
Received: 2013.12.04
Accepted: 2014.03.10

Published: 2014.09.22

 4404   —   —   97

An Overview of the Effects of anti-IgE Therapies

 ABCDEFG Arzu Didem Yalcin

 Corresponding Author: Arzu Didem Yalcin, e-mail: adidyal@yahoo.com, adidyal@gate.sinica.edu.tw
 Source of support: Self financing

  Omalizumab, a humanized mAb that binds to the CH3 domain near the binding site for the high-affinity type-
I IgE Fc receptors of human IgE, can neutralize free IgE and inhibit the IgE allergic pathway without sensitizing 
mast cells and basophils. We found that omalizumab in patients with severe persistent asthma (SPA) was an 
effective therapy for asthma and the following co-morbid conditions: chronic urticaria (CU), bee venom aller-
gy, latex allergy, atopic dermatitis, food allergy and Samter’s syndrome. Information on the use of omalizum-
ab in treatment of asthma and other allergic diseases has improved our understanding that treatment acts on 
many levels, including regulating levels of inflammatory proteins, including cytokines (copper-containing al-
pha- 2-glycoprotein, total antioxidant capacity, MDA, NO, H2O2, CXCL8, IL-10, TGF-b, GMCSF, IL-17, IL-1b), MPV, 
Hs-CRP, eosinophil cationic peptide, vitamin-D (25(OH)D), homocysteine (Hcy), OX-2, d- dimer, albumin, and 
sApo-2L. The decrease in Hcy concentrations and increase in 25(OH)D also support the existence of a vascular 
endothelial protection mechanism. Mediators and cells classically involved in pro-coagulant and anticoagulant 
pathways together play a role in SPA and CU pathophysiology and omalizumab effect.

  The mechanism of action of omalizumab in the treatment of asthma is believed to be multifactorial, and in-
cludes effects mediated through altered production of redox metabolites, extrinsic coagulation pathway, ox-
idative markers-related mi RNA, TRAIL-related mi RNA, and regulation of production of known inflammatory 
proteins
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Background

Omalizumab – anti-immunoglobulin E (IgE) – is approved for 
the treatment of severe allergic asthma. In addition to asth-
ma, Omalizumab has been investigated in various other con-
ditions, including chronic urticaria (CU), perennial and season-
al allergic rhinitis (AR), latex allergy, peanut allergy, idiopathic 
anaphylaxis, hyper-IgE syndrome, chronic rhinosinusitis, in-
terstitial cystitis, aspirin sensitivity, mastocytosis, eosinophil-
ic gastroenteritis, and atopic dermatitis [1,2]. Omalizumab – a 
humanized mAb that binds to the CH3 domain near the bind-
ing site for the high-affinity type-I IgE Fc receptors of human 
IgE – can neutralize free IgE and inhibit the IgE allergic path-
way without sensitizing mast cells and basophils. It is con-
ceivable that mast cells residing in the nasal lining, lower air-
way, other areas of the mucosal tracts, and in the skin, differ 
in tryptase and chymase content, sensitivity, receptor regu-
lation, and life span [3–8]. The development of Omalizumab 
therapy over the past 20 years provides an interesting exam-
ple of the emergence of a conceptually new, biotechnology-
produced pharmaceutical [8].

Omalizumab and IgE Receptors

The potential for Omalizumab to exert anti-inflammatory ef-
fects in patients with asthma arises from its ability to target 
the interaction between IgE and IgE receptors (FceRI and FceRII), 
thereby preventing inflammatory cell activation and interrupt-
ing a key step in the allergic inflammatory cascade. The effects 
of Omalizumab on IgE receptors have been reviewed previous-
ly [6–9]. Most asthmatic individuals respond satisfactorily to 
inhaled corticosteroids and b-adrenergic agonists; however, 
5–10% of them have severe, persistent symptoms that respond 
poorly to such treatment. The introduction of Omalizumab as 
an add-on therapy for inadequately controlled moderate-to-
severe or severe persistent allergic asthma (SPA) provided a 
valuable new treatment option for patients. Given the impor-
tance of anti-inflammatory therapy for control of SPA, it is im-
portant to determine the effects of omalizumab on markers 
of inflammation. The interaction between Omalizumab and 
free IgE interrupts a key step in the allergic inflammatory cas-
cade, preventing IgE from binding to mast cells, basophils, and 
dendritic cells, and down-regulating IgE receptor expression 
on these inflammatory cells, thereby inhibiting degranulation 
and the release of inflammatory mediators [9–12].

Omalizumab has been approved in over 100 countries for 
treating patients with SPA. These pharmaceutical develop-
ments have validated the IgE pathway as an effective ther-
apeutic target for treating IgE-mediated allergic disease. In 
Turkey, Omalizumab was approved in 2006 for treating pa-
tients 15 years and older with severe allergic asthma and a 

billing policy was issued by the Health Insurance Bureau in 
the same year. Since then approximately 600 patients with se-
vere allergic asthma have been treated with Omalizumab in 
major medical centers, with response rates estimated to be 
~80–95%. In Turkey, a small number of patients with other al-
lergic conditions have also been treated with Omalizumab in 
off-label uses with generally good results. Except for 1 patient 
who had a temporary thrombocytopenia, there have been no 
changes of mean platelet volumes in severe asthma patients 
without cardiovascular risk [13–15].

Omalizumab Effects on sApo-2 L

A number of studies have shown that both the membrane-
bound tumor necrosis factor-related apoptosis-inducing ligand 
(TRAIL: Apo-2L) and soluble TRAIL (sApo-2L) can induce apop-
tosis in a wide variety of tumor types by activating death re-
ceptors. sTRAIL is used as a marker for apoptosis. TRAIL (Apo-
2L) is a transmembrane (type II) glycoprotein belonging to the 
TNF superfamily. The extracellular domain of TRAIL is homolo-
gous to that of other family members and has a homotrimer-
ic subunit structure. Like TNF and FasL, sApo-2L also exists 
physiologically in a biologically active soluble homotrimeric 
form. An increase in eosinophil levels has been reported in al-
lergic asthma, and is thought to reflect an increase in periph-
eral blood eosinophil survival promoted by Apo-2 L. The ex-
act role of Apo-2 L in vivo, however, remains unknown. In our 
previous study we showed that soluble Apo-2 L levels in pa-
tients with severe persistent allergic asthma decreased after 
anti-IgE treatment using omalizumab. I think that omalizum-
ab inhibited activation of the TRAIL related extrinsic apoptot-
ic pathway and lowered soluble Apo-2 L level by blocking free 
IgE. I also believe that soluble Apo-2 L may have an important 
role in the relationship between IgE and the extrinsic path-
way in endothelial cells. These results suggested that sApo-2L 
may act as a soluble effector molecule, and that the decrease 
in levels after omalizumab treatment may allow us to use this 
marker to monitor clinical improvement.

Combination Therapy with Omalizumab and 
Allergen Immunotherapy

Combination therapy with omalizumab and specific subcuta-
neous immunotherapy (SCIT) in patients with severe persis-
tent asthma also suggest that omalizumab is an effective ther-
apy in such individuals. Omalizumab reduces serum IgE levels 
and FceRI receptor expression on key cells in the inflammato-
ry cascade. The consequences of these processes are the in-
hibition of the release of inflammatory mediators from mast 
cells, and diminished recruitment of inflammatory cells, espe-
cially eosinophils, into the airways [11,16–18].
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Allergen-specific immunotherapy (SIT) has the advantage of 
being the only causal treatment of allergic controlled asthma 
and rhinitis but is fraught with the dangers of severe systemic 
or local adverse effects and anaphylaxis [19–21]. Allergic dis-
eases are probably due to complex interactions between largely 
unknown genetic and environmental factors. The micro-array 
technique for the detection of specific IgE has improved the 
diagnostic procedures for allergic diseases. SIT has been used 
in the management of allergic diseases for nearly 100 years. 
The quality of allergen products is a key issue for both diagno-
sis and therapy. Between March 2009 and February 2013, we 
examined 5982 patients with allergic rhinoconjunctivitis and 
allergic asthma [22]. In our previous study, 1452 patients with 
symptoms and skin prick tests to +3 and +4 received SIT; 70% 
of the patients received SIT with mite and pollen mixtures due 
to the pollen in the air in the Mediterranean region. In patients 
who have allergic rhinoconjunctivitis and are treated with SIT 
(especially if there is atopic dermatitis), atopic dermatitis le-
sions in cases exacerbated by SIT may become generalized. 
This reaction is usually seen in the initial dose. In those cases, 
SIT should be discontinued [19]. A 16-year-old patient of ours 
with an allergic rhinoconjunctivitis developed a similar situa-
tion. The patient’s complaints began 4 years previously. The 
patient’s skin prick test was +4 positive with mite, +4 positive 
with olive, and +4 positive with Parietaria judaica (Judas tree). 
Blood level of total IgE was 645 IU / L. We planned SIT with 
the beginning at doses (ST allergens APSI, 2 numbered bottle, 
5 doses). SIT was stopped due to exacerbation of skin lesions 
resistant to antihistamines and topical steroids. Omalizumab 
treatment started at a dose 375 mg every 2 weeks. After 2 
months of treatment, when the skin lesions had been brought 
under control, we started SIT treatment again and this time 
no recurrence of the lesion was observed. This patient had 
taken omalizumab and SIT combination therapy for 3 years. 
Omalizumab can possibly overcome these limitations by bind-
ing exclusively to circulating IgE molecules and reducing the 
levels of circulating IgE, regardless of allergen specificity, by 
binding to the constant region of circulating IgE molecules. This 
prevents free IgE from interacting with the high- and low-af-
finity IgE receptors (Fc“RI and Fc“RII) on mast cells, basophils, 
macrophages, dendritic cells, and B lymphocytes, and subse-
quently leads to a decrease in the release of the mediators of 
the IgE mediated allergic response (i.e., cytokines, histamines, 
and leukotrienes) [23,24].

The first clinical trial looking for the clinical effects of a com-
bined therapy of SIT and Omalizumab was performed in chil-
dren and adolescents in Germany who were allergic to grass 
and birch pollen. Kuehr et al. recruited 221 children and ado-
lescents to evaluate the efficacy and safety of omalizumab with 
SIT on birch pollen-induced allergic rhinitis (AR) [25]. SIT plus 
omalizumab-treated subjects were reported to have a 48% re-
duction in allergen-induced symptom load over 2 pollen seasons 

independent of the allergen. Furthermore, rescue medication 
use, number of days with symptoms, and symptom severity 
were significantly lower in the SIT plus omalizumab groups 
compared with SIT alone. A post hoc sub-analysis of this study 
to assess the effects of each treatment (SIT or omalizumab) 
demonstrated that SIT alone did not significantly reduce the 
symptom severity score [26]. Hence, combination therapy may 
be complimentary, providing superior effect compared to in-
dividual treatments. Recently, there have been trials of omal-
izumab and SIT in patients with AR and co-morbid asthma. 
In the trial by Kopp et al., a significant reduction of 40% in 
symptom load was observed in favor of SIT plus omalizumab 
compared with SIT alone (p=0.04) [27]. Another study showed 
that the tolerability of SIT after pretreatment with omalizum-
ab or placebo in patients with symptomatic asthma was not 
adequately controlled with inhaled corticosteroids. A total of 
13.5% of patients treated with Omalizumab showed system-
ic allergic reactions to SIT compared to 27% in those receiving 
placebo (p=0.017). More patients were able to reach the tar-
get maintenance SIT dose (p=0.004) in the omalizumab group 
compared to placebo [28], suggesting that pre-treatment with 
omalizumab was associated with fewer systemic allergic reac-
tions to SIT and enabled more patients to achieve the target 
immunotherapy maintenance dose. Casale et al. examined the 
extent by which pre-treatment with omalizumab would be ef-
fective in enhancing efficacy of rush immunotherapy. The rush 
protocol intended a rapid increase in the allergen to provoke 
adverse effects of SIT. Pre-treatment with omalizumab result-
ed in a 5-fold reduction in anaphylactic reaction [29].

In a previously study we showed that 1 patient had previously 
reported honeybee-induced anaphylaxis. Interestingly, this pa-
tient, while on the 12th dose of omalizumab treatment, had 48 
bee stings and developed only a slight local reaction, which re-
solved spontaneously. The results were in concordance with simi-
lar cases treated with omalizumab in the literature [15]. Although 
the effect of venom immunotherapy is well documented, there is 
also an increased risk of adverse effects ranging from itchy eyes 
an, sneezing to Jessner’s lymphocytic infiltrate and severe ana-
phylaxis in bee venom-treated patients and in those with rap-
id dose increase [20]. This case suggests that omalizumab may 
be able to prevent severe anaphylaxis during immunotherapy.

Studies in patients with allergic rhinitis and asthma have 
shown that pre-treatment with omalizumab may be an effec-
tive option to safely reduce systemic anaphylactic reactions 
and achieve a higher dose of allergen immunotherapy. This 
may be of specific relevance to hymenoptera venom immuno-
therapy. Although there are no controlled trials, there are case 
reports of anti-IgE therapy with omalizumab reducing the risk 
of systemic reaction during induction of venom immunother-
apy in patients who have either failed treatment or in those 
with mastocytosis [30–32].
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Omalizumab Effects on Oxidative Stress, 
Vitamin-D, and Homocysteine

Ceruloplasmin (CP) is a copper-containing alpha- 2-glyco-
protein with a molecular weight of approximately 132 kDa. 
Ceruloplasmin is essential for iron homeostasis, is involved in 
angiogenesis, and under different conditions can act as either 
a pro- or anti-oxidant. The known functions of ceruloplasmin 
oxidase activity (COA) include copper transportation, iron me-
tabolism, antioxidant defense, and involvement in angiogenesis 
and coagulation. It was previously reported that synthesis of 
CP was stimulated by interleukin-1 in normal and copper-defi-
cient rat models concluding that CP was dependent on oxidase 
activity [33]. Moreover, the copper ions had been suggested 
as an explanation for the sensitivity of asthmatic individuals 
by biologic effects of inhaled particulate air pollution [34]. In 
vivo experiments searching for the cytokines involved in acute-
phase protein response showed that there were 3 major cy-
tokines: interleukin 1-beta, interleukin-6, and TNF-alpha [35].

The mechanisms underlying the clinical and anti-inflammatory 
efficacy of omalizumab are not fully understood. Omalizumab 
reduces airway inflammation, but few clinical trials shave stud-
ied the effect of this therapy on airway remodeling. Nitric ox-
ide (NO) is an important biomarker for inflammation in airway 
epithelial cells and in the exhaled breath of asthmatic subjects. 
In our previous study we investigated changes in total antiox-
idant capacity in asthmatic patients treated with omalizum-
ab. Anti-IgE therapy is an innovative and promising treatment 
modality that mediates its effects in part at least through de-
creased inflammation following improved anti-oxidant capa-
bility. In turn, our study suggested that measuring the latter 
may prove to be a useful surrogate marker to monitor effica-
cy of treatment in patients with this disease [36].

Alternatively, the development of atopy may also be a direct 
effect of elevated homocysteine or some of its metabolites, 
which appear to exert a number of diverse effects on immune 
function. In addition, total homocysteine (Hcy) has been shown 
to increase in response to immune activation and cell prolifera-
tion during a non-allergic Th1-type immune response. Although 
much less is known about the health effects of sustained post-
load homocysteine concentrations, there is evidence that it has 
negative effects on platelet aggregation and endothelial func-
tion. A number of studies have indicated that homocysteine 
may contribute to the development and progression of ath-
erosclerosis, a risk factor for cardiovascular diseases. However, 
the mechanisms by which Hcy can induce vascular dysfunc-
tion are not fully understood [38–43].

Vitamin-D (25(OH)D) has effects on the innate and adaptive 
immune system. 25(OH)D levels are associated with poor asth-
ma control, reduced pulmonary function, increased medication 

intake, and exacerbations. Little is known about 25(OH)D in 
adult asthma patients or its association with asthma severity 
[44,45]. Moreover, 25(OH)D triggers an Hcy metabolizing en-
zyme and data from the Longitudinal Aging Study Amsterdam 
suggested a correlation between 25(OH)D status and Hcy lev-
els [46]. The decrease in Hcy concentrations and increase in 
25(OH)D also supports the existence of a vascular endotheli-
al protection mechanism.

Omalizumab Effects on sCD200 (OX-2)

CD200 (OX-2) is a novel immune-effective molecule, both cell 
membrane-bound and also existing in a soluble form in serum 
(sCD200, sOX-2), which acts as a pro-inflammatory through 
its receptor [11,14,47]. In our previous study we reported a 
patient who had a pruritic bullous pemphigoid and very high 
levels of total IgE (5000 kU/L) who was refractory to the ag-
gressive immunosuppressive regimens for bullous pemphi-
goid but responded rapidly to systemic anti-IgE. The circulat-
ing level of sOX-2 was 48.45 pg/mL in serum and 243 pg/mL 
in blister fluid. Soluble OX-2 levels were higher in blister fluid 
than in serum. During the second month of follow-up, the pa-
tient’s sOX-2 level decreased to 26.7 pg/mL [48]. Reduction in 
serum levels sOX-2 with anti-IgE treatment suggests that sOX-
2 could be pro-inflammatory [11,14,37,47,48]. Soluble OX-2 
might also play a role in immune response in the pathogen-
esis of autoimmune and inflammatory skin disorders [50,51].

Omalizumab Effects on the Coagulation 
Pathway

We have observed 1 patient who underwent omalizumab treat-
ment, who had severe persistent asthma (SPA) who had a his-
tory of protein C/S deficiency (who was also a heterozygous 
carrier of factor V Leiden and prothrombin G20210A mutation), 
multiple massive pulmonary embolus, and systemic subacute 
thrombosis determined in vena saphena parva and in left vena 
perforantes cruris. After long-term (20 months) treatment with 
omalizumab, he had decreased d-dimer (DD), sTRAIL, and OX-
2, and had increased CXCL8, activated pC (APC), antithrom-
bin III (AIII), protein S (pS), and protein C (pC) levels [11]. In 
this patient’s blood, levels of APC, AIII, pS, and pC were found 
to be increased by 74%, 128%, 102%, and 86% respectively, 
and DD level (412 U/L) was decreased at the 30th month of 
omalizumab therapy, and these results were significant [12].

Severe persistent asthma, which is associated with a procoag-
ulant state in the bronchoalveolar space, is further aggravat-
ed by impaired local activities of the anticoagulant pC/S, AIII 
system, and fibrinolysis, as demonstrated by massive fibrin 
depositions in the alveoli of a SPA patient, who died from a 
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SPA attack, who did not respond to treatment. Recent reports 
revealed that patients with CU also show signs of thrombin 
generation and activation of the TF pathway of the coagula-
tion system. DD, a fibrin degradation product formed during 
the lysis of a thrombus, is also detected in high levels in pa-
tients with active CU [52–56].

The biologic effects of APC and pC can be divided into antico-
agulant and cytoprotective effects [53]. In patients with SPA, 
bronchoalveolar levels of APC decreased after a bronchial al-
lergen challenge and were significantly lower than in healthy 
controls, and APC/pC ratios were decreased in induced spu-
tum of patients with SPA, pointing to an imbalance between 
coagulation and the pC system [54].

Activation of the extrinsic pathway by TF generates throm-
bin, which leads to d-dimer formation [55]. We think that an-
ti-IgE treatment with omalizumab inhibited activation of the 
extrinsic pathway and lowered d-dimer level by blocking free 
IgE. Because of this, we think that omalizumab has a similar 
effect as heparin. After the injection of heparin, an increase in 
the percentage of protein C/S has been observed.

Besides its anticoagulant properties, heparin possesses a 
wide range of anti-inflammatory activities, including inhibi-
tion of pro-inflammatory mediators, such as ECP, peroxidase, 
and neutrophil elastase, and inhibition of lymphocyte activa-
tion [58]. Anticoagulant treatment with heparin and warfarin 
had been attempted to reduce the symptoms of CU and SPA; 
however, inhaled heparin is no longer used in clinical prac-
tice as adjunctive therapy for SPA attacks because of equiv-
ocal results [55–57].

Because we considered the effect of omalizumab occurs in 
both the bronchial and systemic vascular areas, we evaluated 
SPA and CU patients before and after the therapy period. After 
omalizumab therapy, the significant decrease of the levels of 
DD shows the importance of the procoagulant state in aller-
gic patients. We also believe that DD may have an important 
role in the relationship between IgE and the extrinsic pathway 
in endothelial cells. Mediators and cells classically involved in 
procoagulant and anticoagulant pathways together play a role 
in SPA and CU pathophysiology and omalizumab effect [12].

Omalizumab Effects on 
Hyperimmunoglobulin-E Syndrome, 
Eosinophilic Gastroenteritis, Mastocytosis, 
Chronic Urticaria, Atopic Dermatitis, Nasal 
Polyps, and Samter’s Syndrome

The extrinsic pathway of coagulation is activated in response 
to a high level of circulatory IgE. The best example of this 

purported relationship is the correlation between higher TF 
expression and vasculitis degree seen in hyper IgE syndrome. 
Hyperimmunoglobulin E syndrome (HIES) is a heterogeneous 
group of immune disorders and is characterized by very high 
concentrations of the serum antibody IgE. Clinically eczema-
like rash, cold staphylococcal infection, and severe lung in-
fection are seen. An IgE level greater than 2000 IU/mL is of-
ten considered diagnostic except in patients younger than 6 
months of age [59,60]. Abnormal neutrophil chemotaxis due 
to decreased production of interferon gamma by T lympho-
cytes is thought to cause the disease. Both autosomal domi-
nant and recessive inheritance have been described. The auto-
somal dominant form of HIES results from mutations in STAT3 
[59]. Mutations in the DOCK8 molecule have been associated 
with syndromes that share many features with classical auto-
somal dominant HIES, which is inherited by an autosomal re-
cessive trait and tends to have a milder clinical picture [60,61]. 
STAT3 is a key regulator of many immunologic pathways and 
is involved in the signal transduction of many cytokines, in-
cluding, but not limited to, IL-6, IL-10, IL-21, IL-22, and IL-23 
[62]. Animals studies have shown that a myeloid-specific de-
letion of STAT3 leads to up-regulation of many Th1 cytokines, 
such as IFNg and TNFa, and down-regulation of pro-inflamma-
tory and anti-inflammatory responses regulated by IL-6 and IL-
10, respectively [60,61]. These cytokines are critical to differ-
entiation of TH17 cells, which are important in inflammatory 
response to bacterial and fungal pathogens. It was reported 
that both STAT3 mutation-positive and STAT3 mutation-nega-
tive HIES exhibited a profound deficit in TH17 differentiation 
[63]. Several studies reported clinical improvement in patients 
with severe atopic eczema with high serum IgE level [63–65].

Eosinophilic gastroenteritis (EGE) is characterized by patchy 
or diffuse eosinophilic infiltration of all parts of the gastro-
intestinal (GI) tract [66,67]. Eosinophils are normally present 
in gastrointestinal mucosa, but deeper infiltration and more 
than 30 eosinophils per high-power field in at least 5 areas 
are pathologic [68]. Since the GI tract is frequently faced with 
external allergens via ingested foods, allergens from food pass 
the mucosa and trigger an inflammatory response that leads 
mast cell degranulation and recruits eosinophils. Tissue dam-
age is caused by cytotoxic proteins contained in the cytoplas-
mic granules of eosinophils. In addition to tissue eosinophils, 
eosinophils can also mediate proinflammatory effects such as 
up-regulation of adhesion systems, and modulation of cell traf-
ficking, as well as release of chemokines (eotaxin), lipid medi-
ators, and leukotriene. Eosinophil recruitment into the tissue 
is regulated by a number of inflammatory cytokines such as 
IL-3, IL-4, IL-5, IL-13, granulocyte macrophage colony stimulat-
ing factor (GM-CSF), and T helper 2 (Th2) cytokines. A Th2-type 
immune response seems to be involved in both IgE- and non-
IgE-mediated EGE [69]. Anti-IgE treatment with omalizumab is 
associated with a 35–45% drop in peripheral blood eosinophil 
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count, as well as a decrease in duodenal and antral eosinophil 
count [70,71]. It also effectively blocks CD23-mediated aller-
gen binding to B cells. But some reports failed to demonstrate 
in vivo immunomodulatory activity on T cell responses [72].

Mastocytosis is a heterogeneous disorder that results from 
clonal mast cell proliferation (myeloproliferative neoplasm), 
characterized by excessive mast cell accumulation in skin (cu-
taneous form) or multiple tissues, with or without skin involve-
ment (systemic form) [73,74]. Increased local concentration of 
soluble mast cell growth factors in lesions are believed to stim-
ulate mast cell proliferation. Impaired mast cell apoptosis and 
interleukin 6 have also been postulated to be involved, as ev-
idenced by BCL-2 up-regulation and IL-6 elevation in tissue. 
Some activating point mutations of c-kit in codon 816 (usual-
ly KITD816V), encoding the tyrosine kinase- receptor for stem 
cell factor, are found to be associated with the systemic form 
[75–77]. Since omalizumab reduces the expression of FceRI 
on circulating basophils and mast cells, it seems to lower the 
activity potentials of basophils and mast cells, thereby reduc-
ing the potential reactivity of these cells [71,78]. Concordantly, 
serum tryptase was reported to decrease under omalizumab 
therapy in 2 mastocytosis patients, but it remained unchanged 
in 2 other patients [79].

Metz et al. [80] assessed responder rates, optimal dosage, re-
sponse to up-/down-dosing, time to relief of symptoms, rates 
of return, and time of relapse after omalizumab administration, 
and safety in 51 CU patients, 20 with chronic spontaneous ur-
ticaria (CSU) alone, 21 with different forms of chronic induc-
ible urticaria (CindU), and 10 with both in their clinical analy-
sis. They showed that omalizumab is a rapidly acting, highly 
effective, and safe drug in CSU and CindU patients in their 
clinical experience from more than 1250 injections in those 
patients over 4 years. Their observations in a real-life clinical 
setting support the recommendation of the current EAACI/
GA2LEN/EDF/WAO guideline for the management of urticaria 
to use omalizumab in the treatment of urticaria patients [81].

Omalizumab demonstrated clinical efficacy in the treatment 
of nasal polyps with comorbid asthma, supporting the impor-
tance and functionality of local IgE formation in the airways 
[82], but in our study, no change was seen in nasal polyposis 
after omalizumab treatment [14]. Nasal polyps from patients 
with Samter’s triad had significantly higher inducible nitric ox-
ide synthase activity compared with the nasal polyp patients 
without Samter’s syndrome [83].

Severe refractory atopic dermatitis is a chronic, debilitating 
condition that is associated with elevated serum IgE levels. 
The mechanisms of omalizumab in the treatment of atopic 
dermatitis (AD) need further research in lowering serum IgE. 
Several case reports investigating anti-IgE therapy in patients 

with AD found symptomatic improvement with omalizumab 
[3]. Recently, Iyengar et al. [84] showed that all patients re-
ceiving omalizumab had strikingly decreased levels of TSLP, 
OX40L, TARC (involved in Th2 polarization) and interleukin-9 
compared to placebo in their randomized, placebo-controlled 
clinical trial. In addition, they found a marked increase in IL-
10, a tolerogenic cytokine, in the omalizumab-treated group. 
Patients on anti-IgE therapy had improved clinical outcomes.

Those patients who cannot be adequately controlled with 
even high doses of corticosteroids and often require repeat-
ed emergency visits and hospitalization are approved to use 
omalizumab by the health insurance systems in many coun-
tries [85–88]. We showed that omalizumab therapy increases 
blood glucose levels in allergic asthma patients with diabe-
tes mellitus. Although we do not know the exact mechanism 
behind this relationship, it might be related to vial containing 
145 mg sucrose [85].

Cost-Effectiveness Analysis of Omalizumab

Asthma affects over 300 million people around the world, par-
ticularly in the developing countries. It is seen in 5–10% of the 
population of developed countries and its prevalence is ris-
ing. More than 20 million people in the USA are estimated to 
have asthma [89]. Asthma markedly diminishes quality of life 
due to limited activity and absences from work or school and 
causes hospitalizations, with significant social and economic 
consequences [90,91].

Finally, regardless of the law and cost-effectiveness of omali-
zumab in a given WTP of $45 000 per QALY, it will remain its 
market position with the unique mechanism of action and great 
benefits to patients with severe asthma, particularly respond-
ers. However, the cost-effectiveness of omalizumab can be in-
creased by confining omalizumab therapy to potential previ-
ous responders. However, caution is required to interpret the 
EVPI for omalizumab response, given the assumptions and the 
structural uncertainties. The reduction in the price of omal-
izumab is projected to improve the cost-effectiveness [92].

There have been concerns about cardiovascular safety in pa-
tients starting omalizumab therapy, because of the most re-
cent study that analyzed the association between omalizumab 
and arterial thrombotic events [86–88,93]. We showed that in 
1 of our patients, Doppler ultrasonography did not reveal any 
thrombus after anti-IgE therapy, the patient did not require 
lung transplantation, and serum protein S/C levels increased 
to normal ranges. The exercise stress testing result was nor-
mal and after initiation of anti-IgE treatment, and there were 
no cranial emboli events or any neurologic complications. 
Patients did not report any cardiac arrhythmias after initiation 
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of anti-IgE therapy. Exercise stress testing results were nor-
mal while the patient was treated with anti-IgE. Aneurysm en-
largement or complications were not detected during the treat-
ment with anti-IgE [11].

Conclusions

In summary, omalizumab in patients with severe persistent 
asthma is an effective therapy for asthma and co-morbid con-
ditions such as CU, bee venom allergy, latex allergy, multidrug 
allergy, atopic dermatitis, food allergy, Samter’s syndrome. 
Since omalizumab therapy lowers the serum levels of soluble 
TRAIL [16,17], and soluble TRAIL was found to be correlated 

with survival in Stage 4 colon cancers [94–97], we do not pro-
pose omalizumab therapy for asthmatic patients with advanced 
colon cancer. The mechanism of action of omalizumab in the 
treatment of asthma is believed to be multifactorial, and in-
cludes effects mediated through altered production of redox 
metabolites, VEGF system, extrinsic coagulation pathway, ox-
idative markers related to mi RNA, TRAIL-related mi RNA, and 
regulation of production of known inflammatory proteins.

Acknowledgement

Prof. Dr. Tse Wen Chang, Celal Gozalan, Prof. Dr. Ludwig Strauss, 
Prof. Dr. Saadet Gumuslu, Gizem Esra Genc, Betul Celik, Ayse 
Akman Karakas.

References:

 1. Babu KS, Polosa R, Morjaria JB: Anti-IgE emerging opportunities for 
Omalizumab. Expert Opin Biol Ther, 2013; 13(5): 765–77

 2. Kaplan A, Ledford D, Ashby M et al: Omalizumab in chronic idiopathic/spon-
taneous urticaria patients symptomatic despite standard combination ther-
apy. J Allergy Clin Immunol, 2013; 132: 101–9

 3. Yalcin AD, Bisgin A, Gorczynski RM: IL-8, IL10, TGF-b and GCSF levels were 
increased in severe persistent allergic asthma patients with the anti-IgE 
treatment. Mediators Inflamm, 2012; 2012: 720976

 4. Yalcin AD, Bisgin A: A case of heterozygous factor V leiden and prothrombin 
G20210A carrier and irregular emphysema/ severe allergic asthma of suc-
cesful Anti-IgE therapy without any arteriothrombotic event and increases 
of serum protein C and S levels. European Journal of Allergy and Clinical 
Immunology, 2013; 68: 24

 5. Kim B, Eggel A, Tarchevskaya SS et al: Accelerated disassembly of IgE-
receptor complexes by a disruptive macromolecular inhibitor. Nature, 2012; 
491(7425): 613–17

 6. Chang TW: Developing antibodies for targeting immunoglobulin and mem-
brane bound immunoglobulin E. Allergy Asthma Proc, 2006; 27: S7–14

 7. Chang TW, Shiung YY: Anti IgE as a mast cell stabilizing therapeutic agent. 
J. Allergy Clin Immunol, 2006; 117: 1203–12

 8. Chang TW: The pharmacological basis of anti-IgE therapy. Nat Biotechnol, 
2000; 18: 157–62

 9. Adcock LM, Caramori G, Chung KF: New targets for drug development in 
asthma. Lancet, 2008: 372(9643): 1073–87

 10. Heaney GL, Robinson DS: Severe asthma treatment: need for characteris-
ing patients. Lancet, 2005; 365(9463): 974–76

 11. Yalcin AD, Cilli A, Bisgin A et al: Omalizumab is effective in treating severe 
asthma in patients with severe cadiovascular complications and its effects 
on sCD200, d-dimer, CXCL8 and IL-1b levels. Expert Opin Biol Ther, 2013; 
13(9): 1335–41

 12. Yalcin AD, Celik B, Gumuslu S: D-dimer levels decreased in severe aller-
gic asthma and chronic urticaria patients with the omalizumab treatment. 
Expert Opin Biol Ther, 2014; 14(3): 283–86

 13. Yalcin AD, Bisgin A, Cetinkaya R et al: Clinical Course and Side Effects of 
Omalizumab in Patients with Severe Persistent Asthma. Clin Lab, 2013; 59: 
71–77

 14. Yalcin AD, Ucar S, Gumuslu S et al: Effects of Omalizumab on Eosinophil 
Cationic Peptid, 25-Hydroxyvitamin-D, IL-1b, and sCD200 in a cases of 
Samter’s syndrome: 36 Months follow-up. Immunopharmacol Immunotoxicol, 
2013; 35(4): 524–27

 15. Yalcin AD, Bisgin A: Anti-IgE Therapy in Severe Allergic Conditions. J Allergy 
Ther, 2012; 3: 120

 16. Yalcin AD, Bisgin A, Kargi A et al: Serum soluble TRAIL levels in patients 
with severe persistent allergic asthma: its relation to Omalizumab treat-
ment. Med Sci Monit, 2012; 18(3): PI11–15

 17. Yalcin AD, Bisgin A: The Relation of sTRAIL Levels and Quality of Life In 
Omalizumab Using Severe Persistent Allergic Asthma Patients. Med Sci 
Monit, 2012; 18(8): LE9–10. (WISC 2012: WAO Outstanding Abstract Award)

 18. Yalcin AD, Gumuslu S, Parlak GE et al: soluble TRAIL as a marker of effica-
cy of allergen-spesific immunotherapy in patients with allergic rhinocon-
junctivitis. Med Sci Monit, 2012; 18(10): CR617–21

 19. Yalcin AD, Ozdemir L, Polat HH: Evaluation Of Socio- Demographic char-
acteristics of Patients Receiving Spesific Immunotherapy In Antalya. (029: 
oral presentation, APSR, 3–6 November 2011, China), Respirology, 2011; 
16(Suppl.): 191

 20. Yalcin AD, Bisgin A, Akman A et al: A rare Side effect of immunotherapy: 
Jessner-Kanoff lymphocytic infiltrate. Journal of Investigational Allergology 
& Clinical Immunology, 2012; 22(4): 308–9

 21. Yalcin AD, Bisgin A, Polat HH: The incidence of the epidemiological mark-
ers of allergy in adults. J Clin Anal Med, 2014; 5(2): 138–43

 22. Yalcin AD, Basaran S: The effects of climate and aero allergens changes in 
allergic rhinoconjunctvitis and allergic asthma patients in mediterranean 
region between 2011 and 2012. Med Sci Monit, 2013; 19: 710–11

 23. Holgate S, Smith N, Massanari M et al: Effects of omalizumab on mark-
ers of inflammation in patients with allergic asthma. Allergy, 2009; 64(12): 
1728–36

 24. Eckman JA, Sterba PM, Kelly D et al: Effects of omalizumab on basophil and 
mast cell responses using an intranasal cat allergen challenge. J Allergy Clin 
Immunol, 2010; 125(4): 889–95

 25. Kuehr J, Brauburger J, Zielen S et al: Efficacy of combination treatment with 
anti-IgE plus specific immunotherapy in polysensitized children and adoles-
cents with seasonal allergic rhinitis. J Allergy Clin Immunol, 2002; 109(2): 
274–80

 26. Rolinck-Werninghaus C, Hamelmann E, Keil T et al: The co-seasonal appli-
cation of anti-IgE after preseasonal specific immunotherapy decreases oc-
ular and nasal symptom scores and rescue medication use in grass pollen 
allergic children. Allergy, 2004; 59(9): 973–79

 27. Kopp MV, Hamelmann E, Zielen S et al: Combination of omalizumab and 
specific immunotherapy is superior to immunotherapy in patients with sea-
sonal allergic rhinoconjunctivitis and co-morbid seasonal allergic asthma. 
Clin Exp Allergy, 2009; 39(2): 271–79

 28. Massanari M, Nelson H, Casale T et al: Effect of pretreatment with omali-
zumab on the tolerability of specific immunotherapy in allergic asthma. J 
Allergy Clin Immunol, 2010; 125(2): 383–89

 29. Casale TB, Busse WW, Kline JN et al: Omalizumab pretreatment decreases 
acute reactions after rush immunotherapy for ragweed-induced seasonal 
allergic rhinitis. J Allergy Clin Immunol, 2006; 117(1): 134–40

 30. Kontou-Fili K: High omalizumab dose controls recurrent reactions to ven-
om immunotherapy in indolent systemic mastocytosis. Allergy, 2008; 63(3): 
376–78

 31. Schulze J, Rose M, Zielen S: Beekeepers anaphylaxis: successful immuno-
therapy covered by omalizumab. Allergy, 2007; 62(8): 963–64

 32. Yalcin AD, Kose S, Gorczynski RM: Clinical Experience in Allergic Asthma 
Patients: Omalizumab with Immunotherapy. World Allergy Organ J, 2012; 
5(Suppl.2): S105

1697
Indexed in: [Current Contents/Clinical Medicine] [SCI Expanded] [ISI Alerting System]  
[ISI Journals Master List] [Index Medicus/MEDLINE] [EMBASE/Excerpta Medica]  
[Chemical Abstracts/CAS] [Index Copernicus]

Yalcin A.D.: 
An overview of the effects of anti-IgE therapies
© Med Sci Monit, 2014; 20: 1691-1699

REVIEW ARTICLES

This work is licensed under a Creative Commons
Attribution-NonCommercial-NoDerivs 3.0 Unported License



 33. Yalcin AD, Gumuslu S, Parlak GE et al: Systemic Levels Of Ceruloplasmin 
Oxidase Activity In Allergic Asthma And Allergic Rhinitis. Immunopharmacol 
Immunotoxicol, 2012; 34(6): 1047–53

 34. Barber EF, Cousins RJ: Interleukin-1 – stimulated induction of ceruloplasmin 
synthesis in normal and copper-deficient rats. J Nutr, 1988; 118: 375–81

 35. Kennedy T, Ghio AJ, Reed W et al: Copper-dependent inflammation and nu-
clear factor-kappa B activation by particulate air pollution. Am J Respir Cell 
Mol Biol, 1998; 19: 366–78

 36. Yalcin AD, Gorczynski RM, Parlak GE et al: Total antioxidant capacity, hy-
drogen peroxide, malondialdehyde and total nitric oxide concentrations in 
patients with severe persistent allergic asthma: its relation to omalizumab 
treatment. Clin Lab, 2012; 58(1–2): 89–96

 37. Yalcin AD, Genc GE, Bisgin A et al: Evaluation of Homocysteine, 25(OH) 
Vitamin D, Pro-inflammatory IL-1b and Immune Modulator OX-2 Levels in 
Moderate Allergic Asthma Patients: Association with Biological Treatment 
& Disease Activity. J Clin Pharm Therapy, ID: 2366 [in press]

 38. Dawson H, Collins G, Pyle R et al: The immunoregulatory effects of homo-
cysteine and its intermediates on T-lymphocyte function. Mech Ageing Dev, 
2004; 125: 107–10

 39. Schroecksnadel K, Frick B, Wirleitner B et al: Homocysteine accumulates 
in supernatants of stimulated human peripheral blood mononuclear cells. 
Clin Exp Immunol, 2003; 134: 53–56

 40. Durand P, Lussier-Cacan S, Blache D: Acute methionine load-induced hy-
perhomocysteinemia enhances platelet aggregation, thromboxane biosyn-
thesis, and macrophage-derived tissue factor activity in rats. FASEB J, 1997; 
11: 1157–68

 41. Bellamy MF, McDowell IF, Ramsey MW et al: Hyperhomocysteinemia after 
an oral methionine load acutely impairs endothelial function in healthy 
adults. Circulation, 1998; 98: 1848–52

 42. Anderson OS, Sant KE, Dolinoy DC: Nutrition and epigenetics: an interplay 
of dietary methyl donors, one-carbon metabolism and DNA methylation. J 
Nutr Biochem, 2012; 23: 853–59

 43. Finkelstein JD, Martin JJ: Homocysteine. Int J Biochem Cell Biol 2000; 32: 
385–89

 44. Korn S, Hübner M, Jung M et al: Severe and uncontrolled adult asthma is 
associated with vitamin D insufficiency and deficiency. Respir Res, 2013; 
14(1): 25

 45. Chambers ES, Nanzer AM, Richards DF et al: Serum 25-dihydroxyvitamin 
D levels correlate with CD4(+)Foxp3(+) T-cell numbers in moderate/severe 
asthma. J Allergy Clin Immunol, 2012; 130(2): 542–44

 46. Kriebitzsch C, Verlinden L, Eelen G et al: 1,25-dihydroxyvitamin D3 influenc-
es cellular homocysteine levels in murine preosteoblastic MC3T3-E1 cells 
by direct regulation of cystathionine b-synthase. J Bone Miner Res, 2011; 
26(12): 2991–3000

 47. Gorczynski RM: CD200: CD200R-Mediated Regulation of Immunity. ISRN 
Immunology, 2012, doi: 10.5402/2012/682168 [in press]

 48. Yalcin AD, Genc GE, Celik B et al: Anti-IgE monoclonal antibody (omali-
zumab) is effective in treating Bullous Pemphigoid and effects on soluble 
CD200. Clin Lab, 2014; 60(3): 523–24

 49. Yalcin AD, Karakas AA, Soykam G et al: A Case of Toxic Epidermal 
Necrolysis with Diverse Etiologies: Successful Treat-ment with Intravenous 
Immunoglobulin and Pulse Prednisolone and Effects on sTRAIL and sCD200 
Levels. Clin Lab, 2013; 59(5–6): 681–85

 50. Akman-Karakas A, Yalcin AD, Koc S et al: There might be a role for CD200 
in the pathogenesis of autoimmune and inflammatory skin disorders. Med 
Sci Monit, 2013; 19: 888–91

 51. Akman-Karakas A, Yalcin AD, Koc S et al: The serum soluble CD200 level 
was higher than for healthy individuals in patients with Bullous Pemphigoid 
during the active phase of the disease. Clin Lab, 2014 [in press]

 52. Boer JD, Majoor CJ, Veer CV et al: Asthma and coagulation. Blood, 2012; 
119: 3236–44

 53. Danese S, Vetrano S, Zhang L et al: The protein C pathway in tissue inflam-
mation and injury: pathogenic role and therapeutic implications. Blood, 
2010; 115(6): 1121–30

 54. Hataji O, Taguchi O, Gabazza EC et al: Activation of protein C pathway in 
the airways. Lung, 2002; 180(1): 47–59

 55. Criado PR, Antinori LC, Maruta CW et al: Evaluation of D-dimer serum lev-
els among patients with chronic urticaria, psoriasis and urticarial vasculi-
tis. An Bras Dermatol, 2013; 88(3): 355–60

 56. Triwongwaranat D, Kulthanan K, Chularojanamontri L, Pinkaew S: Correlation 
between plasma D-dimer levels and the severity of patients with chronic 
urticaria. Asia Pac Allergy, 2013; 3: 100–5

 57. Ritis K, Doumas M, Mastellos D et al: A novel C5a receptor-tissue factor 
cross-talk in neutrophils links innate immunity to coagulation pathways. J 
Immunol, 2006; 177(7): 4794–802

 58. Niven AS, Argyros G: Alternate treatments in asthma. Chest, 2003; 123(4): 
1254–65

 59. Heimall J, Freeman A, Holland SM: Pathogenesis of hyper IgE syndrome. 
Clin Rev Allergy Immunol, 2010; 38(1): 32–38

 60. Mogensen TH: STAT3 and the Hyper-IgE syndrome: Clinical presentation, 
genetic origin, pathogenesis, novel findings and remaining uncertainties. 
JAKSTAT, 2013; 2(2): e23435

 61. Freeman AF, Holland SM: The hyper-IgE syndromes. Immunol Allergy Clin 
North Am, 2008; 28(2): 277–91

 62. Freeman AF, Holland SM: Clinical manifestations, etiology, and pathogen-
esis of the hyper-IgE syndromes. Pediatr Res, 2009; 65(5 Pt 2): 32R–37R

 63. Chularojanamontri L, Wimoolchart S, Tuchinda P et al: Role of omalizum-
ab in a patient with hyper-IgE syndrome and review dermatologic mani-
festations. Asian Pac J Allergy Immunol, 2009; 27(4): 233–36

 64. Bard S, Paravisini A, Avilés-Izquierdo JA et al: Eczematous dermatitis in the 
setting of hyper-IgE syndrome successfully treated with omalizumab. Arch 
Dermatol, 2008; 144(12): 1662–63

 65. Belloni B, Ziai M, Lim A et al: Low-dose anti-IgE therapy in patients with 
atopic eczema with high serum IgE levels. J Allergy Clin Immunol, 2007; 
120: 1223–25

 66. Simoniuk U, McManus C, Kiire C: Eosinophilic gastroenteritis a diagnostic 
enigma. BMJ Case Rep, 2012; 2012: pii: bcr1220115436

 67. Alfadda AA, Storr MA, Shaffer EA: Eosinophilic colitis: epidemiology, clin-
ical features, and current management. Therap Adv Gastroenterol, 2011; 
4(5): 301–9

 68. Lucendo AJ, Arias A: Eosinophilic gastroenteritis: an update. Expert Rev 
Gastroenterol Hepatol, 2012; 6(5): 591–601

 69. Alfadda AA, Storr MA, Shaffer EA: Eosinophilic colitis: an update on patho-
physiology and treatment. Br Med Bull, 2011; 100: 59–72

 70. Stone KD, Prussin C: Immunomodulatory therapy of eosinophil-associated 
gastrointestinal diseases. Clin Exp Allergy, 2008; 38(12): 1858–65

 71. Kibsgaard L, Skjold T, Deleuran M et al: Omalizumab Induced Remission 
of Idiopathic Anaphylaxis in a Patient Suffering from Indolent Systemic 
Mastocytosis. Acta Derm Venereol, 2014; 94(3): 363–64

 72. Foster B, Foroughi S, Yin Y, Prussin C: Effect of anti-IgE therapy on food al-
lergen specific T cell responses in eosinophil associated gastrointestinal 
disorders. Clin Mol Allergy, 2011; 9(1): 7

 73. Bains SN, Hsieh FH: Current approaches to the diagnosis and treatment of 
systemic mastocytosis.Ann Allergy Asthma Immunol, 2010; 104(1): 1–10; 
quiz 10–12, 41

 74. Ozdemir D, Dagdelen S, Erbas T: Systemic mastocytosis. Am J Med Sci, 2011; 
342(5): 409–15

 75. Söderholm JD: Mast cells and mastocytosis. Dig Dis, 2009; 27(Suppl.1): 
129–36

 76. Haenisch B, Nöthen MM, Molderings GJ: Systemic mast cell activation dis-
ease: the role of molecular genetic alterations in pathogenesis, heritabili-
ty and diagnostics. Immunology, 2012; 137(3): 197–205

 77. Horny HP: Mastocytosis: an unusual clonal disorder of bone marrow-derived 
hematopoietic progenitor cells. Am J Clin Pathol, 2009; 132(3): 438–47

 78. Paraskevopoulos G, Sifnaios E, Christodoulopoulos K et al: Successful treat-
ment of mastocytic anaphylactic episodes with reduction of skin mast cells 
after anti-IgE therapy. Eur Ann Allergy Clin Immunol, 2013; 45(2): 52–55

 79. Molderings GJ, Raithel M, Kratz F et al: Omalizumab treatment of system-
ic mast cell activation disease: experiences from four cases. Intern Med, 
2011; 50(6): 611–15

 80. Metz M, Ohanyan T, Church MK Maurer M: Omalizumab is an effective and 
rapidly acting therapy in difficult-to-treat chronic urticaria: A retrospective 
clinical analysis. J Dermatol Sci, 2014; 73(1): 57–62

 81. Zuberbier T, Asero R, Bindslev-Jensen C et al: EAACI/GA(2)LEN/EDF/WAO 
guideline: management of urticarial. Allergy, 2009; 64(10): 1427–43

 82. Gevaert P, Calus L, Van Zele T: Omalizumab is effective in allergic and nonal-
lergic patients with nasal polyps and asthma. J Allergy Clin Immunol, 2013; 
131: 110–16

1698
Indexed in: [Current Contents/Clinical Medicine] [SCI Expanded] [ISI Alerting System]  
[ISI Journals Master List] [Index Medicus/MEDLINE] [EMBASE/Excerpta Medica]  
[Chemical Abstracts/CAS] [Index Copernicus]

Yalcin A.D.: 
An overview of the effects of anti-IgE therapies

© Med Sci Monit, 2014; 20: 1691-1699
REVIEW ARTICLES

This work is licensed under a Creative Commons
Attribution-NonCommercial-NoDerivs 3.0 Unported License



 83. Scadding GK, Gray P, Belvisi MG et al: High levels of nitric oxide synthase 
activity are associated with nasal polyp tissue from aspirin-sensitive asth-
matics. Acta Otolaryngol, 2002; 122: 302–5

 84. Iyengar SR, Hoyte EG, Loza A et al: Immunologic effects of omalizumab in 
children with severe refractory atopic dermatitis: a randomized, placebo-
controlled clinical trial. Int Arch Allergy Immunol, 2013; 162(1): 89–93

 85. Yalcin AD, Cilli A, Straus L: Omalizumab (Anti-IgE) Therapy Increases Blood 
Glucose Levels in Severe Persistent Allergic Asthma Patients with Diabetes 
Mellutus: 18 Months follow-up. Clin Lab, 2014; 60 DOI: 10.7754/Clin.
Lab.2013.130302

 86. Eisner MD, Zazzali JL, Miller MK et al: Longitudinal changes in asthma con-
trol with omalizumab: 2-year interim data from the EXCELS Study. J Asthma, 
2012; 49(6): 642–48

 87. Long AA, Fish JE, Rahmaoui A et al: Baseline characteristics of patients en-
rolled in EXCELS: a cohort study. Ann Allergy Asthma Immunol, 2009; 103(3): 
212–19

 88. Ali AK, Hartzema AG: Assessing the association between omalizumab and 
arteriothrombotic events through spontaneous adverse event reporting. J 
Asthma Allergy, 2012; 5: 1–9

 89. Barnes PJ: New drugs for asthma. Semin Respir Crit Care Med, 2012; 33(6): 
685–94

 90. Townley RG, Agrawal S, Sapkota K: Omalizumab for pediatric asthma. Expert 
Opin Biolog Ther, 2010; 10(11): 1595–608

 91. BousquetJ, MantzouranisE, CruzAA et al: Uniform definition of asthma se-
verity, control, andexacerbations: document presented for the World Health 
Organization Consultationon Severe Asthma. J Allergy Clin Immunol, 2010; 
126: 926–38

 92. Morishima T, Ikai H, Imanaka Y: Cost-Effectiveness Analysis of Omalizumab 
for the Treatment of Severe Asthma in Japan and theValue of Responder 
Prediction Methods Based on a Multinational Trial. Value in Health Regional 
Issues, 2013; 2: 29–36

 93. Lim S, Jatakanon A, John M et al: Effect of inhaled budesonide on lung func-
tion and airway inflammation. Assessment by various inflammatory mark-
ers in mild asthma. Am J Respir Crit Care Med, 1999; 159(1): 22–30

 94. Bişgin A, Kargı A, Yalcin AD et al: Increased sTRAIL levels were correlated 
with patient survival in BevacizumAb treated metastatic colon cancer pa-
tients. BMC Cancer, 2012; 12: 58

 95. Yalcin AD, Kargi A, Gumuslu S et al: Blood eosinophil and platelet levels, 
proteomics patterns of trail and CXCL8 correlated with survival in bevaci-
zumab treated metastatic colon cancers.Clin lab. Clin Lab, 2014; 60 DOI: 
10.7754/Clin.Lab.2013.130425

 96. Celik B, Yalcin AD, Bisgin A et al: Level of TNF-related apoptosis-inducing-
ligand and CXCL8 correlated with 2-[18F]Fluoro-2-deoxy-D-glucose uptake 
in anti-VEGF treated colon cancers. 2013; 19: 875–82

 97. Kargi A, Yalcin AD, Erin N et al: IL8 and serum soluble TRAIL levels follow-
ing anti-VEGF monoclonal antibody treatment in patients with metastatic 
colon cancer. Clin Lab, 2012; 58(9–10): 1103–7

1699
Indexed in: [Current Contents/Clinical Medicine] [SCI Expanded] [ISI Alerting System]  
[ISI Journals Master List] [Index Medicus/MEDLINE] [EMBASE/Excerpta Medica]  
[Chemical Abstracts/CAS] [Index Copernicus]

Yalcin A.D.: 
An overview of the effects of anti-IgE therapies
© Med Sci Monit, 2014; 20: 1691-1699

REVIEW ARTICLES

This work is licensed under a Creative Commons
Attribution-NonCommercial-NoDerivs 3.0 Unported License


