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Table 1. Guidelines for the use of subcutaneous immunotherapy in allergic rhinitis

Source Territory Recommendation for patient selection
Joint Taskforce on parameters us IgE-mediated allergy in patients who do not have
(AAAAAI, ACAAI and JCAAI) nstable asthma and whose symptoms are unsat-

isfactorily managed with other medications

ARIA/GA LEN/WHO/ALLeGen Europe/worldwide IgE-mediated allergy where pharmacotherapy has
been unsuccessful

EAACI Europe Following unsuccessful pharmacotherapy where
1-2 allergens involved

BSACI UK Consider affer exnausting other treatment options

Wonca, IPAG, IPCRG

Worldwide (primary care)

if sensitive to one or two allergens

symptoms

Consider if moderate-mild or severe intermittent

AAAAAI : The American Academy of Allergy, Asthma and Immunology, ACAAI : The American College of Allergy,
Asthma and Immunology, JCAAI : Join Council of Allergy, Asthma and Immunology, ARIA : Allergic Rhinitia and its
Impact on Asthma, GA’LEN : Global Allergy and Asthma European Network, WHO : Word Health Organization,
EAACI : European Academy of Allergy and Clinical Immunology, BSACI : British Society for Allergy and Clinical Im-
munology, Wonca : World Organization of Family Doctors, IPAG : Infemational Primary Care Airways Group, IP-
CRG : Infemational Primary Care Respiratory Group, IgE : Immunoglobulin E
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Fig. 1. Schematic representation of the potential immune deviation leading to the beneficial effects of SIT. Allergen
SIT results in both a shift in allergen-specific T-cells from Th2 to Th0/Th1 responses and the generation of IL-10 and TGF-
b producing Tregulatory (Treg) cells. Allergen-specific Th1 immune responses protect against the development of al-
lergic disorders by inducing the production of IFN-g, which inhibits the development of Th2 cells. The regulatory cyto-
kines IL-10 and TGF-b induce switching of B cell responses in favor of IgG4 antfibodies and IgA anfibodies,
respectively, and suppress IgE production. IL-10 and TGF-b directly or indirectly suppress effector cells of allergic in-
flammation such as mast cells and eosinophils thereby preventing release of mediators and late-phase inlammao-
fion. Sold gray arrows represent immune response pathway to natural exposure : dotted arrows represent immune
response pathway to IT ; blocked lines represent inhibition.?
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Fig. 2. Postulated mechanisms of sublingual immunother-
apy given current evidence. Repeated high-dose aller-
gen acts via antigen presenting cells within the sublingual
mucosa. These cells then stimulate the development of
regulatory or Th1 cells in preference to Th2 cells. Regula-
tory T cells may enhance B cell IgG4 production.®
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Fig. 3. Proposed pathway of allergen and mechanisms of sublingual immunotherapy within the oral mucosa and lo-
cal lymph nodes. A : Allergen is taken up by oral Langerhans' cells (oLC) within the sublingual epithelium, possibly
mediated by the high-affinity IgE receptor, FceRI. B : Following allergen uptake oLCs migrate across the submucosa
to draining lymphatic vessels. C : Within the regional lymph nodes (submaxillary, cervical, internal jugular), oLCs pres-
ent allergen to T cells. oLC may produce IL-10 and TGF-f and up regulate IDO (indoleamine 2, 3-dioxygenase) during
interaction with T cells. This may lead to the development of regulatory T cells and Th1 cells and inhibition of Th2 cells.
D : Regulatory T cells subsequently encourage B cell immunoglobulin class switching to IgG4 and IgA, likely via the
secretion of IL-10 and TGF-B, respectively. Regulatory T cells may inhibit Th2 cells via secretion of these cytokines or by
direct cell-cell contact. Regulatory T cells may subsequently migrate to allergen-exposed effector mucosae.””
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Fig. 4. A : Compairison of total IgE, specific IgE and specific IgG4 to Dermatophagoides pteronyssinus (DP) at different
time intervals (before immunotherapy, and three months, 1 yr and 2 yr after beginning treatment) in patients with sub-
cutaneous (SCIT) and sublingual immunotherapy (SLIT). The results are expressed in kU/I as mean=+s.d. concentration
(* 1 p<0.05, T : p<0.005). B : IgE/IgG4 ratio at different time intervals, in patients with subcutaneous (SCIT) and sublin-
gual immunotherapy (SLIT) 2
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Fig. 5. The median values for Der p 1-specific IgG4 levels
at baseline and months 4 and 12. * : p<0.05.
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