Editorials

Sublingual immunotherapy

Few things excite more argument among allergists
than specific allergen immunotherapy. For some, specif
ic immunotherapy (SIT) is the treatment that defines ou
specialty. For others, it is a relic of 19th century clinical
practice that we should discard in favor of modern phar
macotherapy. The evidence for SIT was mostly gatherebodies?2-25Recognizing that T cells and B cells differ in
long before the modern era of double-blind, placebo-contheir antigen recognition requirements, it should be pos-
trolled randomized trials2 Revisiting the effectiveness sible to develop peptide vaccines that are recognized by
of SIT has been difficult, partly because of theT cells but not by IgE molecules. T-cell peptides have
entrenched views held by some proponents and somshown some initial promigé27 but thus far have not
antagonists. Those who consider SIT to be an effectivproved as effective as conventional SIT, while questions
therapy point to the many thousands of satisfied cusof the likely cost and safety remain unanswered. The fun-
tomers and to the ability of SIT to achieve lasting bene-damental problem with T-cell peptide vaccines is that dif-
fit, in contrast to drug therapy, which works only while it ferent MHC class |l antigens have different recognition
is being taken regularfy? Those who oppose SIT point requirements for small peptides. This in turn means that
to its dangers and the weak evidence base for this form small peptide vaccines must either be personalized
antiallergy therapy.2.8 according to the individual MHC phenotype or else con-

Fortunately for those of us who believe in the benefitstain many different peptides to ensure that the relevant
of SIT, the last 10 years have seen the publication of sexsequences are included for all patients. If a larger peptide
eral carefully conducted controlled trials that have showrthat can be given to all and then be digested internally to
unequivocal evidence of the efficacy of SIT in selectedgenerate the relevant peptide fragment is made, there will
patient group8:16However, it has also become clear thatbe a greater potential for side effects resulting from
SIT is potentially dangerous, especially if it is adminis- retention of epitopes recognized by IgE molecules. There
tered by nonspecialists or by practitioners inexperienceis also interest in the possibility of DNA-based vac-
in treating anaphylaxis8.17-19 This limits both the cine$82%or modified protein vaccines that retain T-cell
attractiveness of SIT to patients and its availability. Withreactivity but have reduced binding to 1831
the steadily increasing number of patients with allergic Others have looked for alternative and safer routes of
disease, we need to develop treatment strategies that wadministering conventional allergen extracts. Several
allow all patients to benefit, not just those who can findalternative routes have been tried, including administra-
an experienced allergist. Of course, at a population levetion of conventional doses of conventional extracts by the
we also need to find ways of preventing the onset of allernasal, oral, and sublingual rou&s#3 as well as more
gies, but for the individual who has allergic disease,unconventional approaches using homeopathic extracts
cheap, safe, and effective therapy is a priority. or admixtures of allergen with enzynfésts

Although we now have evidence of the short- and Several recent studies have reported beneficial effects
long-term clinical efficacy of conventional injection of sublingual immunotherapy on symptoms of allergic
immunotherapy and some data indicating that SIT carrhinitis.39-43 Although some of the early studies had
prevent the onset of sensitization to new allergéns, methodologic flaws, these more recent studies appear
there remains a clear need to find safer forms osound and so consensus opinion is now moving toward
immunotherapy! One approach has been to try to devel-accepting the validity of the sublingual rodfeln this
op more targeted vaccines, such as T-cell peptides. Wmonth's issue of the Journal, La Rosa ét edport on a
now know that SIT works by altering the T-cell response2-year study of sublingual immunotherapy in children
to allergen rather than by inducing blocking 1gG anti-aged 6 to 14 years with allergic rhinoconjunctivitis

caused byParietaria. This study provides encourage-

ment for those interested in this novel route of adminis-
P - . tration and provides some useful evidence of efficacy in
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inevitable and if unexplained can mean that side effects ar  Giving allergen by mouth rather than by injection
underreported or masked. Withdrawals can also threateshould decrease the costs of SIT by reducing the need for
the power of studies and can compromise the generalizmedical and nursing time, as well as consumables such as
ability of findings. Analysis on an intention-to-treat basis syringes and needles. However, the cumulative dose of
rather than on a per-protocol basis indicates the extent tallergen used in the study of La Rosa et al was 375 times
which the effects of treatment may be realized when thegreater than that given to patients for conventional SIT.
therapy is used in a clinical rather than a trial setting. Other studies of sublingual immunotherapy have used
When there is no baseline assessment over a run-ibetween 20 and 200 times the usual cumulative dose of
pollen season, the randomization process is hostage tallergen36.43.46The increased cost of the allergen extracts
the possibility that the 2 groups will prove to be unbal- is partly offset by the reduced costs of administering the
anced in respect of symptom severity or other key out-allergen, but clearly a formal economic analysis is
come measures. For example, in the study of La Rosa erequired before we can comment on cost effectiveness.
al#7 the active group had a shorter duration of symptoms La Rosa et al considered adverse events to be relative-
before therapy and also higher symptom and drug scorely unimportant, although we note that more than half of
at the start of the 1996 pollen season. Although these difthose receiving active therapy reported some problems.
ferences are not critical to the analysis, they do mean theLocal gastrointestinal symptoms were the most common
there was more scope for improvement in the activelyin this and other studigg.Most studies of oral and sub-
treated group, which can artificially enhance the likeli- lingual immunotherapy have reported either no side
hood of the active treatment showing benefit. effects or no difference between active and placebo treat-
Another recurring theme in trials of sublingual ment46 but others have reported local side effects to be
immunotherapy is the unexpected direction of a change ircommon37.3° This has implications for the blinding of
a particular outcome measure. Thus in the study of Lestudies of sublingual SIT: maintaining adequate blinding
Rosa et al skin reactivity was unchanged in the activeis extremely important in immunotherapy studies where
group but deteriorated in the placebo-treated group. It isthe principal end points are symptom scores, which are
not clear whether we should attribute this to chance, to éassessed subjectively by the patient. Although this is not
genuine deterioration in the placebo group, or to technicaspecifically discussed in the study of La Rosa et al, even
factors (eg, a difference in dilution or activity of the skin minor local side effects may alert patients to the fact that
test materials used at the 2 time points). Statistical testthey have received active therapy, which may influence
can tell us how likely the observed change is to havetheir reporting of symptoms. In trials of conventional
occurred by chance but cannot help us interpret the bioSIT, this problem can be minimized by spiking the place-
logic significance of such changes. bo extracts with histamine so that some local reactions
In common with many previous studies of allergic dis- will occur even in the placebo group, although it is obvi-
ease, La Rosa et al used an arbitrary scoring system tously impossible to mimic delayed local reactions.
assess concomitant medication use. Although it is tempt  Finally, it is important to keep in mind the purpose of
ing to allocate differential points for different drugs to sublingual immunotherapy: to deliver safe and effective
derive a numeric score, this tends to give an unwarranteispecific immunotherapy in nonspecialist settings. Ideally,
numeric validity to an unvalidated construct. Should we it should be simple and safe enough for delivery outside
blindly accept that 1 dose of antihistamine equates to 4he hospital. Currently sublingual immunotherapy contin-
puffs of nasal steroid or that 12 drops of topical cromo-ues to look promising, but further studies are needed.
glycate are equivalent to 1 prednisone tablet? More small-scale studies are not the answer—future stud-
Conjunctival provocation tests are often used to pro-ies should be large, properly randomized, and controlled.
vide a more objective end point, but these scoring sys:Baseline symptom levels should be prospectively assessed
tems are dependent on subjective observations. Althougto ensure precise balancing of the groups for all relevant
nonparametric tests are used for analysis, it is importanmajor end points. A prolonged period of baseline data col-
to consider whether it is reasonable to create a single oulection may also help to reduce the size of the spontaneous
come measure by adding the scores in several domains improvement during observation (the so-called Hawthorne
if they were continuous variables. effect) seen in most previous studies. Side effects and
Despite these reservations, the proportion of patientcadverse reactions need to be sought out, described, and
improving on active therapy was very high (85%), quantified so that if the therapy proves effective we can
although more than half of the placebo-treated group alsgain an accurate appraisal of the safety issues involved
showed improvement in their symptom scores by at leasbefore we go on and recommend this form of immunother-
30%. This improvement was not accompanied by anyapy for use in nonspecialist settings or at home.
reduction in the use of concomitant medication in either
group. This contrasts with studies of conventional (injec-
tion) SIT, where there is usually a parallel reduction in
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