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Norovirus Locates Katrina Evacuees
An outbreak of norovirus occurred from
Sept. 2-12, 2005, among evacuees from
Hurricane Katrina who were temporarily
sheltered at Reliant Park, a recreation and
convention complex in Houston.

During this period, approximately 6,500
of an estimated 24,000 evacuees visited the
Reliant Park medical clinic, and 1,169
(18%) reported symptoms of acute gas-
troenteritis; one-quarter were under 18
years. The peak occurred on Sept. 5, when
211 people reported acute GI symptoms.

During peak days of the outbreak, ap-
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proximately 40% of pediatric visits and
21% of adult visits to the clinic were re-
lated to acute gastroenteritis, according to
a report from the Centers for Disease
Control and Prevention in Atlanta
(MMWR 2005;54:1016-8).

Samples from 44 patients were tested,
and 22 (50%) of these yielded norovirus.

Overall, 511 (44%) of those who report-
ed acute symptoms had diarrhea only,
while 342 (29%) reported vomiting, and 316
(27%) reported both vomiting and diarrhea.

Local health authorities implemented
preventive measures at the start of the out-
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break. Despite this, the outbreak continued
for at least a week but subsided before the
evacuees left the temporary facility.

HPV Transmits Nonsexually
Anogenital warts in children with human
papillomavirus were less predictive of sex-
ual abuse with decreasing age, based on a
review of 124 children younger than 13
years with anogenital and respiratory tract
human papilloma virus (HPV) infections,
said Kelly A. Sinclair, M.D., formerly of
Wake Forest University, Winston-Salem,
N.C., and her colleagues.

Of these, 55 children with anogenital
warts were evaluated at a childhood sex-
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BRIEF SUMMARY

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Zmax™ and other antibacterial

drugs, Zmax should be used only to treat infections that are proven or strongly suspected to be caused by bacteria.
INDICATIONS AND USAGE

Zmax is indicated for the treatment of patients with mild-to-moderate infections caused by susceptible strains of

the designated microorganisms in the specific conditions listed below. (Please see DOSAGE AND

ADMINISTRATION for specific dosing recommendations.)

Adults:

Acute bacterial sinusitis due to H philus infl , Mora catarrhalis, or Streptococcus
pneumoniae.

C i quired p ia due to Chlamydophila p jae, ilus i , M)
p jae, or Str in patients appropriate for ora\ therapy.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Zmax and other
antibacterial drugs, Zmax should be used only to treat infections that are proven or strongly suspected to be caused
by susceptible bacteria. When culture and susceptibility information are available, they should be considered in
selecting or modifying antibacterial therapy. In the absence of such data, local epidemiology and susceptibility
patterns may contribute to the empiric selection of therapy.

Appropriate culture and susceptibility tests should be performed before treatment to determine the causative
organism and its susceptibility to Zmax. Therapy with Zmax may be initiated before results of these tests are known;
once the results become available, antimicrobial therapy should be adjusted accordingly.

CONTRAINDICATIONS
Zmax is contraindicated in patients with known hypersensitivity to azithromycin, erythromycin, or any macrolide or
ketolide antibiotic.
WARNINGS

Serious allergic reactions, including angioedema, anaphylaxis, and dermatologic reactions including Stevens-
Johnson syndrome, and toxic epidermal necrolysis have been reported rarely in patients on azithromycin therapy
using other formulations. Although rare, fatalities have been reported. (See CONTRAINDICATIONS.) Despite
initially successful symptomatic treatment of the allergic symptoms, when symptomatic therapy was discontinued,
the allergic symptoms d soon tt fter in some pati without further azithromycin exposure.
These patients required prolonged periods of observation and symptomatic treatment. The relationship of these
episodes to the long tissue half-life of azithromycin and subsequent prolonged exposure to antigen has not been
determined.

If an allergic reaction occurs, appropriate therapy should be instituted. Physicians should be aware that
reappearance of the allergic symptoms may occur when symptomatic therapy is discontinued

Pseudomembranous colitis has been reported with nearly all antibacterial agems and may range in
severity from mild to I|fe-lhreatemng Therefore, it |s important to ider this d inp
who present with diarrh to the admi ion of antibacterial agents.

Treatment with antibacterial agents alters the normal flora of the colon and may permit overgrowth of clostridia.
Studies indicate that a toxin produced by Clostridium difficile is a primary cause of “antibiotic-associated colitis.”

After the diagnosis of pseudomembranous colitis has been established, therapeutic measures should be initiated.
Mild cases of pseudomembranous colitis usually respond to discontinuation of the drug alone. In moderate to severe
cases, consideration should be given to management with fluids and electrolytes, protein supplementation, and
treatment with an antibacterial drug clinically effective against Clostridium difficile colitis.

PRECAUTIONS
General: Because azithromycin is principally excreted via the liver, caution should be exercised when azithromycin
is administered to patients with impaired hepatic function. Due to the limited data in subjects with GFR <10 mL/min,
caution should be exercised when prescribing azithromycin in these patients.

Prolonged cardiac repolamzatlon and QT interval, imparting a risk of developing cardiac arrhythmia and torsades
de pointes, have been seen in treatment with other macrolides. A similar effect with azithromycin cannot be
completely ruled out in patients at increased risk for prolonged cardiac repolarization.

Prescribing Zmax in the absence of a proven or strongly suspected bacterial infection is unlikely to provide
benefit to the patient and increases the risk of the development of drug-resistant bacteria.

Information for Patients: Patients should be instructed to take Zmax on an empty stomach (at least 1 hour before
or 2 hours following a meal).

The patient should be instructed to contact a physician immediately if any signs of an allergic reaction occur.

Patients who vomit within the first hour should contact their health care provider about further treatment

Keep bottle tightly closed. Store at room temperature. Use within 12 hours of constitution. Shake bottle well
before use. The entire contents of the bottle should be consumed.

Patients should be advised that Zmax may be taken without regard to antacids containing magnesium hydroxide
and/or aluminum hydroxide.

Patients should be counseled that antibacterial drugs including Zmax should only be used to treat bacterial

infections. They do not treat viral infections (eg, the common cold). Not taking the complete prescribed dose may
(1) decrease the effectiveness of the immediate treatment and (2) increase the likelihood that bacteria will develop
resistance and will not be treatable by Zmax or other antibacterial drugs in the future.
Drug Interactions: Co-administration of nelfinavir at steady-state with a single dose of azithromycin (2 x 600 mg tablets)
results in increased azithromycin serum concentrations. Although a dose adjustment of azithromycin is not recommended
when administered in combination with nelfinavir, close monitoring for known side effects of azithromycin, such as liver
enzyme abnormalities and hearing impairment, is warranted. (See ADVERSE REACTIONS.)

Azithromycin did not affect the prothrombin time response to a single dose of warfarin. However, prudent
medical practice dictates careful monitoring of prothrombin time in all patients treated with azithromycin and
warfarin concomitantly. Concurrent use of macrolides and warfarin in clinical practice has been associated with
increased anticoagulant effects.

Drug interaction studies were performed with azithromycin and other drugs likely to be co-administered. When
used in therapeutic doses, azithromycin had a modest effect on the pharmacokinetics of atorvastatin, carbamazepine,
cetirizine, didanosine, efavirenz, fluconazole, indinavir, midazolam, rifabutin, sildenafil, theophylline (intravenous and
oral), triazolam, trimethoprim/sulfamethoxazole, or zidovudine. Co-administration with efavirenz or fluconazole had a
modest effect on the pharmacokinetics of azithromycin. No dosage adjustment of either drug is recommended when
azithromycin is co-administered with any of the above agents.

Interactions with the drugs listed below have not been reported in clinical trials with azithromycin; however, no
specific drug interaction studies have been performed to evaluate potential drug-drug interaction. Nonetheless, they
have been observed with macrolide products. Until further data are developed regarding drug interactions when
azithromycin and these drugs are used concomitantly, careful monitoring of patients is advised:

Digoxin—elevated digoxin concentrations

Ergotamine or dihydroergotamine—acute ergot toxicity characterized by severe peripheral vasospasm and

dysesthesia

Cyclosporine, hexabarbital, and phenytoin concentrations
Laboratory Test Interactions: There are no reported laboratory test interactions.
Repeat T Studies the use of | courses of Zmax have not been conducted.

M is, | of Fertility: Long-term studies in animals have not been performed

to evaluate carcinogenic potential. Aznhromycm has shown no mutagenic potential in standard laboratory tests:
mouse lymphoma assay, human lymphocyte clastogenic assay, and mouse bone marrow clastogenic assay. No
evidence of impaired fertility due to azithromycin was found in rats given daily doses up to 10 mg/kg (approximately
0.05 times the single 2.0 g oral adult human dose on a mg/m? basis).
Pregnancy: Teratogenic Effects. Pregnancy Category B: Reproduction studies have been performed in rats and mice
at doses up to moderately maternally toxic dose concentrations (ie, 200 mg/kg/day). These daily doses in rats and
mice, based on mg/m?, are estimated to be approximately equivalent to one or one-half of, respectively, the single
adult oral dose of 2.0 g. In the animal studies, no evidence of harm to the fetus due to azithromycin was found. There
are, however, no adequate and well-controlled studies in pregnant women. Because animal reproduction studies are
not always predictive of human response, azithromycin should be used during pregnancy only if clearly needed.

Nursing Mothers: It is not known whether azithromycin is excreted in human milk. Because many drugs are
excreted in human milk, caution should be exercised when azithromycin is administered to a nursing woman.
Geriatric Use: Data collected from the azithromycin capsule and tablet formulations indicate that a dosage
adjustment does not appear to be necessary for older patients with normal renal function (for their age) and hepatic
function receiving treatment with Zmax.

In clinical trials of Zmax, 16.6% of subjects were at least 65 years of age (214/1292) and 4.6% of subjects
(59/1292) were at least 75 years of age. No overall differences in safety or effectiveness were observed between
these subjects and younger subjects.

Zmax 2.0 g oral suspension contains 148 mg of sodium.
ADVERSE REACTIONS

In controlled Phase 3 clinical trials with Zmax, the majority of the reported treatment-related adverse reactions were
gastrointestinal in nature and mild to moderate in severity.

Overall, the most common treatment-related adverse reactions in adult subjects receiving a single 2.0 g dose of
Zmax were diarrhea/loose stools (11.6%), nausea (3.9%), abdominal pain (2.7%), headache (1.3%), and vomiting
(1.1%). The incidence of treatment-related gastrointestinal adverse reactions was 17.2% for Zmax and 9.7% for
pooled comparators.

No other treatment-related adverse events occurred in subjects on Zmax with a frequency of >1%

Treatment-related adverse reactions following Zmax treatment that occurred with a frequency of <1% included the
following: Cardiovascular: palpitations, chest pain. Gastrointestinal: constipation, dyspepsia, flatulence,
gastritis, oral moniliasis, loose stools. Genitourinary: vaginitis. Nervous System: dizziness, vertigo. General:
asthenia. Allergic: rash, pruritus, urticaria. Special Senses: taste perversion.

Laboratory Abnormalities: In subjects with normal baseline values, the following clinically significant laboratory
abnormalities (irrespective of drug relationship) were reported in Zmax clinical trials:

—with an incidence of >1%: reduced lymphocytes and increased eosinophils; reduced bicarbonate

—with an incidence of <1%: leukopenia, neutropenia, elevated bilirubin, AST, ALT, BUN, creatinine, alterations in
potassium

Where follow-up was provid in y tests appeared to be reversible.
Post-Marketing Exp with Azithromycin | liate Release

Adverse events reported with azithromycin during the post-marketing period for which a causal relationship may not
be established include:
Allergic: arthralgia, edema, urticaria and angioedema. Cardiovascular: palpitations and arrhythmias including
ventricular tachycardia and hypotension. There have been rare reports of QT prolongation and torsades de pointes.
Gastrointestinal: anorexia, constipation, dyspepsia, flatulence, vomiting/diarrhea rarely resulting in dehydration,
pseudomembranous colitis, pancreatitis, oral candidiasis and rare reports of tongue discoloration. General: asthenia,
paresthesia, fatigue, malaise and anaphylaxis (rarely fatal). Genitourinary: interstitial nephritis, acute renal failure,
moniliasis and vaginitis. Hematopoietic: thrombocytopenia, mild neutropenia. Liver/Biliary: abnormal liver function
including hepatitis and cholestatic jaundice, as well as rare cases of hepatic necrosis and hepatic failure, some of which
have resulted in death. Nervous System: convulsions, dizziness/vertigo, headache, somnolence, hyperactivity,
nervousness, agitation and syncope. Psychiatric: aggressive reaction and anxiety. Skin/Appendages: pruritus, rash,
photosensitivity, rarely serious skin reactions including erythema multiforme, Stevens-Johnson syndrome and toxic
epidermal necrolysis. Special Senses: hearing disturbances including hearing loss, deafness and/or tinnitus and rare
reports of taste perversion.

DOSAGE AND ADMINISTRATION (See INDICATIONS AND USAGE.)

Zmax should be taken as a single 2.0 g dose. Zmax provides a full course of antibacterial therapy in a single oral dose.
It is recommended that Zmax be taken on an empty stomach (at least 1 hour before or 2 hours following a meal).

In the Phase 3 program, no patient vomited within 5 minutes of dosing Zmax. In the event that a patient vomits within
5 minutes of administration, the health care provider should consider additional antibiotic treatment since there would be
minimal absorption of azithromycin. Since insufficient data exist on absorption of azithromycin if a patient vomits between
5and 60 minutes following administration, alternative therapy should be considered. Neither a second dose of Zmax nor
alternative treatment is warranted if vomiting occurs >60 minutes following administration, in patients with normal
gastric emptying.

Instructions for Pharmacist: Constitute with 60 mL of water and replace cap. Shake bottle well before dispensing.
Special Populations:

Renal Insufficiency: No dosage adjustment is recommended for patients with renal impairment
(GFR 10-80 mL/min). Caution should be exercised when Zmax is administered to patients with end-stage renal disease
(GFR <10 mL/min).

Hepatic Insufficiency: The pharmacokinetics of azithromycin in patients with hepatic impairment have not been
established. No dose adjustment recommendations can be made in patients with impaired hepatic function.

For more detailed professional information please refer to the full prescribing information.
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ual abuse clinic, and 17 (31%) were con-
sidered to have been abused.

Children younger than 4 years were 3
times less likely to have been sexually
abused than those aged 4-8 years, and
those younger than 4 years were 12 times
less likely to have been abused than those
older than 8 years.

These findings challenge the notion that
24 months of age is the upper limit for
perinatal transmission of anogenital warts.

None of the 49 children evaluated for la-
ryngeal or oral lesions were considered to
have been sexually abused, and the onset
of illness peaked between ages 2-5 years.

Since the majority of preadolescent
anogenital HPV cases are older than 2
years, the use of 2 years as a cutoff to de-
clare sexual abuse as the cause of infection
could subject innocent families to unnec-
essary scrutiny, said Dr. Sinclair, current-
ly at Children’s Mercy Hospital, Kansas
City, Mo., and her associates.

Thermometers Recalled

Omron Healthcare is voluntarily recalling
certain 3-Way instant thermometers due
to a potential problem that can cause the
thermometer tip to overheat.

The recall applies to model numbers
MC-600 and MC-600CAN. The recall was
prompted by a limited number of con-
sumer complaints indicating discomfort
during and following use of the ther-
mometers. None of the reports have in-
volved serious injury.

Continued use of the affected ther-
mometers may result in discomfort during
use, possibly even redness or a blister on the
skin. Very young children are at increased
risk due to the inability to express them-
selves and their difficulty in pulling away
from a thermometer held by an adult.

The thermometers were sold in the
United States and Canada from Sept. 19,
2001, to Oct. 21, 2005. The potentially af-
fected products have lot numbers begin-
ning with 01-32, 01-36, 01-37, and 01-38.
Lot numbers are located inside the battery
compartment of the thermometers.

The company is requesting that con-
sumers discontinue use of the affected
thermometers and call 800-634-4350 for in-
formation about how to return the devices
and receive a refund or exchange for a dif-
ferent thermometer model. Information
can also be found on the company’s Web
site, www.omronhealthcare.com.

Smoking Stunts Girls’ Growth
Persistent cigarette smoking retards phys-
ical growth in early adolescence, based on
data from a 3-year follow-up study of 496
girls aged 11-15 years, said Eric Stice,
Ph.D., and Erin E. Martinez, of the Uni-
versity of Texas at Austin.

Persistent smoking—defined as daily
smoking between baseline and at 1-year
follow-up or between 1-year and 2-year fol-
low-up—was associated with a reduction
of 34% in height, 53% in weight, and 71%
in BMI during a 1-year interval compared
with nonsmokers (J. Adolesc. Health
2005;37:363-70).

In addition, smoking initiation during
adolescence was associated with a 36% re-
duction in weight gain and a 68% reduc-
tion in BMI but not with significant
changes in height, compared with non-
smokers.

—From staff reports



