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Sublingual Immunotherapy in the United States: What
Is the Question?

During the past 6 years, there has been a surge of interest in
sublingual immunotherapy (SLIT) in the United States
correlating with its growing use in Europe and other parts
of the world. A position paper on SLIT was developed by
the World Allergy Organization with the involvement of the
American Academy of Allergy, Asthma, and Immunology;
American College of Allergy, Asthma, and Immunology;
and many other regional, national, and international
organizations. With multiple large studies demonstrating
the efficacy of SLIT, the question had been when will SLIT
come to the United States? Now, after several “failed” US
clinical trials, the question has evolved into will SLIT
(ever) become an approved product in the United States? In
some respects, the answer to the former question is that some
variant of SLIT has been present in the United States for
years, generally as low-dose SLIT prescribed by non—
allergy/immunology-trained practitioners as part of unproven
treatment regimens such as neutralization/provocation or
homeopathy. Only a small percentage of allergists currently
prescribe SLIT (~ 6%), according to two surveys conducted
in early-2007 and late-2009 (by members of the American
College of Allergy, Asthma, and Immunology and Joint
Council of Allergy and Asthma and Immunology, respec-
tively). Lack of a US Food and Drug Administration (FDA)-
approved SLIT formulation was cited as the most common
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reason for not prescribing SLIT in these two surveys,
followed by “effective dose not known.” However, a
significant percentage of the 828 respondents in the 2007
survey indicated that if there was an FDA-approved SLIT
formulation, they would prescribe it for allergic rhinitis
(65.7%), mild asthma (49.5%), moderate/severe asthma
(40.5%), and in children younger than 5 years of age
(45.5%). Only 13.5% of the respondents indicated that they
would not be willing to prescribe SLIT. Of note, only 67.4%
of the survey’s respondents prescribed subcutaneous immu-
notherapy (SCIT). In the survey conducted 2 years later,
64.2% of the 472 respondents answered no to the following
question: “Do you believe there is sufficient evidence to say
that SLIT-based immunotherapy is evidence based?” The
2009 survey results may represent a change in US allergists’
perspective on SLIT compared with the earlier survey, or
they may just reflect variations resulting from the different
survey populations and designs. However, the interest and
enthusiasm for SLIT that likely began in 2004 when the first
clinical trial intended to seek FDA approval for SLIT
products was announced in a Greer press release may have
waned because no product has obtained such approval to
date, 6 years later.

Several US clinical trials have been conducted with the
intent of seeking FDA approval for new SLIT products (eg,
tablets) or a change in the product information (PI) of
existing US- licensed SCIT products. To date, none of the
US SLIT trials employing extract solutions have met their
primary outcome, although one study that investigated the
efficacy of two doses of ragweed extract solutions (4.8 and
48 pg Amb a 1) versus placebo demonstrated a significant
improvement in the high-dose group compared with placebo
in an analysis of covariance that corrected for preseasonal
symptoms. Unfortunately, outcomes in post hoc analyses are
generally not accepted by the FDA for new product
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licensures. A few other studies have used extract solutions
for SLIT with the intent of seeking FDA approval. The
results of these studies have not been formally released.
Press releases have indicated that there was no difference
between the active and placebo groups in terms of symptoms
during season. Several factors may account for these failures,
including low pollen counts, regional variations in pollen
seasons, and patient selection. One investigator-initiated
study that compared the efficacy of multiallergen SLIT with
that of monotherapy and placebo found no difference among
any of the groups in terms of symptom or medication use—
the primary outcome—although there were significant differ-
ences in the objective parameters in the monotherapy group
compared with the placebo and multiallergen groups. The
investigators thought a record-low rainfall leading to low
grass pollen counts was probably the reason for failure to
find significant differences in the primary outcome.

Similar outcomes were reported in the first grass tablet
studies conducted in the United States. However, two
companies recently completed phase 3 grass tablet studies
that reportedly met their primary outcome. It is anticipated
that they will be submitting applications to the FDA for a
new product licensure in the (near?) future.

Why Is FDA Approval for Sublingual Immunotherapy
Important?

In the previously discussed survey, the small percentage of
US physicians who prescribed SLIT reported that they
primarily used the commercially available extracts used for
SCIT (79%). This would be considered off-label use of an
existing US-licensed product. Off-label use implies that an
FDA-approved product is being used for treatment not
indicated in the PI. An example of off-label use would be
prescription of a leukotriene antagonist approved for
allergic rhinitis or asthma to a patient who has chronic
urticaria. Prescribing products off label is not an uncommon
practice in the United States. The US-licensed allergen
extracts’ PI specifies that the extracts are for subcutaneous
or intradermal use. The PI also includes a black box
warning, which is the highest level of five possible warning
categories found in US pharmaceutical PIs. The black box
warning states that allergen extracts may elicit a severe life-
threatening systemic reaction and that emergency measures
and personnel must be immediately available. This black
box warning may discourage US allergists from prescribing
FDA-approved SCIT products for SLIT, a home-based
treatment with no direct medical supervision. This may be
another reason why SLIT is only prescribed by a small
percentage of US allergists.
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Another significant deterrent to prescribing SLIT related
to the lack of an FDA-approved formulation is that no
recognized billing code exists for SLIT. In the United
States, allergen immunotherapy is generally covered as a
medical service by government and private insurers
provided that the medical service is approved by the FDA
and not considered investigational. The Current Procedural
Terminology (CPT) billing code for allergen immunother-
apy extract preparation, 95165, defines allergen immuno-
therapy as “... parenteral administration of allergenic
extracts.” Without a CPT code, Medicare and Medicaid
will not reimburse for SLIT services. In fact, Medicare has
specifically issued a warning that the 95165 code is to be
only used for parenteral administration of allergen immu-
notherapy. As a result, private insurers are unlikely to cover
SLIT, as Medicare is often the benchmark they use for
determining coverage and payment for medical services.

A catch-22 is that a new CPT code for reimbursement of
alternative immunotherapy approach or product will not be
approved until the new product has obtained FDA-
approval. Once approved, an application for a new CPT
code for SLIT can be submitted to the American Medical
Association, which then will refer it to an advisory board
and specialty societies for comment/feedback. If approved,
it is then referred to the Relative Value Update Committee,
which determines the relative value units for the new CPT
code, which ultimately influences the reimbursement for the
service. The timeline from submission of the CPT applica-
tion to adoption of the new code is about 2 to 3 years. An
application for a new code can be submitted during the
FDA approval process. However, if granted, it would be
contingent on approval of the product.

It is not likely that lack of a CPT code will be a deterrent
for sublingual tablets if they are approved. CPT codes are
used to bill for medical services, whereas it is likely that
sublingual tablets will be covered under prescription
benefits. Prescription medication would be assigned a
National Drug Code number but would not require a
specific CPT code for insurance reimbursement. Insurance
coverage for SLIT tablets would be negotiated by the
different manufacturers and insurers, and coverage or lack
of coverage may be affected by the product’s cost and the
insurer’s willingness to pay.

Regardless of whether SLIT is approved as a tablet or
extract solution and covered under medical or prescription
benefits, third-party payer reimbursement coverage will be
crucial for this treatment to be prescribed and subscribed by
allergists/immunologists and their patients. If SLIT is not
reimbursed by third-party payers, it is likely that only a
minority of patients would be willing to pay out of pocket
for this treatment.
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If Sublingual Immunotherapy Is Approved
in the United States...

It is likely that in the next 2 to 3 years, a SLIT product will
be approved in the United States. It is also likely that this
will be a tablet formulation, which would be treated as a
prescription medication. However, it is not likely that an
extract solution SLIT formulation will be approved in the
near future because there are currently no studies in
progress seeking FDA approval. If such a study was to
begin today and meet its primary outcome, it would still be
2 to 3 years before it received final FDA approval. If
approved, an application for a new CPT code would need to
be submitted and approved, which would add an additional
2 to 3 years to the timeline before this service would be
reimbursed by third-party payers. In the interim, a small
and possibly increasing number of allergist/immunologists
will prescribe SLIT off label. If a SLIT formulation is
prescribed off label, patients should be specifically in-

formed that it is off label during the risk/benefit discussion
(ie, informed consent). Allergists/immunologists who pre-
scribe SLIT, regardless of whether it is FDA approved or
off label, also need to provide their patients with specific
instructions regarding the management of adverse reactions,
unplanned interruptions in treatments, and situations during
which they should withhold SLIT.
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