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Identification of Allergic Disease Among Users of Antihistamines
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ABSTRACT

OBJECTIVE: Patients exhibit a multitude of symptoms that may or may not be
allergy related. In this study, we examined the consistency between results
obtained by a multiallergen-specific immunoglobulin E (IgE) test and frequent
use (3 months or more) of prescribed antihistamines.

METHODS: A retrospective examination of 1-year prescription claims records
from January 1, 2000, through December 31, 2000, for 4,643 patients enrolled in
a 115,000-member managed care organization who received 1 or more prescrip-
tions for an oral antihistamine (loratadine, fexofenadine, or cetirizine).

RESULTS: A total of 1,343 health plan enrollees who received an oral antihista-
mine prescription were continuously enrolled during the year 2000 and diag-
nosed with allergic rhinitis. Of these patients, 246 (18%) consented to a multi-
allergen-specific IgE test, and 159 patients (64.6%) had a negative IgE test result.
A total of 163 patients were classified as frequent antihistamine users (3 or more
antihistamine prescriptions), and 101 (62.0%) of these patients had negative test
results. Our study demonstrated no relation between prescribed antihistamine
use and patient sensitization status.

CONCLUSIONS: Only 35.4% of the patients who used an oral antihistamine and
were diagnosed with an allergy tested positive to the multiallergen-specific IgE
test, and only 38% of the patients with records of frequent antihistamine use and
who were diagnosed as allergic tested positive to the multiallergen-specific IgE
test. Apparently, there are patients taking medications prescribed for allergic
rhinitis who are, in fact, not allergic, which is both wasteful economically and not
indicated medically. Additional evaluation may be advisable to support the clini-
cal diagnosis of allergy for patients presenting with allergy-like symptoms who
use antihistamines frequently.
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ymptoms compatible with allergic (immunoglobulin E

[IgE] mediated) disease are common and have multiple

etiologies. Thus, effective treatment depends on clinical
evaluation and an accurate diagnosis. According to the
American Academy of Allergy, Asthma, and Immunology
(AAAAI), treatment measures such as allergen avoidance and
pharmacotherapy should be based on positive history and diag-
nostic testing.! Although that report emphasizes the important
role of professional referral and skin testing, the use of multial-
lergen-specific IgE testing by family physicians has been
acknowledged as an accurate tool, useful in identifying specific
allergen sensitivities and helpful in focusing further investiga-
tion and referral.>*> With allergy prevalence estimates of 10% to
30%, antihistamine drugs such as fexofenadine (Allegra),
loratadine (e.g., Claritin), and cetirizine (Zyrtec), have gained
widespread acceptance as a strategy to help patients cope with
allergic symptoms.*

Positive benefits of prescribed antihistamines for allergic
rhinitis include increased airway caliber, improved breathing,
and significantly reduced symptoms.® Other studies suggest that
medications prescribed to treat allergic rhinitis may alleviate
symptoms of asthma.” While these medications appear to
reduce symptoms and improve patient health, consideration
must be given to their total cost, estimated at $8.4 billion per
year.® For some patients, however, the use of allergy medication
may not be effective or offer only a short-term solution for an
ongoing problem.” For example, the authors in one study
asserted that although these medications may alleviate symp-
toms, an accurate diagnosis suggests more appropriate clinical
management, less frequent medication changes, and improved
quality of life.”

Decisions to prescribe these medications are usually predicated
on clinical evaluation, including patient history and perhaps some
diagnostic testing. In the process of patient evaluation, patient his-
tory can be subjective and influenced by perceptual interpretation
with respect to clinical experience and expectations. Moreover, per-
tinent information may be selectively filtered or overlooked in the
communication process. Besides patient history, diagnostic tools
include avoidance, specific allergen challenges, medication trials,
and those that indicate immunological sensitization." Successful
medication trials with antihistamines are often interpreted as proof
of an allergic etiology even though their activity is rather nonspe-
cific. An example of a test that indicates sensitization is the multi-
allergen-specific IgE test, which contains about 15 different com-
mon allergens that identify approximately 98% of the patients with
allergic rhinitis. This specific IgE test is highly specific and selective
for IgE antibodies to a mixture of the most prevalent inhalant
allergens. "
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Flowchart of Patient Selection Criteria and Study Process

Rx Claims Period: 1/1/00 - 12/31/00
MCO Population = 115,000

\

I N = 4,643

MCO Members With 1 or More Rxs for Any Dose Form
of Loratadine 10 mg, Fexofenadine 60 mg, or Cetirizine 5 mg
or 10 mg, or Combination With Pseudoephedrine

l N = 3,300

\

N =1343

Not Continuously Enrolled

Patients Who Were Diagnosed With Allergic Rhinitis,
Continuously Enrolled, and Received
a Prescription for an Antihistamine \

I N - 1,097

YN =246

No Consent Form
for Blood Test

Patients Included in the Convenience Sample
Who Completed the Consent Form to
Allow Specific IgE Blood Testing

\

/

YN =87
Positive IgE Test Result

YN-=159
Negative IgE Test Result

YN-58 YN =101

YN=25 YN =62
Frequent Use: No Frequent Use: Yes
(28.7%) (71.3%)

Frequent Use: No
(36.5%)

Frequent Use: Yes
(63.5%)

Only recently has evidence surfaced to suggest that patient
history and symptoms may not align well with the results
obtained from diagnostic tests such as skin testing or multi-
allergen-specific IgE testing. In one study, the accuracy of the
diagnosis of a patient for a specific allergic condition by history
alone compared with concordant skin testing and specific IgE
measurements rarely exceeded 50% and, in some cases, was
below 25%." Given this potential for discrepancy between his-
tory and true diagnosis, questions arise regarding the existence
of similar discrepancies between prescribed antihistamine use
and multiallergen-specific IgE testing.

In this study, we investigate whether the patterns of pre-
scribed antihistamine use in a managed care facility were con-
sistent with results obtained from a multiallergen-specific IgE
test for allergy. Specifically, the UniCAP Phadiatop is a single
laboratory test designed to determine the presence or absence
(e.g., positive or negative) of specific IgE to a variety of common

WWW.amcp.org

inhalant allergens (e.g., grass, ragweed, cat, and mite)."* In this
study, the cut-off point for positivity for the specific IgE assays
was 0.35 kKUA/L, with test sensitivity and specificity reported
at 100%.'**> Test results were categorized as either positive or
negative.

Hl Methods

Prescription claim records for 4,643 patients enrolled in a
115,000-member health plan located in the southeast United
States were examined retrospectively by 2 pharmacists to iden-
tify patients who received at least 1 prescription for a low-sedat-
ing antihistamine (LSA) in tablet or capsule form (cetirizine
5 mg or 10mg, fexofenadine 60 mg, loratadine 10 mg, and all
combinations with pseudoephedrine). Of these 4,643 patients,
there were 1,343 patients with a diagnosis of allergic rhinitis
(ICD-9-CM 477.0, 477.8, and 477.9 for pollen, other allergens,
and unspecified, respectively). Antihistamine use was defined
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Cross Tabulation of Laboratory
Multiallergen Specific IgE Test Results (+)
and Frequent Antihistamine Use (Yes/No)

Frequent Use*
Screening Result: T No Yes Total
Negative test Count 58 101 159
% within nonallergic |36.5  63.5 100.0
% within frequent use |69.9  62.0  64.6
% of total 23.6 41.1 64.6
Positive test Count 25 62 87
% within allergic 28.7 713 100.0
% within frequent use |30.1 38.0 354
% of total 102 252 354
Nonallergic and allergic Count 83 163 246
% of total 33.7 66.3  100.0

* Frequent antihistamine use defined as 3 or more prescriptions for low-sedating
antihistamines during the continuous 12-month enrollment period.

#Screening test results available only for those who were lab tested. All tests conducted
with the multiallergen-specific IgE test.
Chi-square test (X2 = 1.5; P<0.225) for the convenience sample (N = 246); IgE is
immunoglobulin E.

as infrequent if fewer than 3 prescriptions for LSAs during the
12-month period from January 1, 2000, to December 31, 2000.'¢

Once these patients were identified, a convenience sample
yielded 246 patients who completed a consent form and desired
confirmation of their allergy diagnosis with a free multiallergen-
specific IgE test (Phadiatop by Pharmacia Diagnostics, Current
Procedural Terminology Code [CPT] 86005)"' (Figure 1).
Patients were offered a mailed summary of their survey respons-
es and, based on these replies, personalized allergy-manage-
ment information.

Age and gender were the only demographic data available
for the study participants, and there was not a significant dif-
ference for age or gender between the convenience sample and
the plan enrollees who used at least 1 LSA (N = 1,343, average
age = 43.65 years [11.7 SD] for plan enrollees versus N = 246;
age = 45.02 years [11.4 SD] for the convenience sample). The
chi-square test of independence was used to assess differences
between infrequent and frequent users of prescribed LSAs.
Values of P<0.05 for a 2-tailed test were considered significant.

Il Results

Of the 163 frequent LSA users, 62 (38%) had evidence of spe-
cific IgE that would be consistent with a diagnosis of allergy,
and 30.1% (25 of 83) of infrequent users also had similar evi-
dence of specific IgE. Results from the chi-square statistical test
revealed no significant difference between the observed and
expected frequencies among patients undergoing specific IgE
testing and prescribed LSA use (%2 = 1.5; P<0.225). Thus, our
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hypothesized relation between prescribed antihistamine use
and sensitization status was not supported. However, further
examination of the data in Table 1 revealed that 64.6% (159 of
246) of the laboratory-tested group did not have significant lev-
els of specific IgE (the cut-off for positivity for the specific IgE
assays was 0.35 kUw/L), and 63.5% (101 of 159) of these
patients were classified as frequent LSA users over the last year.
Stated differently, approximately two thirds of those patients
with records of frequent LSA use were tested as negative for spe-
cific IgE.

Il Discussion

The initial clinical diagnosis of an allergic condition was sup-
ported for 35.4% of the patients who had the multiallergen-spe-
cific IgE test. Although the treatment of rhinitis with antihista-
mines is often used to provide diagnostic evidence of an allergic
etiology, it has been estimated that as many as 50% of patients
with rhinitis may not have allergic rhinitis.”** Thus, in some
situations, short-term or intermittent use of these medications
is warranted to treat conditions such as nasal congestion, rhin-
orrhea, sneezing, itching, and hyposmia. However, frequent use
(3 months or more) of prescribed antihistamines would suggest
the need for more specific evaluation or additional follow-up.

The lack of a significant difference in frequent antihistamine
use and the presence or absence of inhalant allergy in this
patient population suggest that routine history and physical
examination may not always provide accurate evidence to dis-
cern allergic from nonallergic rhinitis.” Considering that the
results of this study are consistent with findings from previous
reports of confirmed allergy (43%, n= 975),* our findings
suggest the need for more extensive patient evaluation criteria.
Although patients provide a comprehensive overview of their
current health status, additional opportunities exist for clini-
cians in patient screening and evaluation. For example, patients
who present with multiple allergic-like symptoms would
undergo preliminary evaluation by trained clinicians and prac-
titioners. Decision protocols can be developed and standardized
to ascertain whether perceptual differences in judgment have
possibly influenced conclusions drawn from the patient history
and evaluation.” After examining patient history and evidence
of allergic etiology, or patients appear unresponsive to medica-
tions, objective tests such as the multiallergen-specific IgE test
may be performed.

At the time of this study, loratadine was available only by
prescription, but the availability of loratadine over the counter
(OTO) at year-end 2002 begs examination of the means to
attain the optimum cost benefit from verification of true allergy
in frequent users of antihistamines. While OTC loratadine costs
less than $20 per month of therapy, most drug plans in man-
aged care organizations (MCOs) cover prescription oral antihis-
tamines that have average wholesale prices that range from $75
to $105 for a 30-day supply.?® The average price paid per spe-
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cific IgE determination ranges from $10 to $12 per allergen
($7.23 for Medicare). The Medicare median patient charge for
allergen testing, which includes 12 to 16 profile allergens and
total IgE ($20) was approximately $150 to 175 per profile and
ranged from $50 to $500, depending on the type of test
(e.g., skin, blood) and the number of allergens evaluated.*
Although these costs, to some extent, may be covered by a
third-party plan, patients, providers, and MCOs should evalu-
ate short-term and long-term benefits of serum allergen testing.

From a managed care perspective, optimal strategies for
therapy would begin by accurately identifying patients who
would benefit from specific IgE testing. Results from this study
suggest that confirmation of allergic disease may be more com-
plex, perhaps involving the cooperation of both family physi-
cians and allergists. Primary care physicians might perform ini-
tial evaluation, testing, and treatment involving the short-term
use of antihistamines and, with patients, evaluate patient
responsiveness to drug therapy. Persistent or more-severe symp-
toms may require further evaluation and referral. Allergy testing
may be more beneficial when patients are stratified by severity
and persistence of allergy symptoms, magnitude of direct costs
(e.g., physician visits, oral antihistamines), and indirect costs
(e.g., diminished productivity). These suggestions present
opportunities for managed care physicians and pharmacists to
work together efficiently to create an environment to improve
patient management through initiatives that focus on diagnostic
accuracy. Hence, consideration should be given to the addition-
al benefits of testing and the contribution that appropriate pre-
scribing would make toward improving patient outcomes and
possibly reducing health care and social costs.

Limitations

The extent to which patients are affected by allergic rhinitis may
be a function of seasonal fluctuations characteristic of the geo-
graphic region (southeastern United States) of this MCO.
Additionally, survey completion was not designed to necessari-
ly coincide with the annual period during which symptoms
were experienced. Hence, the absence of particular symptoms
at that time did not preclude the presence of seasonal allergic
rhinitis. However, seasonal affects may be of no consequence
since the IgE test is unaffected by antihistamine use. Moreover,
the presence of IgE is not affected by the season in which the
test is performed.

Il Conclusions

By far, the most common—but not only—reason for prescrib-
ing LSAs is for symptoms with a suspected allergic etiology. Our
data suggest that either LSAs are prescribed indiscriminately or
that the sequencing of testing and treatment needs further eval-
uation. Notwithstanding consideration of medication side
effects, economic considerations, and the potential for escalat-
ing costs associated with the advent of more expensive allergy

treatment options (e.g., leukotriene receptor antagonists, anti-
IgE), assuring the existence of allergic etiology may be more
beneficial to patients (e.g., reduced office visits, improved qual-
ity of life) and increasingly important to managed care
providers. Practitioners and clinicians might use objective
means such as multiallergen-specific IgE testing in conjunction
with other evidence such as patient symptoms and history to
confirm the allergic basis of disease.
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