
Farivar et al. 

rmm.mazums.ac.ir                                                                                                              Res Mol Med, 2014; 2 (4): 30  

 

 

R202Q Mutation of Mediterranean Fever Gene in Iranian patients with 

Systemic-onset Juvenile Idiopathic Arthritis  

 

Shirin Farivar 1, 2*, Mahdieh Hasani 1, Reza Shiari 3, 4  

 

1Department of Genetics, Faculty of Biological Sciences, Shahid Beheshti University, Tehran, Iran. 
2Department of Biophotonic, Laser and Plasma Research Institute, Shahid Beheshti University, Tehran, Iran. 
3Division of Pediatric Rheumatology, Mofid Children’s Hospital, Shahid Beheshti University of Medical Sciences, Tehran, Iran. 
4Pediatric Infections Research Center (PIRC), Shahid Beheshti University of Medical Sciences, Tehran, Iran. 

 

 
Received: 17 Jul 2014 

 

Revised : 12 Aug 2014 

 

Accepted: 3 Sep 2014 

 

Corresponding Authors: 

Shirin Farivar  

Department of Genetics, Faculty of 

Biological Sciences, Shahid Beheshti 

University,G.C., Tehran, Iran  
Phone: +98-2129902733  

Fax: +98-2122431664  
E-mail: s_farivar@sbu.ac.ir 

Abstract 

Background: Systemic-onset Juvenile Idiopathic Arthritis (SoJIA) is an 

autoinflammatory disease with complex genetic trait starts in children less than 16 

years of age with fever and cutaneous rash. Despite, the main genetic factors that 

may play a role in SoJIA have not yet been identified. High level of interleukin-

1beta in the blood of SoJIA patients has been reported. The production and 

secretion of IL-1β is related to pyrin coded by mediterranean fever gene (MEFV 

gene). Therefore, mutation in MEFV may be associated with SoJIA diseases. This 

study aimed to identify the association between R202Q mutation in exon 2 of 

MEFV gene and SoJIA disease. 

Materials and Methods:  This study was done in 30 SoJIA patients and 30 

controls. DNA was extracted from blood cells and analyzed by RFLP-PCR. The 

PCR product was digested with PvuII and then separated by gel electrophoresis.  

Results: R202Q mutation was found in 3.3% of control and 43.3% of patient 

group. Significant statistical differences were observed between cases and controls 

in the R202Q mutation. 

Conclusion: The present study showed that the mutation in MEFV gene is a 

susceptible factor in development of SoJIA disease in Iranian patients. 
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Introduction 

Systemic onset Juvenile Idiopathic Arthritis (SoJIA) 

is a subset of juvenile idiopathic arthritis disease 

(JIA). HLA (human leukocyte antigen) associations 

are significant genetic factors in most arthritis 

subtypes and our previous research prove this, but 

there are few or no associations with systemic JIA (1-

3). SoJIA is an autoinflammatory disease with 

complex genetic trait starts in children less than 16 

years of age with symptoms such as fever, cutaneous 

rash, lymphadenopathy, hepatosplenomegaly or 

serositis. The onset of disease in adolescence is rare, 

and only a few cases are reported. Activated 

monocytes from patients with SoJIA secrete 

significantly higher amounts of interleukin-1beta (IL-

1β) compared with monocytes of healthy controls (4).  

 

 

High level of IL-1β in blood is associated with 

systemic inflammation, fever, and rash. While 

specific genetic cause for the disease has not been 

identified yet, high level of IL-1β in the blood of 

patient; and relation between its complications, and 

clinical signs of disease; mutation in regulator of this 

cytokine can be a susceptible factor for SoJIA. Pyrin 

is one of these factors interfering in function of IL-1β 

production pathway and can inhibit its excessive 

production. Pyrin is coded by Mediterranean fever 

(MEFV) gene. The first time mutation in that was 

reported in association with familial Mediterranean 

fever disease (FMF). Also, Mutation in MEFV gene 

is related to many autoinflammatory diseases. MEFV 

consists of 10 exons; exons 2 and 10 are hot spots for 
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mutation in MEFV gene (5). R202Q is a mutation in 

exon 2 which has been previously reported by Ozturk 

et al.
 

(6). This study investigated the association 

between R202Q mutation and SoJIA disease in 

Iranian children. 

 

Materials and Methods 

Blood samples were collected, with consent, from 

thirty pediatric SoJIA Iranian patients that were 

diagnosed by pediatric rheumatologist. Genomic DNA 

was extracted using previously described method (7).
 

R202Q (605G>A) mutation of exon 2 was detected 

with restriction fragment length polymorphism-

polymerase chain reaction (RFLP-PCR) in patients and 

control samples. For this, exon2 fragments were 

amplified with primers: 5´-AGATGATTCCGCAGCG 

TCC-3´ and 5´-GGGGT-TCTGTTGCCGAGTCC-3´ 

based on PCR program as following: A predenaturation 

step of 3min at 94 C was followed by 35 cycle (94 

C for 30s, 58 C for 36s, 72 C for 50s) and final 

extension of 3 min at 72 C. PCR products made 

500bp fragments (Figure1).  
 

Figure 1. SSP-PCR results of amplification in exon2 

 

R202Q mutation created a PvuII restriction site in the 

PCR products of mutant allele. After digestion with 

PvuII enzymes, the mutant allele produced two 

fragments with 196bp and 304bp lengths while the 

normal allele gives 500bp uncut fragment (Figure 2).  

At the end of the study 5 samples were randomly 

sequenced to confirm the results. Thus, exon 2 with 

mentioned primers were amplified then sequencing 

with ABI sequencer was done. 

 

Results 

R202Q mutations were screened in 30 Iranian SoJIA 

patients and 30 healthy control samples. Mutation 

frequency was 43% which is significantly higher than 

control population (p<0.01). 

Thirteen patients had R202Q mutation that six of 

them were homozygote and the others were 

heterozygote; whereas, just one control sample was 

heterozygote for R202Q mutation. 

 

 

 

 
 

 

 

 

 

 

 

 

 

Figure 2. RFLP-PCR of R202Q mutation: lane1; Normal 

homozygote,  
Lane 2; Mutated homozygote, lane3; Heterozygote 

 

Mutation frequency in patients was more significant 

than in control population (p<0.01) (Table 1).  

 
Table 1. R202Q mutant genotype frequencies in patients and 

controls 

Genotype Patient Control p-value 

Count Percent Count Percent 

AA 6 20 0 0  
 

0.001 
AG 7 23.3 1 3.3 

GG 17 56.7 29 96.7 

Total 30 100 30 100 

 

The consequence of sequencing was consistent with 

RFLP-PCR results and confirmed them. Also, some 

SNPs such as G138G, A165A in exon 2 in 

sequencing results have been detected (Figure 3). 

 

Figure 3. Electropherogram of the R202Q mutation in the MEFV 
gene revealed by DNA Sequencing. 
 
Discussion 

The International League of Associations for 

Rheumatology classified SoJIA as an arthritis in 

children starting before 16 years of age with 

symptoms like daily quotidian fever of 39 C (or 
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more) and evanescent rash, lymphadenopathy, 

hepatosplenomegaly or serositis (8, 9).
 

The 

outstanding clinical feature that distinguishes SoJIA 

from other subtypes of JIA is fever up to and greater 

than 39 C. The second important clinical sign in 

SoJIA is cutaneous rash. Both of these symptoms can 

be due to high level of proinflammatory cytokine, IL-

1β, in the blood which is the consequence of mutation 

in regulatory factor of IL-1β production pathway.
(4)

 

Based on this hypothesis, we decided to study Pyrin 

as an important regulatory factor in IL-1β production 

pathway which was first identified as the main cause 

of FMF disease (another autoinflammatory disease 

with similar symptoms to SoJIA). We screened 

R202Q mutation in exon 2 of MEFV gene as a 

candidate gene for susceptibility to SoJIA in Iranian 

patients. Thirteen patients had R202Q mutation and 

mutation frequency in patients was more significant 

than in population (p<0.01).  

Although previous studies reported R202Q mutation 

as a frequent polymorphism (10), genotype frequency 

of this mutation (both of heterozygote and 

homozygote) were significantly associated with 

SoJIA disease in our patients. Our results are 

coordinated with Villani et al results in ulcerative 

colitis disease (11).
 
We screened R202Q mutation in 

SoJIA patients for the first time.  

MEFV mutation influences the IL-1β production and 

is probably an important cause of high level of IL-1β 

in SoJIA patients. Therefore, genetic diagnosis of 

MEFV mutations could help pediatric rheumatologist 

in choosing the best method for treatment. In general, 

mutation in MEFV gene can act as a susceptible 

factor in the development of SoJIA disease in Iranian 

patients, but sequencing of whole gene with more 

number of cases is suggested to verify the results.  

 

Conflict of Interest 

The authors declare that they have no conflict of 

interest in this work. 

 
References 
1. Glass DN, Giannini EH. Juvenile rheumatoid arthritis as a 
complex genetic trait. Arthritis Rheum. 1999; 42(11):2261-8. 

PMID:10555018 

 

2. Thomson W, Barrett J, Donn R, Pepper L, Kennedy L, Ollier W, 

et al. Juvenile idiopathic arthritis classified by the ILAR criteria: 
HLA associations in UK patients. Rheumatology. 2002; 

41(10):1183-9. PMID:12364641 

 
3. Farivar S, Shiari R, Hadi E. Genetic Susceptibility to Juvenile 

Idiopathic Arthritis in Iranian Children. Arch Med Res. 2011; 

42(4):301-4. PMID:21820608 
 

 

 
 

4. Pascual V, Allantaz F, Arce E, Punaro M, Banchereau J. Role of 

interleukin-1 (IL-1) in the pathogenesis of systemic onset juvenile 
idiopathic arthritis and clinical response to IL-1 blockade. J Exp 

Med. 2005; 201(9):1479-86. PMID:15851489 

 
5. Bernot A, da Silva C, Petit JL, Cruaud C, Caloustian C, Castet 

V, et al. Non-founder mutations in the MEFV gene establish this 

gene as the cause of familial Mediterranean fever (FMF). Hum 
Mol Genet. 1998; 7(8):1317-25. PMID:9668175 

 

6. Özturk A, Özcakar B, Ekim M, Akar N. Is MEFV gene 
Arg202Gln (605 G> A) a disease-causing mutation. Turk J Med 

Sci. 2008; 38(3):205-208. 

 
7. Hashemi M, Moazeni-Roodi A, Fazaeli A, Sandoughi M, 

Bardestani G, Kordi-Tamandani D, et al. Lack of association 

between paraoxonase-1 Q192R polymorphism and rheumatoid 
arthritis in southeast Iran. Genet Mol Res. 2010; 9(1):333-9. 

PMID:20198589 

 
8. Petty R, Southwood T, Baum J, Bhettay E, Glass D, Manners P, 

et al. Revision of the proposed classification criteria for juvenile 

idiopathic arthritis: Durban, 1997. J Rheumatol. 1998; 
25(10):1991. PMID:9779856 

 

9. Petty RE, Southwood TR, Manners P, Baum J, Glass DN, 
Goldenberg J, et al. International League of Associations for 

Rheumatology classification of juvenile idiopathic arthritis: second 
revision, Edmonton, 2001. J Rheumatol.2004; 31(2):390. 

PMID:14760812 

 
10. Touitou I, Lesage S, McDermott M, Cuisset L, Hoffman H, 

Dode C, et al. Infevers: an evolving mutation database for 

auto‐inflammatory syndromes. Hum Mutat. 2004; 24(3):194-
8.PMID:15300846 

 
11. Villani AC, Lemire M, Louis E, Silverberg MS, Collette C, 

Fortin G, et al. Genetic variation in the familial Mediterranean 

fever gene (MEFV) and risk for Crohn's disease and ulcerative 
colitis. PloS one. 2009; 4(9):e7154. PMID:19784369 

 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 




