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Preliminary Scan Report Oregon Evidence-based Practice Center

OBJECTIVE:

The purpose of this preliminary updated literature scan process is to provide the reader
with a preview of the volume and nature of new research that has emerged subsequent to the
previous full review process. Provision of the new research presented in this report is meant
only to assist with reader consideration of allocating resources toward a full update of this topic.
Comprehensive review, quality assessment and synthesis of evidence from the full publications
of the new research presented in this report would follow only under the condition that a full
update was commissioned. The literature search for this report focuses only on new randomized
controlled trials, and actions taken by the FDA or Health Canada since the last report. Other
important studies could exist.

Date of Last Update:
August 2006 (searches through 1% Quarter 2006)

Scope and Key Questions

The purpose of this review is to compare the benefits and harms of different macrolide
antibiotics used for treatment of specific infectious diseases. The Oregon Evidence-based
Practice Center wrote preliminary key questions, identifying the populations, interventions, and
outcomes of interest, and based on these, the eligibility criteria for studies. These were reviewed
and revised by representatives of the Washington state Medicaid agency, with input from the
public. These representatives are responsible for ensuring that the scope of the review reflects the
populations, drugs, and outcome measures of interest to both clinicians and patients.
Representatives of the Washington state Medicaid agency approved the following key questions
to guide this review:

1. For adults and children with community-acquired pneumonia, acute bacterial sinusitis,
acute exacerbations of chronic bronchitis, otitis media, pharyngitis, and Mycobacterium
Avium Complex, do macrolide antibiotics differ in efficacy?

2. For adults and children with community-acquired pneumonia, acute bacterial sinusitis,
acute exacerbations of chronic bronchitis, otitis media, pharyngitis, and Mycobacterium
Avium Complex, do macrolide antibiotics differ in safety or adverse events?

3. Are there subgroups of patients based on demographics (age, racial groups, gender), other
medications, or co-morbidities, or in pregnancy for which one macrolide is more
efficacious or associated with fewer adverse events?
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Inclusion Criteria

Populations
Adult patients and children (under age 18) in outpatient settings with the following diagnosis:

e Community-acquired pneumonia

Acute bacterial sinusitis

Acute exacerbations of chronic bronchitis
Otitis Media

Pharyngitis

Mycobacterium Avium Complex

Interventions

Generic Name Trade Name Forms

Azithromycin Zithromax, ZMAX Oral tablets and suspension
Erythromycin Ery-tab Oral tablets and suspension
Clarithromycin Biaxin, Biaxin XL Oral tablets and suspension

Efficacy Outcomes

Population Outcomes
Community-acquired pneumonia 1. Clinical cure rate (to be further
Acute bacterial sinusitis specified)
Acute exacerbations of chronic bronchitis 2. Bacteriological cure rate
Otitis Media 3. Percent switch to different
Pharyngitis antibiotic
Mycobacterium Avium Complex 4. Hospitalization rates
5. Mortality

Safety Outcomes
e Overall adverse effect reports
e Withdrawals due to adverse effects
e Serious adverse events reported
e Specific adverse events (nausea, vomiting, diarrhea, prolongation of QT interval, torsades
de pointes, ventricular arrhythmias)

Study Designs
1. For efficacy, controlled clinical trials and good-quality systematic reviews

2. For safety, controlled clinical trials, good-quality systematic reviews and observational
studies.

RESULTS
Overview

We identified 472 potentially relevant citations. Of those, there are 13 new potentially
relevant controlled clinical trials (Appendix A). A summary of these new trials is provided
below.
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Indication Head to Head Compared to another class | Other
Community Acquired Pneumonia | 2 3

Otitis Media 0 3 1*
Bronchitis 0 3

Pharyngitis or sinusitis 0 1

*comparing immediate and long acting clarithromycin

The direct comparison studies were of clarithromycin extended release vs azithromycin
microspheres in adults and clarithromycin versus erythromycin in children with community
acquired pneumonia. One study directly compared the older immediate release form of
clarithromycin to the extended release form in children and adolescents with various infectious
diseases, including pharynagitis, sinusitis and pneumonia. The other 10 studies made various
comparisons of a macrolide with antibiotics from other classes.

New Drugs

No new oral macrolides were approved since the original report was published.

New Indications

None noted.

New Safety Alerts

August 2006

E.E.S. (erythromycin ethylsuccinate); PCE Dispertab Tablets (erythromycin particles in tablets)

Elderly patients, particularly those with reduced renal or hepatic function, may
be at increased risk for developing erythromycin-induced hearing loss.

December 2007

Biaxin Filmtab (clarithromycin tablets, USP), Biaxin XL Filmtab (clarithromycin extended-
release tablets), Biaxin Granules (clarithromycin for oral suspension, USP)

Warnings:

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including Biaxin, and may range in severity from mild diarrhea to fatal
colitis. Treatment with antibacterial agents alters the normal flora of the colon leading to
overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin
producing strains of C. difficile cause increased morbidity and mortality, as these infections can
be refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in
all patients who present with diarrhea following antibiotic use. Careful medical history is
necessary since CDAD has been reported to occur over two months after the administration of
antibacterial agents.
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If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may
need to be discontinued. Appropriate fluid and electrolyte management, protein supplementation,
antibiotic treatment of C. difficile, and surgical evaluation should be instituted as clinically
indicated.

January 2008
E.E.S. (erythromycin ethylsuccinate):
Warnings:

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including Ery-Ped, and may range in severity from mild diarrhea to fatal
colitis. Treatment with antibacterial agents alters the normal flora of the colon leading to
overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin
producing strains of C. difficile cause increased morbidity and mortality, as these infections can
be refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in
all patients who present with diarrhea following antibiotic use. Careful medical history is
necessary since CDAD has been reported to occur over two months after the administration of
antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile
may need to be discontinued. Appropriate fluid and electrolyte management, protein
supplementation, antibiotic treatment of C. difficile, and surgical evaluation should be
instituted as clinically indicated.

February 2008

Eryc (erythromycin delayed-release capsules, USP), Erythrocin Lactobionate (erythromycin
lactobionate), Injection, Powder, Lyophilized, For Solution

For I.VV. Use Only

[same warnings and precautions as issued in Jan 2008 for E.E..S.]
Warnings:

Clostridium difficile

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including erythromycin, and may range in severity from mild diarrhea to
fatal colitis. Treatment with antibacterial agents alters the normal flora of the colon leading to
overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin
producing strains of C. difficile cause increased morbidity and mortality, as these infections can
be refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in
all patients who present with diarrhea following antibiotic use. Careful medical history is
necessary since CDAD has been reported to occur over two months after the administration of
antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may
need to be discontinued. Appropriate fluid and electrolyte management, protein supplementation,
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antibiotic treatment of C. difficile, and surgical evaluation should be instituted as clinically
indicated.

May 2008

E.E.S. (erythromycin ethylsuccinate), Ery-Ped (erythromycin ethylsuccinate, USP), PCE
(erythromycin particles in tablets) Dispertabs Tablets

Precautions: Exacerbation of symptoms of myasthenia gravis and new onset of symptoms of
myasthenic syndrome has been reported in patients receiving erythromycin therapy.
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APPENDIX A
Update 1 Literature Scan Results: Trials

Community Acquired Pneumonia
Head to Head

Drehobl, M.A., et al., Single-dose azithromycin microspheres vs clarithromycin extended release
for the treatment of mild-to-moderate community-acquired pneumonia in adults. Chest, 2005.
128(4): p. 2230-7.

BACKGROUND: Community-acquired pneumonia (CAP) is a major cause of morbidity and
mortality worldwide. The inability or failure of many subjects to adhere to standard antibiotic
regimens, which may last up to 10 days, results in suboptimal antibiotic treatment. Treatment
with a single-dose antibiotic regimen may improve compliance with prescribed therapy. A novel
microsphere formulation of azithromycin provides a single-dose regimen while maintaining
tolerability. STUDY OBJECTIVE: To compare the efficacy and safety of a single 2.0-g dose of
azithromycin microspheres to that of an extended-release formulation of clarithromycin (1.0 g/d
for 7 days) for the treatment of adults with mild-to-moderate CAP. DESIGN: A phase IlI,
multinational, multicenter, randomized, double-blind, double-dummy study, comparing single-
dose azithromycin microspheres to extended-release clarithromycin, both administered orally.
METHODS: Subjects with mild-to-moderate CAP (Fine class I and Il) were included. The
primary end point was clinical response at the test-of-cure (TOC) visit (days 14 to 21) in the
clinical per protocol (CPP) population. The bacteriologic response at the TOC visit was assessed
in subjects with a baseline pathogen. RESULTS: A total of 501 subjects were randomized, and
499 were treated. Clinical cure rates at the TOC visit in the CPP population were 92.6% (187 of
202 subjects) for azithromycin microspheres and 94.7% (198 of 209 subjects) for extended-
release clarithromycin. Overall pathogen eradication rates were 91.8% (123 of 134 subjects) for
azithromycin microspheres and 90.5% (153 of 169 subjects) for extended-release clarithromycin.
Both agents were well tolerated. The incidence of treatment-related adverse events was 26.3%
with azithromycin microspheres and 24.6% with extended-release clarithromycin. Most adverse
events were mild to moderate in severity. CONCLUSION: A single 2.0-g dose of azithromycin
microspheres was as effective and well tolerated as a 7-day course of extended-release
clarithromycin in the treatment of adults with mild-to-moderate CAP.

Lee, P.-1., et al., An open, randomized, comparative study of clarithromycin and erythromycin in
the treatment of children with community-acquired pneumonia. Journal of Microbiology,
Immunology & Infection, 2008. 41(1): p. 54-61.

BACKGROUND AND PURPOSE: This study aimed to evaluate the efficacy and safety of
clarithromycin and erythromycin in the treatment of community-acquired pneumonia in children.
METHODS: Children with community-acquired pneumonia were randomly assigned to receive
10-day regimens of either clarithromycin 15 mg/kg/day, twice a day, or erythromycin 30-50
mg/kg/day, four times daily. RESULTS: A total of 97 children entered this study, including 26
with Mycoplasma pneumoniae infection, 15 with Chlamydia pneumoniae infection, and 6 with
mixed mycoplasma and chlamydia infections. Fifty and 47 children received clarithromycin and
erythromycin treatment, respectively. Three children withdrew from the study because the
identified pathogens were resistant to the study drugs. All 47 children with mycoplasma or
chlamydia infection were cured clinically. Delayed defervescence, defined as a fever lasting for
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more than 72 h after treatment, was observed in 4 of 22 clarithromycin-treated children (18%)
and in 3 of 15 erythromycin-treated children (20%) [p>0.05]. Gastrointestinal side effects,
including vomiting, abdominal pain and diarrhea, were observed in 3 of 50 children (6%)
receiving clarithromycin and in 11 of 49 children (22%) receiving erythromycin (p=0.039).
Excluding children with abnormal pretreatment liver function, abnormal liver function after
treatment was observed in only one child, treated with erythromycin. Post-treatment eosinophil
and platelet counts were significantly elevated after treatment in both groups. CONCLUSIONS:
Clarithromycin showed efficacy equivalent to erythromycin for the treatment of mycoplasma or
chlamydia pneumonia in children. However, the tolerability of clarithromycin was superior to
that of erythromycin.

Active-controlled

Dean, N.C., et al., Comparing gatifloxacin and clarithromycin in pneumonia symptom resolution
and process of care. Antimicrobial Agents & Chemotherapy, 2006. 50(4): p. 1164-9.

In looking for outcome differences beyond rates of cure, we prospectively compared the
symptom resolution, side effects, and processes of care between the use of clarithromycin and
gatifloxacin for the treatment of radiographically confirmed community-acquired pneumonia.
We conducted a multicenter, randomized, open-label study comparing gatifloxacin monotherapy
to clarithromycin alone or combined with ceftriaxone for patients with multiple risk factors. We
measured the return to usual activities and symptoms over seven interviews ending 42 days after
randomization. Admission and hospital discharge decision support were provided to treating
physicians. We enrolled 266 patients over the age of 18 years between September 2000 and June
2003. The groups were similar in age and gender, with a mean age of 53.5+/-19.4 years, and
were 54% female. Patient severity as determined by the number of risk factors and the
Pneumonia Severity Index was similar between groups; 95% of the patients were low risk. A
total of 91% of patients completed at least five of seven symptom interviews. In the
clarithromycin study arm, 64% received concomitant therapy with ceftriaxone. We found no
significant difference in return to usual activities, pneumonia-specific symptom scores, and 12-
item short-form health survey scores. Individual symptom scores were similar except for bad
taste and injection site soreness, which were higher in clarithromycin patients. The rates of
hospital admission and length of stay were similar. The cost of antibiotic was higher in the
clarithromycin group: $257 versus $110 for gatifloxacin. We found that gatifloxacin
monotherapy is similar to clarithromycin given with or without ceftriaxone for the treatment of
community-acquired pneumonia, except that antibiotic cost, bad taste, and injection site soreness
favor the use of gatifloxacin.

D'Ignazio, J., et al., Novel, single-dose microsphere formulation of azithromycin versus 7-day
levofloxacin therapy for treatment of mild to moderate community-acquired Pneumonia in
adults. Antimicrobial Agents & Chemotherapy, 2005. 49(10): p. 4035-41.

This randomized, double-blind, noninferiority study was designed to demonstrate that a single
2.0-g oral dose of a novel microsphere formulation of azithromycin was at least as effective as 7
days of levofloxacin, 500 mg/day, in the treatment of adult patients with mild to moderate
community-acquired pneumonia (Fine classes I, 11, and I1). In total, 427 subjects were randomly
assigned to receive either a single 2.0-g dose of azithromycin microspheres (n = 213) or a 7-day
regimen of levofloxacin (n = 214). At baseline, 219 of 423 (51.8%) treated subjects had at least
one pathogen identified by culture, PCR, or serology. The primary end point was the clinical
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response (cure or failure) in the "clinical per protocol” population at test of cure (days 13 to 24).
Clinical cure rates were 89.7% (156 of 174) for azithromycin microspheres and 93.7% (177 of
189) for levofloxacin (treatment difference, -4.0%; 95% confidence interval, -9.7%, 1.7%).
Bacteriologic success at test of cure in the "bacteriologic per protocol” population was 90.7% (97
of 107) for azithromycin microspheres and 92.3% (120 of 130) for levofloxacin (treatment
difference, -1.7%; 95% confidence interval, -8.8%, 5.5%). Both treatment regimens were well
tolerated; the incidence of treatment-related adverse events was 19.9% and 12.3% for
azithromycin and levofloxacin, respectively. A single 2.0-g dose of azithromycin microspheres
was at least as effective as a 7-day course of levofloxacin in the treatment of mild to moderate
community-acquired pneumonia in adult outpatients.

Paris, R., et al., Efficacy and safety of azithromycin 1 g once daily for 3 days in the treatment of
community-acquired pneumonia: an open-label randomised comparison with amoxicillin-
clavulanate 875/125 mg twice daily for 7 days. Journal of Chemotherapy, 2008. 20(1): p. 77-86.
This randomised, open-label, non-inferiority study was designed to demonstrate that a 3-day
course of oral azithromycin 1 g once daily was at least as effective as a standard 7-day course of
oral amoxicillin-clavulanate 875/125 mg twice daily in the treatment of outpatients with
community-acquired pneumonia (Fine class I and I1). In total, 267 patients with clinically and
radiologically confirmed community-acquired pneumonia were randomly assigned to receive
either the azithromycin (n=136) or the amoxicillin-clavulanate (n=131) regimen. At screening,
60/136 (58.8%) and 61/131 (62.9%) respectively had at least one pathogen identified by sputum
culture, PCR, or serology. The primary endpoint was the clinical response in the intent-to-treat
population at the end of therapy (day 8 to 12). Clinical success rates were 126/136 (92.6%) for
azithromycin and 122/131 (93.1%) for amoxicillin-clavulanate (treatment difference: - 0.48%;
95% confidence interval: - 5.66%; 4.69%). Clinical and radiological success rates at follow-up
(day 22-26) were consistent with the end of therapy results, no patient reporting clinical relapse.
Bacteriological success rates at the end of therapy were 32/35 (91.4%) for azithromycin and
30/33 (90.9%) for amoxicillin-clavulanate (treatment difference: 0.52%; 95% confidence interval
- 10.81%; 11.85%). Both treatment regimens were well tolerated: the overall incidence of
adverse events was 34/136 (25.0%) for azithromycin and 22/132 (16.7%) for amoxicillin-
clavulanate. In both treatment groups, the most commonly reported events were gastrointestinal
symptoms. Azithromycin 1g once daily for 3 days is at least as effective as amoxicillin-
clavulanate 875/125 mg twice daily for 7 days in the treatment of adult patients with community-
acquired pneumonia.

Otitis Media
Active controlled

Biner, B., et al., The comparison of single-dose ceftriaxone, five-day azithromycin, and ten-day
amoxicillin/clavulanate for the treatment of children with acute otitis media. Turkish Journal of
Pediatrics, 2007. 49(4): p. 390-6.

The aim of the study was to evaluate the efficacy of short-course antimicrobial therapies [single
intramuscular dose of ceftriaxone (50 mg/kg, not exceeding 1 g), 5 days of azithromycin (10
mg/kg on day 1, then 5 mg/kg daily on days 2-5) and the traditional 10-day course of
amoxicillin/clavulanate (90/6.4 mg/kg/day in 2 doses)] in children with acute otitis media
(AOM). The study was conducted as a prospective, comparative, open randomized trial between
February 2001 and April 2003, and 104 children were enrolled, with a mean age of 3.8 (2.3)
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years. The clinical and otoscopic assessments of the children were made on days 0, 3, 11 and 30
after admission, and tympanometry was performed on day 30. The patients were diagnosed and
followed with a scoring system. Clinical success was achieved in 29/34 patients (85.3%) in the
ceftriaxone group, 27/31 patients (87.1%) in the azithromycin group and 34/39 children (87.2%)
in the amoxicillin/clavulanate group. The rate of persistence of middle-ear fluid did not differ
between the three groups (p>0.05). During the one-month period, no recurrent case was
observed. The most common drug-related adverse effects were associated with the
gastrointestinal system. In conclusion, for the treatment of children with AOM, the clinical
success of single-dose intramuscular ceftriaxone and of five-day azithromycin treatments was
comparable to that of the traditional 10-day therapy with high-dose amoxicillin/clavulanate.

Block, S.L., et al., A comparison of 5 days of therapy with cefdinir or azithromycin in children
with acute otitis media: a multicenter, prospective, single-blind study. Clinical Therapeutics,
2005. 27(6): p. 786-94.

BACKGROUND: Short-course therapy for acute otitis media (AOM) improves adherence and
may reduce secondary bacterial resistance. METHODS: In this multicenter, prospective,
investigator-blinded study, patients between the ages of 6 months and 6 years with a clinical
diagnosis of AOM were randomized to receive cefdinir oral suspension 7 mg/kg g12h for 5 days
or azithromycin oral suspension 10 mg/kg once daily on day 1 and 5 mg/kg once daily on days 2
through 5. Clinical response was assessed at the end-of-therapy (EOT) visit (days 7-9) and the
follow-up visit (days 20-25). RESULTS: Three hundred fifty-seven patients were enrolled in the
study. The treatment groups were similar at baseline with respect to demographic characteristics
(mean [SD] age, 3.0 [1.7] years; 55% male), incidence of bilateral AOM (45%), and presenting
signs and symptoms. The majority of evaluable children (77%) had previously received
conjugated heptavalent pneumococcal vaccine (PCV7) against Streptococcus pneumoniae. At the
EOT visit, clinical cure rates were comparable for cefdinir and azithromycin (87% [151/174] and
85% [149/176], respectively; 95% CI, -5.5 to 9.8). In addition, clinical cure rates at the EOT visit
in the children who had been vaccinated with PCV7 were comparable between cefdinir and
azithromycin (86% vs 83%; 95% ClI, -6.5 to 11.8). No significant difference in clinical cure rates
was observed at the follow-up visit (76% and 86%; 95% CI, -18.9 to 0.0). Parental satisfaction
was similar between treatment groups with regard to ease of use, taste, compliance, health care
resource utilization, and missed days of work and day-care. Both antibiotics were well tolerated:;
diarrhea and abnormal stools were the most common antibiotic-related adverse events (< or =
7% each). CONCLUSIONS: Short courses (5 days) of therapy with cefdinir or azithromycin
were comparable in these children with AOM based on clinical end points, parental preferences,
and health care utilization.

Guven, M., et al., Bacterial etiology of acute otitis media and clinical efficacy of amoxicillin-
clavulanate versus azithromycin. International Journal of Pediatric Otorhinolaryngology, 2006.
70(5): p. 915-23.

BACKGROUNDS: Acute otitis media (AOM) is one of the most common acute bacterial
infection in childhood and also the most frequent reason for outpatient antibiotic therapy. Little
recent information about susceptibility patterns of AOM bacterial pathogens in Turkish children
has been reported. OBJECTIVE: To determine the bacterial etiology of acute otitis media in
children and to compare the efficiency of 3 days course of azithromycin with a 10 days course of
amoxicillin-clavulanate. METHODS: This prospective, single blind, randomised comparative
study was carried out in 180 children with AOM. Paracentesis was performed for middle ear
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fluid culture before the first dose antibiotic therapy. Children with acute otitis media were
randomised to receive either low dose amoxicillin-clavulanate (45/6.4 mg/kg/day in two divided
doses for 10 days) or low dose azithromycin (10mg/kg/day for 3 days). Clinical response was
assessed on days 2-4, 11-13, 26-28. RESULTS: Bacterial pathogens were isolated from 108
(60%) of 180 children. Streptococcus pneumoniae was the most common isolated pathogen
(39.7%), followed by Haemophilus influenzae (20.7%), Moraxella catarrhalis (15.5%),
Staphylococcus aureus (13.8%), Group A beta-hemolytic streptococcus (5.1%), Escherichia coli
(3.4%) and Enterococcus faecalis (1.7%). This study demonstrated low resistance rates compared
to studies of different countries. Although clinical response rates were better in patients treated
with amoxicillin-clavulanate, this was not statistically significant [86.6% (78 of 90)] versus
[95.2% (80 of 84)]. Success rates of amoxicillin-clavulanate were high for both S. pneumoniae
and H. influenzae. Difference between success rates was not statistically significant (P=0.144
and 0.352). CONCLUSIONS: Bacteria were isolated in 60% of AOM cases. The clinical
efficiency of amoxicillin-clavulanate was found to be equal compared to azithromycin in
children with acute otitis media.

Bronchitis
Active Controlled

Fogarty, C., et al., Five-day telithromycin once daily is as effective as 10-day clarithromycin
twice daily for the treatment of acute exacerbations of chronic bronchitis and is associated with
reduced health-care resource utilization. Chest, 2005. 128(4): p. 1980-8.

STUDY OBJECTIVES: To demonstrate equivalence in the clinical efficacy of telithromycin vs
clarithromycin treatment of outpatients with acute exacerbations of chronic bronchitis (AECB),
and to compare the tolerability and respiratory-related health-care resource utilization associated
with these treatment regimens. DESIGN AND PATIENTS: A randomized, double-blind,
multicenter, clinical study was conducted at 105 centers in 14 countries. Adult outpatients (age >
or = 30 years) received oral telithromycin, 800 mg qd for 5 days (n = 270), or oral
clarithromycin, 500 mg bid for 10 days (n = 282), for the treatment of AECB. Clinical and
bacteriologic outcomes were assessed at the posttherapy/test-of-cure (TOC) visit (days 17 to 24;
per-protocol population). Health-care resource utilization data were collected for each patient by
investigators blinded to study medication up to the late posttherapy visit (days 31 to 36).
RESULTS: Clinical cure rates at the posttherapy/TOC visit were comparable between the groups
(telithromycin, 193 of 225 patients [85.8%]; clarithromycin, 206 of 231 patients [89.2%]);
bacteriologic outcome was satisfactory for 59 of 72 telithromycin-treated patients (81.9%) vs 63
of 76 clarithromycin-treated patients (82.9%). Health-care resource utilization assessed up to the
late posttherapy visit was lower in the telithromycin treatment group than the clarithromycin
treatment group, with significantly fewer hospitalizations for respiratory-related causes (one
hospitalization vs eight hospitalizations for a total of 4 inpatient days vs 39 inpatient days,
respectively), significantly fewer AECB-related emergency department visits (0 vs 8), and fewer
unscheduled outpatient visits (11 vs 18). Fewer telithromycin-treated patients reported days lost
from work (21 of 91 patients [23.1%]; 133 days) compared with those receiving clarithromycin
(30 of 98 patients [30.6%]; 141 days). Telithromycin was well tolerated; adverse events
considered possibly related to study medication were reported by 61 of 269 patients (22.7%) and
100 of 280 patients (35.7%) receiving telithromycin and clarithromycin, respectively.
CONCLUSIONS: In this study, 5-day telithromycin treatment was as effective and well tolerated
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as 10-day clarithromycin treatment for patients with AECB, and was associated with a reduced
utilization of health-care resources.

Martinez, F.J., et al., Patient stratification in the management of acute bacterial exacerbation of
chronic bronchitis: the role of levofloxacin 750 mg. European Respiratory Journal, 2005. 25(6):
p. 1001-10.

This is the first prospective clinical trial in which patients with acute bacterial exacerbation of
chronic bronchitis have been stratified by degree of underlying illness. Uncomplicated patients
were randomised to levofloxacin 750 mg once daily (g.d.) for 3 days or azithromycin g.d. for 5
days. Complicated patients were randomised to levofloxacin 750 mg g.d. for 5 days or
amoxicillin 875 mg/clavulanate 125 mg twice daily for 10 days. Regardless of therapy,
complicated patients demonstrated lower clinical and microbiological success than
uncomplicated patients. Clinical success for clinically evaluable patients was similar for
levofloxacin and azithromycin (93.0 versus 90.1%, respectively), and levofloxacin and
amoxicillin/clavulanate (79.2 versus 81.7%, respectively). For microbiologically evaluable
patients, clinical response to levofloxacin for 3 days was superior to azithromycin for 5 days
(96.3 versus 87.4%, respectively), and levofloxacin for 5 days was similar to
amoxicillin/clavulanate for 10 days (81.4 versus 80.9%, respectively). Microbiological
eradication was superior for levofloxacin for 3 days compared with azithromycin for 5 days
(93.8 versus 82.8%, respectively), and similar for levofloxacin and amoxicillin/clavulanate for
10 days (81.4 versus 79.8%, respectively). In conclusion, levofloxacin 750 mg for 3 days was
comparable to azithromycin for 5 days for uncomplicated patients with acute bacterial
exacerbation of chronic bronchitis, while 5 days of 750 mg levofloxacin was comparable to 10
days of amoxicillin/clavulanate for complicated acute bacterial exacerbation of chronic
bronchitis.

Zervos, M., et al., Efficacy and safety of 3-day azithromycin versus 5-day moxifloxacin for the
treatment of acute bacterial exacerbations of chronic bronchitis. International Journal of
Antimicrobial Agents, 2007. 29(1): p. 56-61.

Antibiotic therapy is of clinical benefit in certain patients with acute exacerbations of chronic
bronchitis (AECB). In this randomised, investigator-blinded, multicentre trial, azithromycin
(500mg once a day (qd) for 3 days) was compared with moxifloxacin (400mg qd for 5 days) for
the treatment of outpatients with AECB (forced expiratory volume in 1s (FEV(1)) >35%). Of
342 patients randomised to either treatment, 169 received azithromycin and 173 received
moxifloxacin. The mean age in the azithromycin and moxifloxacin groups was 56.4 years and
55.5 years, respectively. In the intent-to-treat analysis, clinical success rates for azithromycin and
moxifloxacin were comparable at Days 10-12 (90% versus 90%, respectively) and Days 22-26
(81% versus 82%, respectively). Among patients who were culture-positive at baseline for
Streptococcus pneumoniae, Haemophilus influenzae, Moraxella catarrhalis or Haemophilus
parainfluenzae, clinical efficacy for azithromycin versus moxifloxacin at Days 10-12 was 93%
versus 84%, respectively, and at Days 22-26 it was 89% versus 73%, respectively. The incidence
of at least one treatment-related adverse event (AE) in the azithromycin and moxifloxacin groups
was 18.3% and 19.1%, respectively. The most common AEs were diarrhoea, nausea, abdominal
pain and vaginitis. Most treatment-related AEs were of mild or moderate severity, with no
serious treatment-related AEs. One subject in the moxifloxacin group discontinued treatment
owing to a treatment-related AE (precordial pain and dry throat). Compliance with both regimens
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was >90%. Three-day azithromycin and 5-day moxifloxacin demonstrate comparable efficacy
and safety for the treatment of AECB in outpatients.

Pharyngitis and/or Sinusitis

Active controlled or other

Block, S.L., Comparative tolerability, safety and efficacy of tablet formulations of twice-daily
clarithromycin 250 mg versus once-daily extended-release clarithromycin 500 mg in pediatric
and adolescent patients. Clinical Pediatrics, 2006. 45(7): p. 641-8.

Clarithromycin is widely used to treat respiratory tract and superficial skin infections in pediatric
and adult populations. Using clinical endpoints and 7-day therapy, we compared the efficacy of
clarithromycin 250 mg tablets given twice daily versus clarithromycin 500 mg extendedrelease
tablets given once daily in ambulatory children and adolescents 6 to 16 years old. Of the 199
evaluable patients, 124 were infected with group A streptococcal pharyngitis, 39 with sinusitis,
21 with ambulatory pneumonia, and 15 with superficial skin infections. The overall cure rate
exceeded 90% for each treatment group. Discontinuation rates and adverse events were 4.5% and
24.6%, respectively.

Murray, J.J., et al., Efficacy and safety of a novel, single-dose azithromycin microsphere
formulation versus 10 days of levofloxacin for the treatment of acute bacterial sinusitis in
adults.[see comment]. Otolaryngology - Head & Neck Surgery, 2005. 133(2): p. 194-200.
OBJECTIVE: To compare the efficacy and safety of a single 2.0-g dose of a novel azithromycin
microsphere formulation with that of 10 days of levofloxacin, 500 mg/d, when used to treat
adults with uncomplicated acute bacterial maxillary sinusitis (ABS). STUDY DESIGN AND
SETTING: An international, multicenter, randomized, double-blind, double-dummy trial.
Eligible outpatients > or =18 years of age with clinical and radiographic evidence of ABS
underwent maxillary sinus aspiration before randomization. Primary endpoint was clinical
efficacy at the test-of-cure visit (day 17-24). RESULTS: Clinical success rates were 94.5%
(242/256) in azithromycin-microspheres-treated patients and 92.8% (233/251) in the
levofloxacin group. In patients with documented Streptococcus pneumoniae, Haemophilus
influenzae, or Moraxella catarrhalis, clinical cure rates were 97.3% (36/37), 96.3% (26/27), and
100% (8/8), respectively, for the azithromycin group and 92.3% (36/39), 100% (30/30), and
90.9% (10/11), respectively, for the levofloxacin group. CONCLUSIONS: Single-dose
azithromycin microspheres provided clinical and bacteriologic efficacy and safety comparable to
10 days of levofloxacin. SIGNIFICANCE: A novel microsphere formulation of azithromycin
given as a single dose was safe and effective for the treatment of ABS.
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