False-Positive Quantiferon
Results at a Large Healthcare
Institution

To tHE EDpITOR—Eighteen million US
healthcare workers (HCWs) undergo
mandatory annual screening for latent
tuberculosis [1]. Screening is also per-
formed in tuberculosis contacts, im-
munocompromised patients, and other
individuals employed in the public sector.
Many institutions have switched from
the tuberculin skin test to the Quantifer-
on (QFT) assay for latent tuberculosis
screening. In recent months, we experi-
enced a sharp increase in false-positive
QFT results. We want to ensure that
other institutions using QFT testing are
aware of the potential problem of false-
positive results.

Our institution began using the QFT
test in 2008, screening approximately
10 000 HCWSs annually. Due to the detec-
tion of transient increases in the daily
positivity rate, the clinical laboratory

implemented a surveillance program in
2010 for tracking daily positivity rates.
As we have reported previously [2], in
November 2011, the proportion of posi-
tive results significantly increased, from
a mean baseline of 9% to a mean of
31%. The elevated proportion of positive
QFTs returned to baseline after switching
to a new lot of tuberculosis antigen tubes.
Direct comparison of the tubes with
tubes from a different lot identified that
a lot-specific problem with the tuberculo-
sis antigen tubes was the root cause of
false-positive results. The manufacturer
reportedly instituted stricter quality as-
surance measures prior to distribution
of the QFT assays.

We recently again detected a signifi-
cant increase in the daily QFT positivity
rate following the introduction of lot
A121200T to a mean of 16.2% during
the period of 17 July to 2 October 2013,
compared with a 5.7% baseline rate in
January through June 2013 (P <.001, $
test). Throughout August and September,
multiple different lots were implemented
in hopes of correcting the problem. How-
ever, the elevated rate persisted until lot
A1302027 was put into use on 3 October
2013 and the average daily positivity rate
throughout the remainder of October
declined to 5.4% (Figure 1). An investiga-
tion into the QFT practices at our institu-
tion in conjunction with the manufacturer
did not identify any preanalytical or
analytical errors. Within-subjects com-
parison of QFT results (n = 19) with tuber-
culosis antigen tubes of the suspect lot
(A130500S) and the new lot (A1302027)
showed a significant increase in the pro-
portion of positive results with the suspect
lot (57.9% vs 0%; P <.001, McNemar
test). The median tuberculosis antigen
minus nil values were significantly higher
in the suspect lot (0.52 IU/mL) than in
the new lot (0 IU/mL; P <.001).

The impact on the occupational health
program and HCWs was significant.
During the episode described, 544
individuals with positive QFT results
were asked to return for retesting. The
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The Quantiferon (QFT) surveillance graph showing daily positive rates. The bar graph displays the proportion of total QFT tests that were positive

on each day the QFT was run in April through October 2013. The first arrow indicates the date a new lot was introduced and an increase in the positive test
rate was noted. In August and September, lots A130105J, A1302206, and A130500S were used without a decline in the positivity rate (dates of switch
denoted by arrows). The final arrow indicates the date the switch to lot A1302027 was made, resulting in a return to the baseline positivity rate.

additional cost for the retesting materials
and chest radiographs alone was estimat-
ed in excess of $30 000 (not accounting
for productivity loss and labor). Fortu-
nately, unnecessary treatment of patients
with false-positive results was avoided.
Through personal communication, we
are aware of 7 other healthcare centers
in the United States reporting elevated
positive QFT rates in July-October 2013.

This most recent episode of false-
positive QFTs reemphasizes the need for
more rigorous quality assurance by the
manufacturer.
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