respiratory and urinary tract infactions.

Comespondence; Prol. AG, Paradelis, 5, Themistokh Sofoull Str,
546 48 Thessalonikl, Greeca, Tel. & Fax: (3031) 086 324
smail: PARADELIS ® OLYMP.CCF.AUTH.GR

2256 POST-MARKETING SURVEILLANCE OF LEVOFLOXACIN IN
JAPAN. M, Sawada*, Y. Salshuy, §. Hayashl, Y. Onaka, K.

Yoshloka, Y. Sano and A. Yamada, Dalichi Pharmaceutical Co.,
Ltd., Tokyo, Japan.

Levofloxacin, the §-(-)-isomer of ofloxacin, was first introduced in Japan in
December 199). We conducted a Drug Use Investigation (Phase 1V trial) to confirm
the safety of oral levofloxacin under conditions of actual use. Reports on 2,552
pauenis were compiled durlng the 6-month period from January o June 1994 We
also had received 415 spontanecus reports on adverse drug reactions (ADRS) to
levafloxacin by the end of 1994 On the basis of these dala, we assessed oral
levofloxacin for safery in clinical usage.  Drug Use lovestigauon: A tetal of 38
AlRs were reporied 1n 40 of 2,552 patienis, representing an occurrence rate of 1.6%

lower than thut recorded in the stmilar Phase |V mal of ofiosacin (1.6%) carried
oul from |95 10 1990, The mast frequent ADRs were gastrointesunal system
disorders, liver system disorders, skin disorders, and nervous sysiem disorders, in
that order. Sponlansous Reporiing on ADRs: We received 415 spontaneous reports
on ADRs in aboul | year after the launch of levofloxacin. Skin disorders such as
rash were reported most frequently, accountng for 28% of the ol number
Several very rare but serious ADRs such as anaphylactic shock and convulsions
were seported for the first time as spontaneous repons. All ADRs reporied with
levafloxscin ware known (o be anribuiable to ofloxacin as well. Here, we will
present updated data on ADRs of levofloxacin

Masahiro Sawada, Ph.D. 16-13, Kita-Kasal |-Chome, Edogawa-ku,
Tokyo 134 Japan Tel: 3-5696-8094 Fax: 3-5696-8351
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2253 COMPARATIVE ACTIVITIES OF OFLOXACIN AND
CIPROFLOXACIN COMBINED WITH CEFTAZIDIME AND

PIPERACILLIN AGAINST PSEUDOMONAS AERUGINOSA. Michael E.

Kiepser, Kalpana B. Patel, David P. Nicolau, Richard Quintiliani and

Charles H, Nightingale®*, Hartford Hospital, Hartford, CT, USA,

Ay therugry, cprodl (CIP) is signifi Y Mmore selve AgRinst P, aeriginosa
C.PSA_J than ofloxacin (OFX), bowever, in clinical practice, these agents are generally
combimed with other anb-pseudomonal agents such as ceflandime (TAZ) or pip 1l
(PIP). Under these circumstances, it is uaknown whether or not CIP maintains jls
bactenicidal advantage. We enrolled |2 healthy volunteers in this randomized, sisady-
ale, BX-WEY Oros-(ver, open-Label, comparative trial Subjects received the following
regimens : |) OFX 400mg I'V every 12 hours (Q12), 2) CIP 400mg TV Q12, 3) OFX.
400mg 1V Q12 plus TAZ 1g 1V Q8, 4) CIP 400mg IV Q12 plus TAZ 11V Q8, 5)
OE'X403mgNQ'.JPMPIPqWQ%.II:I&)C!P‘{!)ngiVQleusPlP#gI\-’Qs
Blood samples were collected & specified times in ion with the third dose of the
antimucrobials, Serum bactericadal titers (SBTs) with subscquent caleulstion of the area
undder the hactericidal curve (AUBC) were determuined for three clinical isolates of PSA
CTP monotheragy demonstrated mupenor aoti-pseud | activity pared 10 OFX.
Combination of these agents with TAZ, however, yielded satistically comparable
sctivity profiles. When combined with PIP, reg luding CIP retained a superior
bactericidal advanilage compared to OFX/PIP. TAZ ing regimens displayed
gnificantly grester anti-pacud | activity than PIP-quinolone regimens. Although
CF exhibits supenor anti-preudomonal sclivity when used s monotberipy,
combinations of OFX or CIP wath TAZ yield equivalent sctivity profiles against PSA.

Charies H. Nightingale, Hartford Hospital, 80 Seymour St, Hartford,
Connecticut, USA. Phone: (203) 545.2855, FAX, (203) 545-5112

2255 COMPARATIVE CLINICAL STUDY OF AZITHROMYCIN WITH
TOSUFLOXACIN TOSILATE IN THE TREATMENT OF ACUTE

ODONTOGENIC INFECTIONS. Jiro Sasaki*, Akihiro Kaneko, Kazunarl

Karakida and Haruo Sakamoto, Department of Oral Surgery,
School of Medicine, Tokal University, Japan,

For the purpose of objectively assessing azilbrosycin CADD for (18 clinical
efficacy ane safety |n the treatment of scule odontogesic infections (periodonltitis

3 ttis af jaml. a double-blind randamised sulti-centre trial ms
¢ Led where toselioxacin tosiiatedTFLY) was used as the control drug. AZW sas
admnistered 4o 90 patients a1 once-da, |y S00ng dose for 3 days, while TFLY was given
Lo B0 patients at o I50wg t |4 dose for 7days  Taking into account the findings
of body \emperature, recness, swellings, Indurdtion, pain and the resulis of
tacteriological findings and clinfcal lab tests the drugs were evaluated uatll Day &
1) Tre climical efficacy rate was 87, [X O0485) in the AZM group, TA 3K (BE/B0) (n the
TFLX group with statistical significant ¢(fference between the two growps(p=0. 006,
2 The bacterigiogical elimination rate in the ADM group was B7.5X (3/40) and that in
he TFLY group, 85 ' (30/38); without significant difference.
1 Myerse reacties rate s L2 SE(11/B8) in the AZM grown and 5 BX(S/B0) |n the TRLX
group. Six of B8 cases (T.10) in the ADM group asd § of 85 cases (5890 In the THX
group found lsboralory abnormalities. However, elther for sdverse reactlons or for
laboratory abnareml!lies. difference of swlistical significence between the treatment
groups ms ool detected
&) Mverse reactlons found In AZW grocp (nclude disrched. anthem and nausea as well
as elevation in ecsinophile and GOT. eic. Nome of them were severe. and they all
disappeared In o short period of time.

Praf. Jiro Sasakl, Department of Oral Surgery School of Meditine. Toka
Unlversity, [sehera, Kizkgaws 250-11, Japan, Tel 0483-83-1121
Fay OAE3-@3-1153

2257 CLINICAL EVALUATION OF GREPAFLOXACIN (GPFX), A

QUINOLONE ANTIMICROBIAL DRUG, FOR ORAL USE IN
SURGICAL INFECTIONS. Nagao Shinagawa* (Group Chairman),

Nagoya City University Medical School, Nagoya, Japan; and GPFX

Surgery Study Group, Japan,

The clinical efficacy and safety of grepafloxacin (GPFX) was evaluated
in patients with surgical infections. GPFX was administered to 183
patients at a dose of 150-400 mg once or twice a day for 3-14 days,
Eight patients either were excluded or dropped out, The overall clinical
efficacy rate was 85.3% in 177 padents in whom clinical effects could
be evaluated. The clinical efficacy rates were especially high in patients
with periproctiis (93.8%) and in patients with cholecystitis or
cholangitis (94.7%), reflecting a profile of GPFX that indicates a high
rate of biliary excretion. Of 116 patients in which bacteria were
isolated before dosing, clinical and bacterial efficacy was observed in
95 patients (85.3%) and 83 patients (83.8%), respectively. With regard
to safety, slight and ransient adverse reactions, mainly consisting of a
bitter taste in the mouth, were observed in 7 of the 177 subjects. In
clinical laboratory tests, an abnormal change in s-GPT was observed in
one patient. The above results suggest that GPFX is highly useful for
the treatment of surgical infectnons.

Nagao Shinagawa, M.D,, 1st Department of Surgery, Nagoya City
University Medical School, 1 Kawasumi, Mizuho-ku, Nagoya 467,
Japan, Tel: 81-52-853-8225, Fax: 81-52-842-3906
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