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Abstract. 
Dengue infection (DI) transmitted by arthropod vectors is the viral disease with the highest incidence throughout the world, an estimated 300 million cases per year.  In addition to environmental factors, genetic factors may also influence the manifestation of the disease; as even in endemic areas, only a small proportion of people develop the most serious form.  Immune-response gene polymorphisms may be associated with the development of cases of DI.  The aim of this study was to determine allele frequencies in the HLA-A, B, C, DRB1, DQA1, and DQB1 loci in a Southern Brazil population with dengue virus serotype 3, confirmed by the ELISA serological method, and a control group.  The identification of the HLA alleles was carried out using the SSO genotyping PCR program (One Lambda), based on Luminex technology. In conclusion, this study suggests that DQB1
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06:11 allele could act as susceptible factors to dengue virus serotype 3, while HLA-DRB1
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11 and DQA1
	
		
			

				∗
			

		
	
05:01 could act as resistance factors.


1. Introduction


Dengue infection (DI) is a resurging mosquito-borne disease that is often contracted in US travelers to Latin America, Asia, and the Caribbean. The clinical symptoms range from a simple febrile illness to hemorrhagic fever or shock [1]. The majority of the infected people remain asymptomatic; however, the majority of those who display symptoms develop a milder form of disease, dengue fever (DF), while others progress to severe forms of the disease, namely, dengue hemorrhagic fever (DHF) and dengue shock syndrome (DSS) [2].
Nowadays, there are currently four known serotypes: DEN 1, 2, 3, and 4, which are strongly related. The viruses belong to the genus flavivirus, family Flaviviridae, and in prevalent tropical and subtropical regions around the world, predominantly in urban and semiurban areas [3].
In Brazil the number of cases registered in first semester to 2013 was 204 million cases of dengue infections (DI), with the most part on North and Southeast region, and have been found to be serotypes 1, 2, and 3 [4].
In 2007, one of the states with the highest number of confirmed cases of DI serotype-3 was Paraná, with approximately 50,000 notified cases and 25,998 confirmed. One of the municipalities most affected was that of Maringá, with around 5,700 confirmed cases, which was considered the eighth highest DI incidence rate in the country.
The pathophysiology of DI and factors that results in severe clinical disease is poorly understood. Almost 50% of the infections are recognized to be clinically silent infections and in about 5–30% of the cases, the disease can be severe and complicated, with the symptoms of thrombocytopenia, plasma leakage, bleeding, and hypovolemic shock commonly referred to as DHF and DSS. The phenomenon of Antibody Dependent Enhancement (ADE) theory postulates that the infection with one dengue serotype during primary infection confers future protective immunity against that particular serotype but not with other serotypes during a secondary infection [5].
Besides them, HLA class I and II have been associated with primary DI and its several forms around the world (reviewed by Lan and Hirayama). The host HLA allele profile influenced the reactivity of DI-specific T cells and may be responsible for the immunopathology of DI [6–8].
However, genetic factors appear to be important in the manifestation of DI as, even in endemic areas, only a small proportion of people develop the DI or the most serious forms of the disease. During infection by the DI virus, a series of genes have their regulation mechanisms modified, among them, genes linked to high production of IFN-γ, as well as MIP-1β, RANTES, MBL2, IL-8, and IL-10 [9, 10].
HLA is encoded by the major histocompatibility complex, located on the chromosome 6 in humans. The genes encoding HLA class I (HLA-A, -B, and -C) and class II (HLA-DR, DQ, and DP) are the most polymorphic in the human genome [11].
Some studies showed positive associations, while others related negative associations between classical DF and HLA classes I and II alleles. In Cuba, HLA-B
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11, and DQB1
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03:02 alleles were associated with protection against classical DF [12, 13]. Meanwhile in Thailand and Cuba the HLA-A
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52, DQB1
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01, and 
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02:02 alleles have been associated with susceptibility to classical disease [13, 14].
1.1. Theory
In a Southern Brazilian population, our group has already found a strong association between HLA-DQ1 variant and DI, during an epidemic that occurred in 1995, characterized by the presence of DI virus serotype 1; however an association of DI with HLA class I antigens was not found [15].
For extending our studies to new cases of DI caused by the serotype 3 of virus, we conducted this case-control study, using more modern genotyping methodologies to characterize HLA classes I and II in patients from Southern Brazil.
1.2. Goal
The aim of this study was to determine allele frequencies in the HLA-A, B, C, DRB1, DQA1, and DQB1 loci in a Southern Brazil population with DI virus serotype 3, confirmed by the ELISA serological method, and a control group. The population DI is all dengue infections patients infected with dengue virus serotype 3, including classical DF, DHF, and DSS, according to World Health Organization (WHO).
2. Material and Methods
The institutional ethical review committees of the Universidade Estadual de Maringá in Brazil approved this study, and we obtained informed consent from the subjects upon enrollment.
2.1. Subjects
Ninety five patients with clinical features suggestive of DI who admitted to a general medical ward in at Health Center in Maringá, Southern Brazil, participated in the study. The quantitative detection of IgM and IgG antibodies to the DI antigen was performed by serology tests (ELISA-IgM and IgG Capture Kit, Brisbane, Australia), and the serotype-3 virus was characterized by cultures at the Paraná Central Laboratory for Infectious Diseases.
In addition, one hundred and seventy-three people did not present the symptoms and did not manifest the disease, from the same geographic area and age of patients participated as control cohort.
2.2. Obtaining Samples
After the separation of the serum for the serological tests, the coagulated whole-blood samples, collected without anticoagulant, were frozen at −20°C in Falcon-type tubes.
2.3. Dengue Serology
The diagnosis of a dengue virus infection in the patient groups was made by detection of IgM antibodies specific to the virus in serum samples with the Dengue IgM-Capture ELISA commercial kit (PanBio, Brisbane, Australia), using the immunoenzymatic ELISA (enzyme-linked immunosorbent assay) method. This test was performed during the period of the collections in 2007. The reading of the microplates was carried out in semiautomated equipment (ASYS Expert Plus, Cambridge, UK).
2.4. DNA Extraction and HLA Genotyping
The DNA extraction from blood samples used the NeoScience kit (One Lambda Inc., San Diego, CA, USA) or the salting out technique described for John et al. and modified by Cardozo et al. [16, 17].
HLA classes I and II genotypes of the patients and controls were analyzed by the reverse PCR-SSO (polymerase chain reaction, specific sequence of oligonucleotides) technique (One Lambda Inc., Canoga Park, CA, USA) with Luminex technology.
2.5. Calculation
The gene and genotypic frequencies were obtained by direct count, and the Hardy-Weinberg equilibrium was determined through the Arlequin software, version 3.1, available at: http://cmpg.unibe.ch/software/arlequin3/.
Patients and control individuals were then compared with regard to these frequencies by Fisher’s Exact test (
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 was considered statistically significant), available at: http://www.graphpad.com/quickcalcs/contingency1.cfm. Bonferroni’s correction for multiple tests was performed, and the risk of the development of DI in individual carriers with HLA alleles was calculated by OR (odds ratio) with a 95% confidence interval.
3. Results
95 presented clinical symptoms of DI and a positive confirmation of the disease for serotype 3 by ELISA serological exams. This group consisted of 50 (52.6%) females and 45 (47.4%) males, aged between 6 and 67 years (33.9 ± 14.8), with 85.4% being Caucasian, 10.4% Mulatto, and 4.2% Black.
The control group was made up of 173 individuals, with 94 (54.3%) being female and 79 (45.7%) male, aged between 15 and 72 years (29.3 ± 13.7), with 87.3% being Caucasian, 10.4% Mulatto, and 2.3% Black.
Difference statistically significant was not found on distributions to sex, age, and race when patient and controls were compared.
3.1. Differences in Classes I and II HLA Allele Frequencies between Individuals with Positive Serology for Dengue Infections and Controls
Tables 1 and 2 present the allele frequencies of HLA classes I and II, respectively, which are in Hardy-Weinberg equilibrium for this population.
Table 1: Comparison of the frequencies of class I HLA alleles between the control group and patients with clinical-serologic diagnoses of dengue infection in the South of Brazil, occurring in 2007 during a serotype 3 virus epidemic.
	

	HLA	Patients (95)	Controls (173)
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	%	
	
		
			

				𝑛
			

		
	
	%
	

	A
	
		
			

				∗
			

		
	
01	12	6.3	38	11.0
	A
	
		
			

				∗
			

		
	
02	44	23.2	98	28.3
	A
	
		
			

				∗
			

		
	
03	27	14.2	30	8.7
	A
	
		
			

				∗
			

		
	
11	10	5.3	16	4.6
	A
	
		
			

				∗
			

		
	
23	12	6.3	16	4.6
	A
	
		
			

				∗
			

		
	
24	17	8.9	33	9.5
	A
	
		
			

				∗
			

		
	
25	6	3.2	3	0.9
	A
	
		
			

				∗
			

		
	
26	7	3.7	12	3.5
	A
	
		
			

				∗
			

		
	
29	11	5.8	13	3.8
	A
	
		
			

				∗
			

		
	
30	8	4.2	20	5.8
	A
	
		
			

				∗
			

		
	
31	5	2.6	13	3.8
	A
	
		
			

				∗
			

		
	
32	7	3.7	8	2.3
	A
	
		
			

				∗
			

		
	
33	5	2.6	9	2.6
	A
	
		
			

				∗
			

		
	
34	0	0.0	1	0.3
	A
	
		
			

				∗
			

		
	
36	3	1.6	1	0.3
	A
	
		
			

				∗
			

		
	
66	2	1.1	1	0.3
	A
	
		
			

				∗
			

		
	
68	9	4.7	29	8.4
	A
	
		
			

				∗
			

		
	
74	5	2.6	5	1.4
	

	B
	
		
			

				∗
			

		
	
07	32	4.7	30	6.9
	B
	
		
			

				∗
			

		
	
08	20	2.1	14	4.6
	B
	
		
			

				∗
			

		
	
13	10	2.6	7	2.0
	B
	
		
			

				∗
			

		
	
14	16	5.3	13	4.3
	B
	
		
			

				∗
			

		
	
15	45	9.5	32	8.1
	B
	
		
			

				∗
			

		
	
18	26	5.8	20	6.9
	B
	
		
			

				∗
			

		
	
27	10	2.1	4	2.0
	B
	
		
			

				∗
			

		
	
35	63	12.1	37	14.2
	B
	
		
			

				∗
			

		
	
37	4	1.1	4	0.6
	B
	
		
			

				∗
			

		
	
38	15	3.2	15	3.8
	B
	
		
			

				∗
			

		
	
39	13	3.2	13	3.5
	B
	
		
			

				∗
			

		
	
40	14	3.2	21	6.6
	B
	
		
			

				∗
			

		
	
41	10	1.6	6	0.0
	B
	
		
			

				∗
			

		
	
42	7	1.6	3	0.6
	B
	
		
			

				∗
			

		
	
44	49	10.5	46	7.8
	B
	
		
			

				∗
			

		
	
45	7	0.5	2	1.4
	B
	
		
			

				∗
			

		
	
46	0	0.0	0	0.3
	B
	
		
			

				∗
			

		
	
48	3	1.6	2	0.0
	B
	
		
			

				∗
			

		
	
49	9	1.1	8	3.5
	B
	
		
			

				∗
			

		
	
50	10	2.6	9	2.0
	B
	
		
			

				∗
			

		
	
51	39	8.4	29	11.8
	B
	
		
			

				∗
			

		
	
52	10	3.2	2	1.2
	B
	
		
			

				∗
			

		
	
53	14	3.2	10	1.4
	B
	
		
			

				∗
			

		
	
54	0	0.0	0	0.3
	B
	
		
			

				∗
			

		
	
55	5	1.6	5	2.0
	B
	
		
			

				∗
			

		
	
56	2	1.1	2	0.3
	B
	
		
			

				∗
			

		
	
57	15	3.2	5	1.4
	B
	
		
			

				∗
			

		
	
58	13	3.7	10	2.0
	B
	
		
			

				∗
			

		
	
81	4	0.5	0	0.3
	B
	
		
			

				∗
			

		
	
82	2	1.1	1	0.0
	

	C
	
		
			

				∗
			

		
	
01	12	4	6	2.9
	C
	
		
			

				∗
			

		
	
02	38	21	19	6.1
	C
	
		
			

				∗
			

		
	
03	41	19	34	11.6
	C
	
		
			

				∗
			

		
	
04	86	35	55	17.1
	C
	
		
			

				∗
			

		
	
05	20	7	24	4.0
	C
	
		
			

				∗
			

		
	
06	46	18	27	7.2
	C
	
		
			

				∗
			

		
	
07a	93	28	86	22.5
	C
	
		
			

				∗
			

		
	
08	19	10	20	4.9
	C
	
		
			

				∗
			

		
	
12	41	21	24	8.4
	C
	
		
			

				∗
			

		
	
14	9	2	10	3.5
	C
	
		
			

				∗
			

		
	
15	23	9	19	4.0
	C
	
		
			

				∗
			

		
	
16	20	8	22	6.9
	C
	
		
			

				∗
			

		
	
17	14	5	5	0.6
	C
	
		
			

				∗
			

		
	
18	6	3	1	0.3
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: allelic number. 
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				0
				3
				7
			

		
	
, OR = 0.59 (CI 95% = 0.37–0.95).


Table 2: Comparison of the frequencies of class II HLA alleles between the control group and patients with clinical-serologic diagnoses of dengue infection in the South of Brazil, occurring in 2007 during a serotype 3 virus epidemic.
	

	HLA	Patients (95)	Controls (173)
	
	
		
			

				𝑛
			

		
	
	%	
	
		
			

				𝑛
			

		
	
	%
	

	DRB1
	
		
			

				∗
			

		
	
01	23	12.1	38	11.0
	DRB1
	
		
			

				∗
			

		
	
03	20	10.5	40	11.6
	DRB1
	
		
			

				∗
			

		
	
04	25	13.2	33	9.5
	DRB1
	
		
			

				∗
			

		
	
07	23	12.1	38	11.0
	DRB1
	
		
			

				∗
			

		
	
08	8	4.2	20	5.8
	DRB1
	
		
			

				∗
			

		
	
09	7	3.7	4	1.2
	DRB1
	
		
			

				∗
			

		
	
10	4	2.1	8	2.3
	DRB1
	
		
			

				∗
			

		
	
11a	16	8.4	56	16.2
	DRB1
	
		
			

				∗
			

		
	
12	3	1.6	5	1.4
	DRB1
	
		
			

				∗
			

		
	
13	21	11.1	49	14.2
	DRB1
	
		
			

				∗
			

		
	
14	9	4.7	24	6.9
	DRB1
	
		
			

				∗
			

		
	
15b	21	11.1	19	5.5
	DRB1
	
		
			

				∗
			

		
	
16	10	5.3	12	3.5
	

	HLA	Patients (95)	Controls (173)
	
	
		
			

				𝑛
			

		
	
	%	
	
		
			

				𝑛
			

		
	
	%
	

	HLA-DQA
	
		
			

				∗
			

		
	
01:01	38	20.0	65	18.8
	HLA-DQA
	
		
			

				∗
			

		
	
01:02	37	19.5	51	14.7
	HLA-DQA
	
		
			

				∗
			

		
	
01:03	11	5.8	23	6.6
	HLA-DQA
	
		
			

				∗
			

		
	
01:06	0	0.0	2	0.6
	HLA-DQA
	
		
			

				∗
			

		
	
02:01	24	12.6	35	10.1
	HLA-DQA
	
		
			

				∗
			

		
	
04:01	31	16.3	39	11.3
	HLA-DQA
	
		
			

				∗
			

		
	
05:01c	8	4.2	21	6.1
	HLA-DQA
	
		
			

				∗
			

		
	
05:10	40	21.1	107	30.9
	HLA-DQA
	
		
			

				∗
			

		
	
06:01	0	0.0	1	0.3
	

	HLA	  Patients (96)	  Controls (173)
	
	
		
			

				𝑛
			

		
	
	%	
	
		
			

				𝑛
			

		
	
	%
	

	HLA-DQB1
	
		
			

				∗
			

		
	
02:01	19	9.9	37	10.7
	HLA-DQB1
	
		
			

				∗
			

		
	
02:02	26	13.5	34	9.8
	HLA-DQB1
	
		
			

				∗
			

		
	
02:03	1	0.5	1	0.3
	HLA-DQB1
	
		
			

				∗
			

		
	
03:01	30	15.6	73	21.1
	HLA-DQB1
	
		
			

				∗
			

		
	
03:02	19	9.9	26	7.5
	HLA-DQB1
	
		
			

				∗
			

		
	
03:03	3	1.6	5	1.4
	HLA-DQB1
	
		
			

				∗
			

		
	
03:04	1	0.5	0	0.0
	HLA-DQB1
	
		
			

				∗
			

		
	
03:05	1	0.5	1	0.3
	HLA-DQB1
	
		
			

				∗
			

		
	
03:19	0	0.0	4	1.2
	HLA-DQB1
	
		
			

				∗
			

		
	
03:22	0	0.0	1	0.3
	HLA-DQB1
	
		
			

				∗
			

		
	
03:26	1	0.5	0	0.0
	HLA-DQB1
	
		
			

				∗
			

		
	
04:01	0	0.0	3	0.9
	HLA-DQB1
	
		
			

				∗
			

		
	
04:02	6	3.1	20	5.8
	HLA-DQB1
	
		
			

				∗
			

		
	
05:01	31	16.1	50	14.5
	HLA-DQB1
	
		
			

				∗
			

		
	
05:02	4	2.1	10	2.9
	HLA-DQB1
	
		
			

				∗
			

		
	
05:03	12	6.3	20	5.8
	HLA-DQB1
	
		
			

				∗
			

		
	
05:05	1	0.5	0	0.0
	HLA-DQB1
	
		
			

				∗
			

		
	
06:01	20	10.4	34	9.8
	HLA-DQB1
	
		
			

				∗
			

		
	
06:02	4	2.1	15	4.3
	HLA-DQB1
	
		
			

				∗
			

		
	
06:03	1	0.5	8	2.3
	HLA-DQB1
	
		
			

				∗
			

		
	
06:09	0	0.0	4	1.2
	HLA-DQB1
	
		
			

				∗
			

		
	
06:11d	12	6.3	0	0.0
	



	
		
			

				𝑛
			

		
	
: allelic number. 
	
		
			

				a
			

			
				𝑃
				=
				0
				.
				0
				1
				4
			

		
	
, OR = 0.48 (CI 95% = 0.27–0.86); 
	
		
			

				b
			

			
				𝑃
				=
				0
				.
				0
				3
				2
				6
				9
			

		
	
, OR = 2.14 (CI 95% = 1.12–4.09); 
	
		
			

				c
			

			
				𝑃
				=
				0
				.
				0
				1
				8
			

		
	
, OR = 0.60 (CI 95% = 0.39–0.90); 
	
		
			

				d
			

			
				𝑃
				<
				0
				.
				0
				0
				0
				1
			

		
	
, OR = 46.13 (CI 95% = 2.71–785.3), 
	
		
			

				𝑃
			

			

				𝑐
			

		
	
 = 
	
		
			
				0
				.
				0
				0
				4
				4
			

		
	
.


When comparing the HLA frequencies of the two groups, several observed frequencies were significantly different from the expectations. HLA-C
	
		
			

				∗
			

		
	
07, DRB1
	
		
			

				∗
			

		
	
11, and DQA1
	
		
			

				∗
			

		
	
05:01 were negatively associated, while DRB1
	
		
			

				∗
			

		
	
15 and DQB1
	
		
			

				∗
			

		
	
06:11 were positively associated with DI. After using Bonferroni’s correction, only P value for DQB1
	
		
			

				∗
			

		
	
06:11 (
	
		
			
				O
				R
			

			
				=
				4
				6
				.
				1
			

		
	
; 95% 
	
		
			
				I
				C
			

			
				=
				2
				.
				7
			

			
				-
				-
			

			
				7
				8
				5
				.
				3
			

		
	
) keeps statistical significance.
In this present study, HLA-DRB1
	
		
			

				∗
			

		
	
15 and DQB1
	
		
			

				∗
			

		
	
06 alleles were in linkage disequilibrium in both groups of patients and controls (
	
		
			

				Δ
			

			

				
			

			
				=
				0
				.
				9
				2
			

		
	
, 
	
		
			
				𝑃
				=
				0
				.
				0
				2
			

		
	
), and the HLA-DRB1
	
		
			

				∗
			

		
	
15/DQB1
	
		
			

				∗
			

		
	
06:11 haplotype was associated with DF (21.0% versus 10.0%, 
	
		
			
				𝑃
				=
				0
				.
				0
				2
				6
				9
			

		
	
, 
	
		
			
				O
				R
			

			
				=
				2
				.
				3
				0
				,
				9
				5
			

		
	
% 
	
		
			
				C
				I
			

			
				=
				1
				.
				1
				5
			

			
				-
				-
			

			
				4
				.
				6
				0
			

		
	
).
Meanwhile, for HLA-DRB1
	
		
			

				∗
			

		
	
11 and DQB1
	
		
			

				∗
			

		
	
03 the linkage disequilibrium occurred negatively (
	
		
			

				Δ
			

			

				
			

			
				=
				0
				.
				8
				5
			

		
	
, 
	
		
			
				𝑃
				=
				0
				.
				8
				5
			

		
	
), and the haplotype HLA-DRB1
	
		
			

				∗
			

		
	
11/DQB1
	
		
			

				∗
			

		
	
03 was associated with protection against that with DI (15.8% versus 25.2%, 
	
		
			
				O
				R
			

			
				=
				0
				.
				5
			

		
	
, 95% 
	
		
			
				C
				I
			

			
				=
				0
				.
				2
				6
			

			
				-
				-
			

			
				0
				.
				9
				6
			

		
	
, 
	
		
			
				𝑃
				=
				0
				.
				0
				3
				5
				3
			

		
	
).
The high resolution for allele definition to HLA-DRB1
	
		
			

				∗
			

		
	
11 and HLA-DRB1
	
		
			

				∗
			

		
	
15 variants was performed but the results were not clinically significant (data not shown).
There is no significant association found in other haplotypes (data no show).
4. Discussion
Brazil is a tropical country that has suffered the largest DI epidemics in the last five years. With a large genetic variability of European Caucasians, native Amerindians, and African blacks, who are distinct from a genetic point of view, in each region, mainly in terms of HLA allele polymorphism [18, 19].
In the light of this, the present study evaluated a population from the South of Brazil, one of the regions that experienced the largest dengue virus serotype 3 epidemic in 2007, with 5,700 confirmed cases, making it the municipality with the eighth highest DI incidence rate in the country (http://200.189.113.52/boletimdengue01.pdf).
The aim of this study was to verify a possible association between HLA classes I and II alleles and the epidemic that occurred at that time, using patients exhibiting DI-like symptoms unrelated to a previous epidemic.
In this study, we found negative and positive associations between HLA alleles and the serotype 3 DI. HLA-C
	
		
			

				∗
			

		
	
07, DRB1
	
		
			

				∗
			

		
	
11, and DQA1
	
		
			

				∗
			

		
	
05:01 were considered possible resistance factors to the disease, while HLA-DRB1
	
		
			

				∗
			

		
	
15 and DQB1
	
		
			

				∗
			

		
	
06:11 were considered susceptive factors.
Our group has already reported a positive association between HLA-DQ1 antigen (equivalent serologic to DQB1
	
		
			

				∗
			

		
	
05 and DQB1
	
		
			

				∗
			

		
	
06 alleles) and DF serotype 1 (57.7% versus 76.6%; 
	
		
			
				𝑃
				=
				0
				.
				0
				0
				5
				2
			

		
	
; 
	
		
			

				𝑃
			

			

				𝑐
			

			
				=
				0
				.
				0
				2
				6
				2
			

		
	
), in a study carried out by on individuals from the same geographic region. This fact suggests that both serotypes of virus responsible for classical DF may be positively associated with HLA-DQ1 variant in our region [15].
According to Nishimura et al. 1991, the particular alleles of the HLA-DQ locus may control the low immune response to natural antigens by a dominant genetic trait through the immune suppression mediated by CD8+ suppressor T cells. This phenomenon has been observed in several association studies involving DQ alleles and susceptibility to virus infections, like HIV, HPV, and HCV [20–23].
In this study, the HLA-DRB1
	
		
			

				∗
			

		
	
15/DQB1
	
		
			

				∗
			

		
	
06:11 haplotype was associated with DI. HLA-DRB1
	
		
			

				∗
			

		
	
15 and DQB1
	
		
			

				∗
			

		
	
06 alleles are in linkage disequilibrium in several populations (http://www.allelefrequencies.net/), suggesting that they may be together inherited.
However, Alagarasu et al. in India showed that the frequency of HLA-DRB1
	
		
			

				∗
			

		
	
07/15 genotype was significantly higher in DHF cases as compared to health controls and dengue fever patients in India [24].
In this study, a negative association of DRB1
	
		
			

				∗
			

		
	
11 and DQA1
	
		
			

				∗
			

		
	
05:01 was observed with DI. Falcón-Lezama et al. 2009 have shown an association of protection by HLA-DQB1
	
		
			

				∗
			

		
	
03:02 and susceptibility by HLA-DQB1
	
		
			

				∗
			

		
	
02:02 for classical DF, in a Mexican Mestizo population. DRB1
	
		
			

				∗
			

		
	
11 is in linkage disequilibrium with HLA-DQB1
	
		
			

				∗
			

		
	
03 in some populations, including in our population studied [25].
A limitation in our work is the relatively small number of samples collected; therefore, it seems that a large multicentric study with patients presenting the 4 serotypes of dengue virus, covering different areas in Brazil, could be important in this time of great epidemics.
5. Conclusion
In conclusion, although the strength of the majority of reported associations does not allow attributing a determining role on DI development, this study supports the possibility that host genetic factors indeed influence the development of the disease. DRB1
	
		
			

				∗
			

		
	
15 and DQB1
	
		
			

				∗
			

		
	
06:11 could act as susceptible factors to DI, while HLA-DRB1
	
		
			

				∗
			

		
	
11 and DQA1
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05:01 alleles may act as resistance factors against DI caused by serotype 3.
Furthermore, we may emphasise the association between HLA-DQB1
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06:11 and DI, significant even after the Bonferroni’s correction, which confirms previous conclusions that HLA-DQ could influence DI infection in Southern Brazil.
Abbreviations
	DI:	Dengue infection
	DF:	Dengue fever
	HLA:	Human leukocyte antigen
	PCR-SSO:	Polymerase chain reaction, specific sequence of oligonucleotides.

Conflict of Interests
The authors declare that there is no conflict of interests regarding the publication of this paper.
Acknowledgments
The authors thank Cleonice Souza from 15th Regional de Saúde da Secretaria de Saúde do Estado do Paraná, Maringá, PR, Brazil, for their cooperation in collecting samples. Thanks are due to Fabiano C. Melo and Marco A. Braga for their technical assistance and to Fundação Araucária (Government of Paraná) for financial support.
References
	K. A. Mangold and S. L. Reynolds, “A review of dengue fever: resurging tropical disease,” Pediatric Emergency Care, vol. 29, no. 5, pp. 665–669, 2013.
	T. P. Endy, K. B. Anderson, A. Nisalak et al., “Determinants of inapparent and symptomatic dengue infection in a prospective study of primary school children in Kamphaeng Phet, Thailand,” PLoS Neglected Tropical Diseases, vol. 5, no. 3, article e975, 2011.
	J. L. Martín, O. Brathwaite, B. Zambrano et al., “The epidemiology of dengue in the Americas over the last three decades: a worrisome reality,” The American Journal of Tropical Medicine and Hygiene, vol. 82, no. 1, pp. 128–135, 2010.
	 Organização Pan-Americana de saúde—Brasil, “Tabulação de dados. Dengue,” 2013, http://www.paho.org/bra/index.php?option=com_content&view=article&id=3159&Itemid=1
	T. Dong, E. Moran, N. V. Chau, et al., “High proinflammatory cytokine secretion and loss of high avidity cross-reactive cytotoxic hemorrhagic fever and virus load in a dengue-2 outbreak,” Clinical Immunology, vol. 131, pp. 404–409, 2007.
	N. T. Lan and K. Hirayama, “Host genetic susceptibility to severe dengue infection,” Tropical Medicine and Health, vol. 39, no. 3, pp. 73–81, 2011.
	I. Zivna, S. Green, D. W. Vaughn et al., “T cell responses to an HLA-B*07-restricted epitope on the dengue NS3 protein correlate with disease severity,” The Journal of Immunology, vol. 168, no. 11, pp. 5959–5965, 2002.
	N. J. C. King, B. Shrestha, and A. M. Kesson, “Immune modulation by flaviviruses,” Advances in Virus Research, vol. 60, pp. 121–155, 2003.
	S. Ubol, P. Masrinoul, J. Chaijaruwanich, S. Kalayanarooj, T. Charoensirisuthikul, and J. Kasisith, “Differences in global gene expression in peripheral blood mononuclear cells indicate a significant role of the innate responses in progression of dengue fever but not dengue hemorrhagic fever,” Journal of Infectious Diseases, vol. 197, no. 10, pp. 1459–1467, 2008.
	B. Acioli-Santos, L. Segat, R. Dhalia et al., “MBL2 gene polymorphisms protect against development of thrombocytopenia associated with severe dengue phenotype,” Human Immunology, vol. 69, no. 2, pp. 122–128, 2008.
	J. Robinson, J. A. Halliwell, H. McWilliam, R. Lopez, P. Parham, and S. G. E. Marsh, “The IMGT/HLA Database,” Nucleic Acids Research, vol. 41, pp. 1222–1227, 2013.
	C. LaFleur, J. Granados, G. Vargas-Alarcon et al., “HLA-DR antigen frequencies in Mexican patients with dengue virus infection: HLA-DR4 as a possible genetic resistance factor for dengue hemorrhagic fever,” Human Immunology, vol. 63, no. 11, pp. 1039–1044, 2002.
	B. Sierra, R. Alegre, A. B. Pérez et al., “HLA-A, -B, -C, and -DRB1 allele frequencies in Cuban individuals with antecedents of dengue 2 disease: advantages of the Cuban population for HLA studies of dengue virus infection,” Human Immunology, vol. 68, no. 6, pp. 531–540, 2007.
	H. A. F. Stephens, R. Klaythong, M. Sirikong et al., “HLA-A and -B allele associations with secondary dengue virus infections correlate with disease severity and the infecting viral serotype in ethnic Thais,” Tissue Antigens, vol. 60, no. 4, pp. 309–318, 2002.
	J. R. Polizel, D. Bueno, J. E. L. Visentainer et al., “Association of human leukocyte antigen DQ1 and dengue fever in a white Southern Brazilian population,” Memorias do Instituto Oswaldo Cruz, vol. 99, no. 6, pp. 559–562, 2004.
	S. W. M. John, G. Weitzner, R. Rozen, and C. R. Scriver, “A rapid procedure for extracting genomic DNA from leukocytes,” Nucleic Acids Research, vol. 19, no. 2,article 408, 1991.
	D. M. Cardozo, G. A. Guelsin, S. L. Clementino et al., “Extração de DNA a partir de sangue humano coagulado para aplicação nas técnicas de genotipagem de antígenos leucocitários humanos e de receptores semelhantes à imunoglobulina,” Revista Sociedade Brasileira Medicinal Tropical, vol. 42, no. 6, pp. 651–656, 2009.
	J. Alves-Silva, M. da Silva Santos, P. E. M. Guimaraes et al., “The ancestry of Brazilian mtDNA lineages,” The American Journal of Human Genetics, vol. 67, no. 2, pp. 444–461, 2000.
	D. R. Carvalho-Silva, F. R. Santos, J. Rocha, and S. D. J. Pena, “The phylogeography of Brazilian Y-chromosome lineages,” The American Journal of Human Genetics, vol. 68, no. 1, pp. 281–286, 2001.
	Y. Nishimura, N. Kamikawaji, K. Fujisawa et al., “Genetic control of immune response and disease susceptibility by the HLA-DQ gene,” Research in Immunology, vol. 142, no. 5-6, pp. 459–466, 1991.
	X. Huang, H. Ling, W. Mao et al., “Association of HLA-A, B, DRB1 alleles and haplotypes with HIV-1 infection in Chongqing, China,” BMC Infectious Diseases, vol. 9, article 201, 2009.
	J. Hu, L. Li, L. Pang, et al., “HLA-DRB1*1501 and HLA-DQB1*0301 alleles are positively associated with HPV16 infection-related Kazakh esophageal squamous cell carcinoma in Xinjiang China,” Cancer Immunology Immunotherapy, vol. 61, no. 11, pp. 2135–2141, 2012.
	A. V. Marangon, R. A. Moliterno, A. M. Sell et al., “Influence of HLA alleles in response to treatment with pegylated interferon-alpha and ribavirin in patients with chronic hepatitis C,” International Journal of Immunogenetics, vol. 39, no. 4, pp. 296–302, 2012.
	K. Alagarasu, A. P. Mulay, R. Singh, V. B. Gavade, P. S. Shah, and D. Cecilia, “Association of HLA-DRB1 and TNF genotypes with dengue hemorrhagic fever,” Human Immunology, vol. 74, no. 5, pp. 610–617, 2013.
	J. A. Falcón-Lezama, C. Ramos, J. Zuñiga et al., “HLA class I and II polymorphisms in Mexican Mestizo patients with dengue fever,” Acta Tropica, vol. 112, no. 2, pp. 193–197, 2009.


OEBPS/page-template.xpgt
 

   


     
	 
    

     
	 
    


     
	 
    


     
         
             
             
             
        
    

  





OEBPS/pageMap.xml
 
                                 
                                



OEBPS/Fonts/xits-italic.otf


OEBPS/Fonts/xits-bolditalic.otf


OEBPS/Fonts/xits-regular.otf


OEBPS/Fonts/xits-math.otf


