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NYC Reports Spate of HIV False
Positives with Oral Test
By Melinda Young
Editor Melinda Young, Managing Editor Gary Evans, and Associate Publisher Coles McKagen report no relation-

ships with companies related to this field of study. Physician Reviewer Morris Harper, MD, reports consulting

work with Agouron Pharmaceuticals, Gilead Sciences, Abbott Pharmaceuticals, GlaxoSmithKline, and Bristol-

Myers Squibb. Nurse Planner Kay Ball is a consultant and stockholder with Steris Corp. and is on the speaker’s

bureau for the Association of periOperative Registered Nurses.

This article originally appeared in the August 2008 issue of AIDS Alert.

Episodic, unexplained false-positive results with an oral fluid
rapid HIV test have resulted in changed protocols in some clinics and an

ongoing investigation by the Centers for Disease Control and Prevention. The
test, OraQuick Advance Rapid HIV-1/2 Antibody Test (Orasure Technologies,
Bethlehem, PA), can be performed on oral fluid and has broadened the settings
in which HIV testing can be provided, the CDC noted.1

The New York City Department of Health and Mental Hygiene (NYC
DOHMH) reported the problem, leading the CDC to underscore “the impor-
tance of routinely comparing reactive rapid test results with confirmatory
Western blot test results as an essential component of quality assurance in HIV
testing.” Several other jurisdictions have noted clusters of false-positive oral
fluid rapid HIV tests since an initial report from Minnesota in 2004, the CDC
reports. “Although the causes of these clusters of false-positive tests remain
unexplained, investigations are underway to determine which specific factors
(e.g., test device, site, operator, or oral fluid characteristics of specific patients)
might be associated with increased numbers of false-positive test results,” the
agency noted. “Overall, oral fluid rapid tests have performed well and make
HIV testing possible in many venues where performing phlebotomy or finger
sticks is impractical for screening. However, users should be aware of the unex-
plained variability in the rate of false-positive test results.”

The incidents resulted in NYC DOHMH opting to use the finger stick rapid 
test while efforts are continuing to find the cause of the increase in false-posi-
tive results. The first cluster of false-positive tests occurred in late 2005 and
subsided after several months. Another, larger increase in the incidence of
false-positive oral fluid rapid test results began in late 2007 and continued
through April 2008, at which time the NYC DOHMH discontinued offering
this test in its STD clinics. From November 2007 to April 2008 the number of
false-positive test results exceeded the number that would have been expected
based on the upper limit of the manufacturer’s claim. May 2008 data, which
became available after discontinuation of oral fluid testing in the STD clinics,
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showed that the recent increase in false-positive results
had subsided, the CDC reported. From March 2005 
through May 2008, the NYC DOHMH administered 
160,174 oral fluid rapid tests, of which 0.27% of the 
tests were confirmed false-positive results. The test
operated within the Food and Drug Administration
regulations, which call for a minimum threshold of
98.0% specificity, that is, the probability that the test
will be negative among patients who do not have the
infection.

Oral fluid tests play an important role in HIV preven-
tion efforts, making HIV testing possible in many
venues where performing phlebotomy or finger stick is 
impractical, the CDC emphasized. The agency continues 
to support the use of rapid oral fluid HIV tests. However, 
in general, FDA-approved testing with blood or serum 
specimens is more accurate than testing with oral fluid.
In settings where blood specimens are already obtained
routinely, testing with blood or serum specimens is pre-
ferred. NYC’s experience demonstrates that repeating 
the same rapid test on finger stick whole blood after a 
reactive oral fluid test result can reduce the number of 
false-positive test results while minimizing the number 
of fingerstick tests that must be performed.    ■
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Asingle injection has been approved for a fifth dose
of DTaP and the fourth dose of inactivated polio

(IPV) in children 4-6 years of age. The combination vac-
cine is marketed by GlaxoSmithKline as KINRIX.

Indications: DTaP-IPV is indicated as the fifth dose
of DTaP and the fourth dose of IVP in children ages 4-6
who have previously been vaccinated with INFANRIX
and/or PEDIATRIX for the first three doses and INFAN-
RIX for the fourth dose.1

Dosage: The dose is 0.5 mL administered intramus-
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cularly. The DTaP components of KINRIX are the same
as that in INFANRIX and PEDIATRIX. The inactivated
polio component is the same as that in PEDIATRIX.1

Potential Advantages: The combination vaccine
reduces the number of injections and the time to admin-
ister the immunizations and is considered non-inferior to
administration of separate injections of DTaP and IPV.

Potential Disadvantages: Pain and Grade 3 pain
were statistically higher for the DTaP-IPV compared to
separate vaccine (57% vs 53.3% and 1.6% vs 0.6%
respectively).2

Comments: Randomized multicenter studies show
similar immunogenicity and reactogenicity between DTaP-
IPV and DTaP and IPV given separately.1,2,3 Non-inferiori-
ty of the DTaP-IPV vaccine to separate DTaP and IPV vac-
cines was demonstrated for all DTaP antigen booster
response rates and poliovirus geometric mean titers of anti-
body ratios. Solicited adverse events during the 4-day fol-
low-up were similar between groups, although any pain
and Grade 3 pain was higher in the combination group
(57% vs 53.3% and 1.6% vs 0.6%).2 Unsolicited adverse
events reported by children were similar between groups,
30.5% for the combined vaccine and 29.2% for separate
vaccines. The DTaP-IPV vaccine also had no negative
effect on the response to co-administered MMR vaccine.3

Clinical Implications: The vaccination schedule for
children ages 4-6 are DTaP (5th dose), IPV (4th dose),
MMR (2nd dose), and varicella (2nd dose).4 DTaP-IPV
provides an effective vaccination of DTaP and polio and
requires one less injection, from 4 injections to 3.   ■
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A B S T R A C T  &  C O M M E N T A R Y

By Stan Deresinski, MD, FACP

Dr. Dereskinski is Clinical Professor of Medicine, Stanford,
Associate Chief of Infectious Diseases, Santa Clara Valley
Medical Center, is Editor of Infectious Disease Alert. Peer
reviewed by Connie Price, MD, Assistant Professor,
University of Colorado School of Medicine.

Dr. Dereskinski serves on the speaker’s bureau for Merck, Pharmacia,

GlaxoSmithKline, Pfizer, Bayer, and Wyeth, and does research for Merck. Peer

reviewer Connie Price, MD, reports no financial relationships relevant to this

field of study.

This article originally appeared in the September 2008
issue of Infectious Disease Alert.

Synopsis: Amebic encephalitis due to Balamuthia
mandrillaris is difficult to diagnose and often fatal,
but must be considered by the clinician since it is
potentially treatable.

Source: CDC. Balamuthia amebic encephalitis — California,
1999-2007. MMWR Morb Mortal Wkly Rep. 2008;57:768-771.

Central nervous system infection due to free-living
amoebae generally manifests as either acute meningitis
or focal encephalitis. The former, an acute neutrophilic
meningeal infection that presents in a manner similar to
that of acute infection due to pyogenic bacteria, is caused
by Naegleria fowleri. The latter is caused by either
Acanthamoeba species or by Balamuthia mandrillaris.

An increased recognition of the role of Balamuthia as a
cause of encephalitis emerged from the California
Encephalitis Project, which identified seven patients with
evidence of encephalitis due to this organism selected from
a group with a history of occupational contact with soil, or
of swimming or camping, as well as elevated cerebrospinal
fluid (CSF) protein level and pleocytosis, hydrocephalus,
ring-enhancing lesions, or space-occupying lesions.1,2 This
experience has now been updated to include 10 patients
identified in California from 1999 to 2007 from among
500 meeting similar criteria. Two additional patients had
serological evidence of infection but were not included
because brain tissue was not available for confirmation.

Patients ranged from 1.5-72 years of age (median, 15.5
years); nine of the 10 were male. Neurological symptoms
were the first indicator of disease. Presenting symptoms
seen in more than one patient included seizure, headache,
emesis, altered mental status, and cranial nerve palsy. The
interval from the onset of symptoms to hospitalization
ranged from 1-30 days (median, 8.5 days). Diagnoses
under consideration included tuberculous meningitis, coc-
cidioidomycosis, lymphoma, toxoplasmosis, viral infec-
tion, pyogenic brain abscess, tumor, and stroke. Only one
patient, who was receiving corticosteroid therapy for
nephritic syndrome, was known to have significant
immunocompromise. Five patients had known contact
with soil: occupational exposure in two, home gardening-
related activities in two, and motorcycling in the desert in
one. CSF analysis was performed in nine patients, and the
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protein concentration ranged from 64-674 mg/dL (medi-
an, 188 mg/dL), the glucose from 15-74 mg/dL (median,
40 mg/dL), and the WBC from 64-674 cells/mm3, with
lymphocyte predominance. Neuroimaging generally
demonstrated single or multiple focal-enhancing (usually
ring-enhancing) lesions. Two patients had hydrocephalus
without focal lesions; nine of the 10 patients died.

■■ COMMENTARY
B. mandrillaris was first identified in the brain of a

mandrill baboon at the San Diego Zoo and was subse-
quently found to be a cause of encephalitis in humans.
Since the discovery of this protozoan infection in 1986,
there have been more than 100 human cases identified
worldwide.3 Most cases have been found in individuals
without significant immunocompromise, but many had
exposure, often occupational, to soil, and some to stagnant
water — both potential sources of free-living amoebae. In
all but a few cases, the diagnosis was made at post-mortem
examination. There have been only four survivors reported
in the United States, each with varying degrees of neuro-
logical recovery. The current IDSA guidelines recommend
this regimen plus a phenothiazine, which is reported to
have in vitro activity against the organism.4 It should be
noted, however, that three survivors from Peru have also
been reported, and one received no therapy while the other

two were given albendazole and itraconazole.
Since this rare disease appears to be treatable, clini-

cians must keep it in mind in their evaluation of patients
with unexplained focal encephalitis. Tests that have been
used for the diagnosis of balamuthiasis have included
indirect fluorescent antibody testing of serum and PCR
of cerebrospinal fluid. Currently an unequivocal diagno-
sis, however, requires detection of the organism in brain
tissue with confirmation by indirect immunofluores-
cence staining of formalin-fixed tissue. Testing is per-
formed at the CDC5 and by the California Encephalitis
Project6 after prior approval.   ■
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In the Issue: Ongoing safety review of
tiotropium; raloxifene reduces the risk of
endometrial cancer; one-day treatment with fam-
ciclovir may be as effective as 3-day treatment
with valacyclovir; new Clinical Practice
Guideline from the American College of
Physicians regarding pharmacologic treatment
for low bone density and osteoporosis; FDA
Actions.

THE SAFETY OF INHALED ANTICHOLINERGICS FOR

the treatment of chronic obstructive pul-
monary disease (COPD) has come under scrutiny
in recent months. In July, the FDA issued an
“Early Communication” about an ongoing safety
review of tiotropium (Spiriva®) the most widely
used agent for the treatment of COPD. The
review is focused on a possible increased risk of
stroke and is based on a pooled analysis of 29 tri-
als which showed the risk of stroke at 8 patients
per 1000 treated with tiotropium versus 6
patients per 1000 treated with placebo. 

Now two new studies suggest that inhaled
anticholinergics (ipratropium [Atrovent®] and
tiotropium) increase the risk for all-cause mortal-
ity and cardiovascular disease in patients with
COPD. In a large meta-analysis (JAMA 2008;300:
1439-1450), researchers reviewed 17 trials involv-
ing nearly 15,000 patients with COPD who were
randomized to an inhaled anticholinergic or con-
trol. The primary outcome was a composite of
cardiovascular death, MI, or stroke. The second-
ary outcome was all-cause mortality. The primary
outcome occurred in 1.8% of patients receiving
inhaled anticholinergics and 1.2% of patients
receiving control therapy (RR 1.58, 95% CI, 1.21-

2.06; P < 0.001). Inhaled anticholinergics signifi-
cantly increased risk of MI, cardiovascular death,
and all-cause mortality (RR 1.26). When the
analysis was restricted to long-term trials, the risk
was even greater for cardiovascular death, MI, or
stroke (RR 1.73). The number needed to harm for
MI was 174 per year, while the number needed to
harm for cardiovascular death was 40 per year.
The authors concluded that inhaled anticholiner-
gics are associated with a significantly increased
risk of cardiovascular death, MI, or stroke among
patients with COPD. 

In a second nested, case-control study (Ann
Intern Med 2008;149:380-390), the National
Veterans Affairs databases were used to review
all-cause mortality, respiratory and cardiovascu-
lar deaths, and exposure to COPD medications
including inhaled corticosteroids, ipratropium,
long-acting beta agonists, and theophylline in the
6 months preceding death. The adjusted odds
ratios for all-cause mortality were 0.80 for inhaled
chronic steroids, 1.11 for ipratropium, 0.92 for
long-acting beta agonists, and 1.05 for theo-
phylline. Ipratropium was associated with
increased cardiovascular deaths (OR 1.34),
whereas inhaled corticosteroids were associated
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with reduced risk for cardiovascular death (OR
0.80). The authors conclude that there is a possi-
ble association between ipratropium and elevated
risk for all-cause and cardiovascular death and
that further studies are needed. They also suggest
that the risk of ipratropium may be somewhat
mitigated by concomitant use of inhaled corticos-
teroids, but caution should be exercised if iprat-
ropium is used alone in patients with recently
diagnosed COPD.

Raloxifene reduces endometrial cancer risk
It is well known that raloxifene reduces the

risk of breast cancer; now there is evidence that
the drug reduces the risk of endometrial cancer as
well. Raloxifene (Evista®) is a selective estrogen
receptor modulator (SERM) that is indicated for
treatment and prevention of osteoporosis and for
breast cancer prevention. Researchers from the
University of Pennsylvania compared endome-
trial cancer rates in women on raloxifene, tamox-
ifen, and non-users of SERMs in a case-control
study of 547 women with endometrial cancer and
1410 controls. After adjustment for other risk fac-
tors the odds of endometrial cancer among ralox-
ifene users was 50% that of non-users (OR = 0.50;
95% CI, 0.29-0.85), whereas tamoxifen users had 3
times the odds of developing endometrial cancer
compared to raloxifene users (OR = 3.0; 95% CI,
1.3-6.9). Among raloxifene users who developed
endometrial cancer, the tumors had a more favor-
able histologic profile and were predominantly
stage I and low grade. The authors conclude that
raloxifene users have significantly lower risk of
developing endometrial cancer compared with
tamoxifen users and SERM non-users, perhaps
even suggesting a role for raloxifene and preven-
tion of endometrial cancer (J Clin Oncol 2008;
26:4151-4159).

One-day famciclovir = three-day valacyclovir
For patients with recurrent genital herpes out-

breaks, one-day treatment with famciclovir may
be as effective as 3-day treatment with valacy-
clovir, according to a new study. In a double-
blind parallel group study, 1179 adults with a
history of recurrent genital herpes were random-
ized to receive either famciclovir 1000 mg twice
daily for one day vs valacyclovir 500 mg twice
daily for 3 days. Patients initiated treatment
within 6 hours after a recurrence. Approximately
one-third of patients in each group aborted geni-
tal herpes outbreaks altogether, but for those who
went on to develop lesions, median time to heal-

ing was 4.25 days for famciclovir vs 4.08 days for
valacyclovir. Time to healing was the same in
both groups and the incidence of adverse affects
was 23.2% for famciclovir vs 22.3% for valacy-
clovir. The study demonstrates that a single day
of famciclovir (1000 mg twice daily) is equivalent
to 3 days of valacyclovir (Clin Infect Dis
2008;47:651-658). Other regimens for treatment of
recurrent HSV episodes include acyclovir 800 mg
3 times daily for two days or 400 mg three times
daily for 3-5 days, famciclovir 125 mg twice a day
for 3-5 days, or valacyclovir 500 mg twice daily
for 3 days. Both acyclovir and famciclovir are
available generically, but acyclovir is consider-
ably less expensive; however, the convenience of
a one-day treatment with famciclovir may be
worth the extra cost for many patients.

New practice guideline for osteoporosis
The American College of Physicians has issued

a Clinical Practice Guideline regarding the phar-
macologic treatment of patients with low bone
density or osteoporosis (Ann Intern Med 2008;
149:404-415). The expert committee recommends
that clinicians offer pharmacologic treatment to
men and women who have known osteoporosis
and to those who have experienced fragility frac-
tures. They also recommend that pharmacologic
treatment should be considered for men and
women who are at risk of developing osteoporo-
sis and that the choice of pharmacologic treat-
ment should be based on assessment of risk and
benefits in individual patients. The guideline
reviews different treatment modalities including
bisphosphonates, calcitonin, estrogen, teri-
paratide, SERMs, testosterone, and calcium plus
vitamin D. Left unanswered are the questions of
duration of treatment with bisphosphonates and
the optimal dose of calcium and vitamin D. 

FDA actions
The FDA has issued warning letters to

Ranbaxy Laboratories Ltd. of India in an Import
Alert for the company’s generic drugs produced
in two Indian plants. The warning letters identify
concerns about deviations from U.S. current
Good Manufacturing Practice requirements at
Ranbaxy’s manufacturing facilities and the
Import Alert allows officials to detain at the rest
border any active pharmaceutical ingredients
manufactured at Ranbaxy facilities. Ranbaxy
manufacturers more than 30 generic drugs
including commonly used antibiotics, antihyper-
tensives, and antivirals.  ■
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