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Immunoglobulin E (IgE) deficiency (usually defined as 
a serum concentration <2.5 kU/L or <2 kU/L) [1,2] has been 
gaining attention in recent years [1-5]. Low serum IgE does 
not always indicate a clinical disorder and is not considered 
a primary immunodeficiency per se [2], although it may be 
associated with susceptibility to nonallergic airway disease, 
recurrent infection, cardiovascular disease, malignancy, 
and autoimmunity [1-5]. Primary biliary cholangitis 
(PBC, formerly known as primary biliary cirrhosis) is 
an autoimmune disease characterized by cell-mediated 
(sometimes granulomatous) destruction of intrahepatic bile 
ducts, portal inflammation, and progressive fibrosis [6]. The 
disease is more common in women and can be associated with 
a variety of immune disorders. The most well-known humoral 
disorder in PBC is elevated serum IgM concentrations [7]. 
To our knowledge, only 1 study has investigated serum IgE 
concentrations in patients with PBC. In 1989, Minuk et al [8] 
showed that 14/22 (64%) patients with PBC had low serum 
IgE concentrations (<10 kU/L). Moreover, 10 patients (45%) 
had concentrations below the level of detection based on an 
immunoenzymatic method [8]. The present study aimed to 
investigate the prevalence of serum IgE deficiency and its 
clinical associations in patients with PBC, compared with 
the general adult population. The study was approved by the 
regional ethics committee.

The study included 50 patients with PBC who were 
treated in the liver disease unit of a university hospital. 
All patients fulfilled the criteria for PBC, including at 
least 2 of the following: (1) increased serum alkaline 
phosphatase (ALP) levels; (2) presence of antimitochondrial 
antibodies; and (3) compatible liver biopsy with bile duct 
lesions [9]. Patients in whom the criteria overlapped with 

those of autoimmune hepatitis [9] were excluded. The 
patients’ clinical characteristics are presented in the Table. 
The control population comprised 1516 adult individuals 
from a municipality whose reference hospital is the same 
as that of the PBC patients in the study. The selection 
of these patients was random and was not influenced by 
atopy or other diseases. The study characteristics and 
immunoglobulin concentrations for this population have 
been reported elsewhere [10-12]. Serum IgE concentrations 
were significantly lower in the patients with PBC than in 
the control population (Table). Conversely, serum IgG and, 
particularly, IgM concentrations were higher in the patients 
with PBC (Table). Serum IgE concentrations were not 
correlated with markers of liver damage (serum bilirubin, 
ALP, and γ-glutamyl transferase [GGT]) in patients 
with PBC (P>.5 in each case). In contrast, serum IgM 
concentrations were positively correlated with serum ALP 
and GGT levels (ρ=0.452 [P<.001] and 0.409 [P=.003], 
respectively; Spearman rank correlation test).

Serum IgE deficiency (<2.5 kU/L [1,2]) was present 
in a third of patients with PBC (Table) and in 8% (95%CI, 
6.6%-9.4%) of the individuals from the general adult 
population (P<.001, 2 test). IgE deficiency was selective 
(ie, with normal IgG [>700 mg/dL] and normal IgA 
[>70 mg/ dL] concentrations) [4] in all 16 cases of PBC and 
in 111/121 (91.7%) of cases from the general adult population 
(6 individuals with IgE deficiency had mild IgG deficiency 
[range, 548-682 mg/dL], 2 individuals had undetectable IgA 
concentrations, and 2 had mild IgA deficiency [47-61 mg/dL]). 
No inborn errors of immunity were present in the sample. In 
the general adult population, IgE deficiency was associated 
with lower IgG and IgA concentrations, older age, female 
sex, lower rate of respiratory allergy, and a higher rate of 
autoimmune disease, particularly, autoimmune thyroid disease 
(hypothyroidism in most cases) (Supplementary table 1). 
Autoimmune thyroid disease was present in 10/121 (8.3%) of 
the participants with IgE deficiency compared with 42/1345 
(3.0%) of the participants with higher IgE concentrations 
(P=.033, 2 test). The association between IgE and autoimmune 
thyroid disease was still present after adjusting for age and sex 
(data not shown). Moreover, there was a trend toward a lower 
prevalence of autoimmune thyroid disease with increasing 
IgE concentrations (P<.001) (Supplementary table 1). The 
prevalence of autoimmune thyroid disease was lowest (2/346, 
0.6%) among the participants with high IgE concentrations 
(>100 kU/L), who in turn had the highest prevalence of 
allergic respiratory disease (117/346, 33.9%). Likewise, 
patients with PBC, who were characterized by low serum IgE 
concentrations, had a low rate of respiratory allergy and a very 
high rate of autoimmune thyroid disease (Table). Neither the 
patients with PBC nor the participants from the general adult 
population with IgE deficiency reported a history of recurrent 
bacterial or helminth infections (Supplementary table 1).

These results suggest that liver disease per se does not 
seem to be a cause of increased serum IgE concentrations. 
Certain causes of cirrhosis, such as excess alcohol intake, 
are associated with increased IgE levels [13], whereas others 
are associated with low IgE concentrations, for example, 
PBC, in which nearly two-thirds of patients had <10 kU/L, 
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aData are presented as median (IQR) or No. (%). 
bHypothyroidism in all cases, except Graves disease in 1 case of primary biliary cholangitis and 4 cases in the general adult population. Serum IgE was measured using 
chemiluminometric immunoassay (ADVIA Centaur, Siemens Healthcare Diagnostics). The 2 patients with PBC and respiratory allergy had IgE concentrations of 39 kU/L and 
162 kU/L. Serum IgG, IgA, and IgM were measured using immunonephelometry (BNII System, Siemens Healthcare Diagnostics). P values were obtained after comparison 
between patients with primary biliary cholangitis and individuals from the general adult population using the Mann-Whitney test (for numerical variables) or the 2 test 
with a Yates correction (for proportions, including the distribution of IgE in categories), where appropriate.

Primary biliary cholangitis 
(n=50)

General adult population 
(n=1516)

P Value

Age, y 58 (48-66) 52 (39-67) .086

Female sex 42 (84.0) 838 (55.3) <.001

Autoimmune thyroid diseaseb 11 (22.0) 52 (3.4) <.001

Respiratory allergy 2 (4.0) 197 (12.9) .096

Serum IgG, mg/dL 1400 (1150-1550) 1080 (931-1240) <.001

Serum IgA, mg/dL 224 (156-320) 217 (162-285) .863

Serum IgM, mg/dL 304 (210-495) 96 (66-137) <.001

Serum IgE, kU/L 6 (1-14) 28 (8-87) <.001

Serum IgE categories

     >100 kU/L 2 (4.0) 346 (22.8)

<.001
     10-100 kU/L 17 (34.0) 765 (50.5)

     2.5-9.9 kU/L 15 (30.0) 284 (18.7)

     <2.5 kU/L 16 (32.0) 121 (8.0)

Table. Demographic, Clinical, and Immunological Characteristics of Patients With Primary Biliary Cholangitis and Individuals From the General Adult 
Populationa.

in agreement with previous reports [8]. The results are also 
consistent with an association between IgE deficiency and 
autoimmune disease, particularly thyroid disease [2,3,5]. 
The patients with low IgE concentrations, such as those 
with PBC, had a high prevalence of autoimmune thyroid 
disease, which was also associated with IgE deficiency 
among individuals from the general adult population. The 
prevalence of IgE deficiency in the general population 
was similar to that reported previously in specific 
clinical settings [3]; however, those affected were mostly 
asymptomatic. Selection bias toward symptomatic cases 
may be found in studies on IgE deficiency in specific clinical 
units but not in studies on participants who are randomly 
sampled from the general population. As expected, low 
IgE concentrations (as observed in the patients with PBC 
and the individuals from the general adult population) 
were negatively associated with respiratory allergy. Taken 
together, these results are consistent with a bias toward 
type 1 rather than type 2 cytokine responses in patients with 
PBC, as shown in peripheral blood mononuclear cells [14]. 
The hypothesis is further supported by the finding of low 
serum IgE concentrations in patients with sarcoidosis, a 
granulomatous disease that is similar to and occasionally 
overlaps with PBC [15]. Autoimmune diseases other than 
thyroid disease were rare in the general population, thus 
making it difficult to investigate their relationship with 
IgE deficiency (Supplementary Table 1). Further studies 
are needed to investigate whether similar IgE findings are 
present in additional cell-mediated immune diseases.

298



Practitioner's Corner – Short Communications

J Investig Allergol Clin Immunol 2023; Vol. 33(4): 289-299 © 2023 Esmon Publicidad

with selective immunoglobulin E deficiency. J Clin Med. 
2021;10:4160.

4. Picado C, Mascaró JMJ, Vlagea A, Pascal M, Muñoz-Cano R, 
Bartra J. Selective IgE deficiency predicts poor or no response 
of chronic spontaneous urticaria to omalizumab. J Investig 
Allergol Clin Immunol. 2022;32(6):504-6.

5. Magen E, Schlesinger M, David M, Ben-Zion I, Vardy 
D. Selective IgE deficiency, immune dysregulation, and 
autoimmunity. Allergy Asthma Proc. 2014;35:e27-33.

6. Mayo MJ. Natural history of primary biliary cirrhosis. Clin Liver 
Dis. 2008;12:277-88.

7. Martin DM, Vroon DH, Nasrallah SM. Value of serum 
immunoglobulins in the diagnosis of liver disease. Liver. 
1984;4:214-8.

8. Minuk GY, Boyd ND, Matheson DS, Fritzler MJ, Green BJ. 
Serum immunoglobulin E levels in patients with primary 
biliary cirrhosis. J Allergy Clin Immunol. 1989;83:462-6. 

9. To U, Silveira M. Overlap syndrome of autoimmune hepatitis 
and primary biliary cholangitis. Clin Liver Dis. 2018;22:603-
11.

10. Carballo I, Alonso-Sampedro M, Gonzalez-Conde E, Sanchez-
Castro J, Vidal C, Gude F, et al. Factors influencing total 
serum IgE in adults: The role of obesity and related metabolic 
disorders. Int Arch Allergy Immunol. 2021;182:220-8.

11. Carballo I, Alonso-Sampedro M, Escribano RM, Fernandez-
Merino C, Sopeña B, Vidal C, et al.  Factors associated with 
serum IgM concentrations: a general adult population study. 
Scand J Clin Lab Invest. 2021;81:454-60.

  Manuscript received June 2, 2022; accepted for publication 
November 2, 2022. 

Carmen Vidal
Department of Allergy

Hospital Clínico Universitario
15706 Santiago de Compostela, Spain

E-mail: carmen.vidal.pan@sergas.es

12. Dieguez-Alvarez M, Carballo I, Alonso-Sampedro M, Sopeña B, 
Gude F, Gonzalez-Quintela A. Serum immunoglobulin-A (IgA) 
concentrations in a general adult population: association with 
demographics and prevalence of selective IgA deficiency. Clin 
Chem Lab Med 2020;58:e109-12.

13. Alvela-Suarez L, Campos J, Carballo I, Gomez-Rial J, Vidal 
C, Lombardero M, et al. False-positive results of serological 
tests for allergy in alcoholic patients. J Investig Allergol Clin 
Immunol. 2019;29:213-21.

14. Sekiya H, Komatsu T, Isono E, Furukawa M, Matsushima S, 
Yamaguchi N, et al. Decrease in the prevalence of IL-4-
producing CD4+ T cells in patients with advanced stage of 
primary biliary cirrhosis. Am J Gastroenterol. 1999;94:3589-
94.

15. Hattori T, Konno S, Shigemura M, Matsuno K, Shimizu C, 
Shigehara K, et al. Total serum IgE levels and atopic status in 
patients with sarcoidosis. Allergy Asthma Proc. 2012;33:90-4.

299

mailto:carmen.vidal.pan@sergas.es

