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EDITORIAL

Systemic immune response to specific immunotherapy

Introduction production of large amounts of interferon gamma (#FN
and tumour necrosis factors (TNF). One effect of the TH

Specific immunotherapy (SIT) of IgE-mediated allergy can tokines is the inhibition of Thtactivities [9,10].

be described as the administration of increasing doses s
allergen extract to sensitized subjects [1]. The efficacy of
SIT has been proven in numerous controlled clinical studiesmmunological changes induced by specific
[2,3]. The therapy form has been known and practiced foimmunotherapy
glmost a century [4], howevgr, for along time the mechan-The understanding of the pathogenetic mechanisms leading
isms underlying successful immunotherapy have not beep . )

10 atopic allergy opened new aspects to study mechanisms

identified, and the treatment was used on an empirical bas'%r'f)erative in successful SIT and to develop novel forms of
I

As a consequence of desensitization treatment, a reductio ergy treatment. It was tempting to speculate that SIT

of number and activity of allergic effector cells could be \Ellvould act by modulating the allergic immune response at
demonstrated [5]. Moreover, SIT leads to a rise of allergen- y 9 g P

specific IgG [6]. This observation had previously beenthe level of allergen-specific TH cells, and thereby lead to an

interpreted as the formation of blocking antibodies, Whichlmprovement in allergy symptoms. Indeed, Seats first

capture and ‘neutralize’ the allergen before it interacts Withreported a decrease of IL-4 production in CDP cells
P 9 from allergic individuals after SIT [11]. SIT with bee venom

mast cell-bound IgE. Furthermore, a feed-back inhibition of . :
I4E by allergen-specific 1aG has been discussed. Toda thresulted in a decrease of IL-4 and IL-5 and an increase of
gt by 9 P 9 ' Y, ﬁ:N'y in allergen stimulated T call cultures [12,13]. More-

production of specific IgG is considered as an eplphenobver, the influence of SIT on the cellular infiltration in

menon, because identical IgG-rises can be observed in non- ; . -
. . ucosa and skin was analysed, and signs foy dtfivation
responders to SIT [7]. Follow-up studies of hyposensitized,. .
; o : : -(increased IFN production) could be detected [14]. In a
patients indicated that the therapy success still persists whil ) .
o ollow-up study, we evaluated the immunological changes
the levels of allergen-specific 1gG have returned to the . o -
. . induced by conventional injection immunotherapy with
starting point [8].

Research of the last decade elucidated crucial pathograss pollen extract. [15].' Alrgady after' the initial .dos.(?
. . increase phase (10 injections in weekly interval) a signifi-
genetic events in the development of Type-l allergy. It

became clear that the production of IgE antibodies isCant reduction in Iymphoprollf_erafuve_responge to t_he aller-
en could be measured vitro, indicating the induction of

regulated by cytokines produced by a special subpopulatio o . _
of T helper cells (TH), so called THcells, which are ﬁolerance to the injected antigen. Before SIT, the majority of

characterized by the secretion of large amoumts of lL_4:aIIergen—speC|f|c TH clones established by special cell

e tongest mducer of IgE sy, and L5, a aifer 0 TEU068, 1O, e perierl nond of sl
entiation and activation factor for eosinophil granulocytes.p ' P Y P

TH, lymphocytes represent one extreme in a broad rangian response to allergen stimulation. TH cultures produced
of CD4" TH cells with overlapping functions. These func- uring and after SIT displayed an altered IL4/H-hatio, i.€.

tions are mediated by the composition of the cocktail of? shift to a phenotyp.e more similar to. THells coqld _be
. observed. In conclusion, recently published data indicate a
cytokines produced by the cells [9]. On the other extreme ) A
i . modulation of the allergen-specific immune response at the
end of this spectrum a cell designated Higmphocyte can . o
) . . . o level of TH by SIT (immune deviation). However, the clear
be defined. Also this cell type is associated with inflamma- - . -
association of these changes with clinical success of SIT

tory pathol_o.g!es. The respective d|s_eases, Ilke_delayed—typr%mains to be demonstrated. In this issueCtifical and
hypersensitivity and some autoimmune diseases, ar

typically caused by activated inflammatory cells. The Cyto_ﬁxpenmental AllergyHakanssoretal. describe effects of

g . : . SIT on the activation of B-lymphocytes. They obviously
kine profile of TH, lymphocytes is characterized by the lack stimuli for IgE-production and the expression of

activation markers (CD23, CD40, HLA-DR), during the
Correspondence: C. Ebner, Institute of General and Experimentap_OIIen Season_ [16]. Again, the au@hors come to the C,onCIu_
Pathology, Department of Immunopathology, University o Vienna, S|0n_ that a shift from TH to THl m'ght be the rneghamsm
Medical School, AKH, Waringer Gurtel 18—20, A-1090 Vienna, Austria. behind the absence of the signs of B-cell activation.
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In 1980, Rocklinetal. described the generation of anti- cytokine interactions or the regulation of IgE, should only
gen-specific suppressor cells during allergen desensitzatidre taken into consideration when the respective networks
[17]. As TH; lymphocytes can be considered as suppressaare understood (physiogical and pathophysiological aspects)
cells for TH; activities, this concept can be regarded as thén detail. This point has not yet been reached and it is
first correct description of the mechanism operative in SITunlikely to be reached within the near future.
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