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Population- based studies reveal differences in the 
allelic freauencies of two functionally significant 
human interleukin4 receptor poIymorpMsms in 
several ethnic groups 
Michele Ca~gntm,  SCD', Kirnberly ~ a ~ e r ' ,  Andrew A. Reilly, ~ h b ,  Jarnes M Conroy, P ~ D ' ,  Salvatore Duva1, and 
Anne C. Walsh, PhDZ 

Purpose: The presence of functionally significant human interleukin-4 receptor sequence variants. Gln551Arg and 

Ile50Val, was examined in four anonymous New York State populations defined by ethnic origin. These variants 
were studied because they are associated with atopy or atopic asthma whose prevalence varies in different 
populations. Methods: PCR/RFLP (Ile50Val) and PCR/allele-specific oligonucleotide hybridization (Gln551Arg) 

assays were developed to detect both polymorphisms in 855 newborn screening specimens. Results: Arg551 was 
most frequently.found in Blacks (allele frequency of 68%). However, the lle50 allele was most common in Whites 
(allele frequency, 87%). Significantly more Blacks had chromosomes bearing both of the "enhanced signaling" 

variants (lle50/Arg551). Conclusions: Enhanced lL-4R signaling is associated with increased IgE production 
(atopy). Therefore, our data suggest that the African American population may be at increased r isk for diseases, 
including asthma, which are associated with atopy. These data also emphasize the importance of determining the 
frequencies of single nucleotide polymorphisms in different populations before drawing conclusions from allele 
association studies, since the background allele frequencies may be disparate between different populations. 
Genetics in Medicine, 1999:1(6):267-271. 
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Atopy is a common clinical syndrome characterized by 
heightened IgE production upon exposure to common envi- 
ronmental antigens. It is associated with the development of 
allergic disorders including asthma. Genetic predisposition to- 
ward the development of atopy and asthma appears to be de- 
termined by multiple genetic loci.'-5 Among the candidate 
atopy susceptibility genes are those encoding interleukin-4 
(IL-4) and the IL-+binding subunit (IL-4Rq) of the interleu- 
kin-4 receptor (IL-4R).1,6-10 IL-4 is thought to play a critical 
role in the development of atopy and allergic diseases through 
its regulation of the induction of a TH2 phenotype in allergen- 
specific helper T cells, and the induction of IgE synthesis by 
allergen-specific B cells. IL-4 is produced by activated T cells, 
mast cells, basophils and thyrnocytes, and mediates its p l~ io -  
tropic effects on target cells by signal transduction through 
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IL-4 receptors, which are expressed on the surface of numerous 
cell types. In cells of hematopoietic origin, the IL-4R is com- 
posed of the IL-4-binding subunit encoded by IL-4Ra and the 
common y subunit (y,) shared by a number of other cytolune 
receptors. In cells of nonhematopoietic origin, the IL-4R is 
thought to be composed of the IL-4Ra and the IL-13Ra1 sub- 
u n i t ~ . ~ ~ . ~  

Mice deficient in either IL-4 or IL-4Ra exhibit impaired TH2 
responses and IgE production, underscoring the role of IL-4 
signaling in these processes.13.1% second cytohne, interleukin 
13 (IL- 13), has biological activities that appear to be similar but 
not identical to those of IL-4.I5-l7 The IL-13 receptor is com- 
posed of IL-4Ra and IL-13Ral s ~ b u n i t s . ~ ~ ~ ~ T h e  importance 
of the IL-4Ra subunit in both IL-4 and IL-13 signaling in a 
mouse model of asthma has recently been demonstrated.lY 

Human IL4R maps to 16~11.2-16~12.1, a region associated 
with maternal inheritance of a gene that segregates with ato- 
p ~ . ~ . ~ ~  Six common human IL4R polyrnorphisms, which result 
in amino acid changes have been rep~rted.~, ' l - '~ Two appear to 
be functionally significant, influencing IL-4 signaling and risk 
of atopy. The first variant, caused by a G to A transition at 
nucleotide 1902, results in the subs'ti'tution of argiqine for glu- 
tamine at amino acid 551 (Gln551Arg) in an intracellular do- 
main. The Arg variant acts dominantly and is associated with 
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atopy.' The second variant is an A to G transition at nucleotide 
398 which results in the substitution of valine for isoleucine at 
position 50 (Ile50Val) in the extracellular domain. This Ile 
variant appears to act recessively and is associated with atopy 
and atopic asthma.lu 

In reports of these IL4R variants to date, few individuals 
(for Gln551Arg)g or a restricted ethnic population (for 
Ile5OVal)").'-l were examined for variant allele frequency. We 
report here significant differences in the allele frequencies of 
the Ile50Val and Gln551Arg variants in four populations with 
different ethnic origins. 

MATERIALS AND MmHODS 
Specimen preparation 

Anonymous dried blood spots originating from the New 
York State Newborn Screening Program, which screens all in- 
fants born in the state, were randomly chosen and used as a 
genomic DNA source. Population groups were assigned using 
the racetethnicity check-off completed at the birth hospital. 
Preparation of the template has been previously described.15 
Briefly, 1-mm in diameter sized filter paper punches contain- 
ing the dried blood were futed in methanol and air-dried. An 
aliquot of sterile water was added to the specimens and they 
were capped, boiled for 10 minutes, cooled, and centrifuged. 
PCR mix was prepared and added directly to the tube contain- 
ing the blood spot. 

PCR for Gln551Arg 

PCR primers for amplification of the 308 base pair IL4R 
Gln551Arg gene fragment were (IL4RASl) 5'-CCG AAA TGT 
CCT CCA GCA TG-3' and (IL4RAS2) 5'-CCA GTC CAA 
AGG TGA ACA AGG GG-3'. Amplification reactions con- 
tained 200 pM dNTPs, 1.5 mM MgCl,, 0.4 pM primers, and 
1.25 U Taq in 10 mM Tris-HCI, pH 8.3, and 50 mM KC1. After 
a 5-minute denaturation at 95OC, 30 cycles were carried out as 
follows: 95°C denaturation for 1 minute, 63°C annealing for 1 
minute, and 72°C polymerization for 2 minutes, followed by a 
final 5-minute polymerization step. 

Allele-specific oligonucleotide hybridization (Gln551Argl 

Five pL of PCR products were spotted onto replicate Hy- 
bond N+ (Amersham, Arlington Heights, IL) or Genescreen 
(NEN Life Science Products, Boston, MA) filters. The filters 
were air dried, and DNA was futed in 0.4 N NaOH after dena- 
turation and neutralization according to the manufacturer's 
instructions. Probes for the Gln551Arg variant were end-la- 
beled with using polynucleotide kinase (New En- 
gland Biolabs, Beverly, MA). Sequences were (IL4RASPl) 5'- 
GTG GCT ATC AGG AGT TTG-3' and (IL4RASP2) 5'-GTG 
GCT ATC GGG AGT TTG-3' for the Gln551 and Arg551 
probes respectively. Filters were prehybridized for 45 minutes 
and hybridized for 2 hours at 56OC in 3 M tetramethylammo- 
nium chloride (TMAC) hybridization buffer (3 M TMAC, 
0.6% SDS, 1 mM EDTA, 5 X Denhardt's reagent, 0.01 M 
(Na),PO,, pH 6.8, and 8 pg/mL herring sperm DNA, Sigma, 

St. Louis, MO). Filters were washed in TMAC wash solution (3 
M TMAC, 0.6% SDS, 10 mM EDTA, and 0.1 M (Na),PO,, pH ' 

6.8) at room temperature and then at the hybridization tern- 
perature for 20 minutes. Filters were exposed to X-0-Mat film 
(Eastman Kodak, Rochester, IVY) 3 hours to overnight at 
- 70°C with intensifying screens. I 

PCR of IleSOVal 

To amplify the 157 base pair Ile50Val gene fragment, the 
PCR primers were 5'-CGG AAT TCC GAG GCC CAC ACG 
TGT-3' and 5'-CGC TGG GCT TGA AGG AG-3'.1° Amplifi- 
cation reactions contained 200 FM dNTPs, 1.5 mM MgCI,, 0.2 
p M  primers, and 0.8 U Taq in a 16: 1 molar ratio of Taq-Start 
monoclonal antibody (Clontech, Palo Alto, CA) in 10 rnM 
Tris-HC1, pH 8.3, and 50 mM KC1. After a 5-minute denatur- 
ation at 95OC, 30 cycles were carried out as follows: 95OC dena- 
turation for 30 seconds, 59°C annealing for 30 seconds, and 
72°C polymerization for 30 seconds, followed by a final 
5-minute polymerization step. 

Restriction endonuclease digestion Ille5OVall 

Ten pL of PCR product was digested with 5 units of Msl 110 
(Promega Corp., Madison, WI) for 48 hours at 37OC. The di- 
gested products were electrophoresed on a 3% NuSieve:l% LE 
agarose gel (FMC Bioproducts, Rockland, ME). In the pres- 
ence of the Val50 allele, the 157 base pair product was digested 
to 137 and 20 base pair products. Products were visualized by 
ethidium bromide staining. 

Confirmation of control specimens 

For each possible genotype, representative specimens were 
sequenced using an ABI373 fluorescent sequencer by the Mo- 
lecular Genetics Core Facility using the forward primer as the 
sequencing primer. Once confirmed, these served as positive 
controls for Arg551 and Val50 in these experiments. 

Statistical methods 

Painvise comparisons of population-specific allele frequen- 
cies were performed by Fisher's exact test.26 Departures of ob- 
served allele frequencies from those predicted by Hardy-Wein- 
berg equilibrium on the basis of population-specific variant 
allele totals were assessed with 2  test^.^^,^^ Estimates of haplo- 
type frequency and linkage disequilibrium were assessed by 
likelihood ratio tests.28 

RESULTS 

Specimens used for these studies were anonymously col- 
lected from the New York State Newborn Screening Program. 
Data were collected from 173 to 285 specimens for each ethnic 
group. The allele frequencies of the two IL4R variants were 
determined in four populations of differing ethnic origin. The 
results of these genotyping experiments are shown in Tables 1 
and 2. 



I L4R variant frequencies 

Table 1 
Interleukin-4 receptor a Gln551Arg polymorphism (A to G transition) 

Genotype Frequencies 

(AN (AG) (GG) 
Population (GlnlGln) (GlnlArg)" (Arg/Arg)** 

No. of Arg551" Allele 
Genotype Specimens ( n )  n Yo n Yo n % Frequency (Yo) 

Black 285 34 11.9 115 40.4 136 47.7 67.9 

White 188 117 62.2 66 35.1 5 2.7 20.2 

Hispanic 189 77 40.7 84 44.4 28 14.8 37.0 

Asian 190 118 62.1 66 34.7 6 3.2 20.5 

Allele frequency comparisons by Fisher's exact test: all comparisons significant a tp  < 0.0001; except Whitevs. 
Asian. 
Genotype comparisons by 3 X 2 Chi-Square: all comparisons significant at p < 0.002; except White vs. Asian. 
"The Arg variant is associated with atopy.9 Numbering of amino acids is according to the sequence reported 
by Idzerda et al." and does not include the signal peptide. 

Table 2 
Interleukin-4 receptor a Ile50Val polymorphism (A to G transition) 

Genotype Frequencies 

(AA) (AG) (GG) 
Population (IleIIle)" (IlelVal)" (VaWal) 

No. of Ile508* Allele 
Genotype Specimens (n )  n Yo n O/o n % Frequency (Yo) 

Black 261 101 38.7 93 35.6 67 25.7 56.6 

White 183 149 81.4 22 12.0 12 6.6 87.4 

Hispanic 188 112 59.6 59 31.4 17 9.0 75.1 

Asian 173 67 38.7 76 43.9 30 17.3 60.7 

Allele frequency comparisons by Fisher's exact test: all comparisons significant a tp  < 0.0001; except Blackvs. 
Asian. 
Genotype frequency comparisons by 3 X 2 Chi-Square: all comparisons significant a tp  < 0.002; except Black 
vs. Asian. 
"The Ile variant is associated with atopy and atopic asthma.'" Numbering of amino acids is according to the 
sequence reported by Idzerda et al." and does not include the signal peptide. 

Polymorphism results 

The allele and the genotype frequencies for the Gln551Arg 
variant were the same in Whites and Asians (allele frequencies, 
20.2% vs. 20.5%). In agreement with this data, a frequency of 
20% was recently reported for this polymorphism in a small 
population of control individuals of unreported ethnic back- 
g r ~ u n d . ~  Another recent study reported an allele frequency of 
12% in Japanese controls who were not atopic or asthmatic.24 

In the data reported here, Hispanics had a higher frequency of 
the Arg551 allele (37.0%) than Whites and Asians. Overall, 
Blacks had the highest variant allele frequency (67.9%) and 
almost half of these individuals were homozygous for the 
Arg551 allele (47.7%). 

Ile50 was most common in Whites (87.4%) followed by His- 
panics (75.1%), Asians (60.7%), and Blacks (56.6%). This re- 
cessively-acting allele is associated with overproduction of 

Table 3A 
Interleukin-4 receptor a double homozygote frequencles 

IlelIle I1 IlelIle I1 VaWal I1 VallVal 11 
GlnIGln 

No. of Arg/Arg GlnlGln ArgIArg 

Population Specimens (n)  n % n % n YO n Yo 

Black 261 11 4.2 60 23.0 12 4.6 27 10.3 

White 182 94 51.6 3 1.6 6 3.3 0 0.0 

Hispanic 186 47 25.3 16 8.6 7 3.8 2 1.1 

Asian 173 39 22.5 3 1.7 20 1!.6 1 0.6 
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Table 3B 
p values of double homozygote f requenq comparisons 

Ilelllc I1 GlnIGln IleIIle I/ ArgIArg Val/Val 11 GlnlGln VallVal 11 ArgIArg 
Populations (f values) ( p  values) ( p  values) ( p  values) 

~ - 

Black vs. W h ~ t e  0.0000 0.0000 0.3355 0.0000 

Bldik vs. Hispanic 0.0000 0.0000 0.4285 0.0000 

Black vs. Asian 0.0000 0.0000 0.0062 1 0.0000 

White vs. Hispanic 0.0000 0.0020 0.5162 0.2548 

0.0000 0.6334 0.0023 W h ~ t e  vs. Asian 0.4873 " 

both total and mite-specific IgE and atopic asthma in a Japa- 
nese population.lOJ The allele frequency for the Asian popu- 
lation reported here (60.7%) differs from that reported for the 
control group in the studies of Mitsuyasu et a l . L o ~ 2 ~ I l e 5 0  allele 
frequencies of 40.4% and 41%) in two regards. The Asian co- 
hort studied here includes individuals from other ethnic 
groups in addition to those of Japanese descent. Furthermore, 
the anonymous nature of the blood spot specimens prohibits 
follow-up to determine what proportion of the genotyped in- 
dividuals will develop atopy or asthma. Therefore, this New 
York State population also includes individuals who will de- 
velop asthma. 

The Ile50 allele did not deviate from Hardy-Weinberg equi- 
librium in the Hispanic and Asian cohorts. However, the Ile50 
allele was not in Hardy-Weinberg equilibrium in Blacks (2= 
19.75, P < 0.001) or Whites ($= 37.55, P < 0.0001).28 There 
are more homozygotes than expected by chance in both of 
these latter populations, suggesting that there has been some 
selective pressure for the "enhanced-activity" allele. No signif- 
icant deviation from Hardy-Weinberg equilibrium was ob- 
served for the Gln55 1Arg variant. 

Haplotypes were tested for linkage disequilibrium and a sig- 
nificant association was detected. Both polymorphisms (Ilel 
Arg, IR) were found together more frequently in the Black 
cohort than would be expected by chance ( P  = 0.01 13), even 
though the Ile50 allele was least frequent in this group. When 
the frequencies of double homozygotes (IleIleIArgArg, IIIRR) 
are compared, 23.0% of Blacks are IIIRR (Table 3) .  This differs 
from the IIIRR frequencies in Whites (1.6%), Hispanics 
(8.6%), and Asians (1.7%) ( P  < 0.00001 ). Hispanics are sig- 
nificantly different from Whites ( P  = 0.002) qnd Asians ( P  = 

0.0029) with respect to the frequency of IIIRR. 

DISCUSSION 

This population-based allele-frequency study examined two 
IL4R polymorphisms in four cohorts of specimens, which are 
unselected for disease. To date, little is known about the fre- 
quencies of these alleles in the general population. Previously, 
sample population demographics have not been well de- 
scribed9J9 or were restricted to a single ethnic g r o ~ p . l O . ~ ~  The 
studies reported here are important to consider when examin- 

ing the association of polymorphisms with disease using a lim- 
ited number of control specimens. In addition to epidemio- 
logic data supporting an association between Ile50 or Arg551 
and risk of atopic asthma, influences of these variants on IL-4 
receptor-mediated cellular responses to IL-4 have been de- 
scribed.9JO Both variants are associated with increased IL-4R 
signaling. The Arg551 allele appears to act dominantly because 
it has been shown to be associated with atopy in heterozygotes 
in one study population, but not in another.24 The Ile50 allele 
appears to be recessive.'O 

The data reported here show that both functional variants 
are present most frequently in Blacks and Hispanics. These 
groups may be prone to diseases related to increased IL-4 sig- 
naling and IgE production. For example asthma is most prev- 
alent in Hispanics and Blacks.3' It is likely that the mechanism 
for asthma development may have different ethnic-specific ge- 
netic determinants. Evidence for this has recently been report- 
ed.2,32 At present, it is unknown whether possession of both 
"enhanced-activity" variants produces an additive or synergis- 
tic effect on IL-4R signaling in humans. A recent study that 
investigated a possible haplotype effect utilized transfected 
plasmids with combinations of the sequence variants in mouse 
B cells after stimulation with murine or human IL-4.24 IL-4 
binding was not affected by any of the constructs, but Ile50 was 
associated with increased IL-4R signaling. No augmentation of 
signaling above those increases observed in the presence of the 
Ile50 variant was evident in constructs containing the Arg551 
allele.14 A second study that used transfected constructs carry- 
ing the Arg551 allele in mouse cells revealed no significantly 
altered signaling when the cells were stimulated with human 
IL-4.33 

Whether these variant alleles truly play a role in the devel- 
opment of atopy, asthma, and other diseases remains a subject 
for further study. It is interesting that those alleles exerting an 
effect on IL-4R function exist at a high frequency in different 
populations. At some point in time, it may have been advan- 
tageous to have the capacity to mount a strong T,2 response to 
some endemic pathogen(s). IL-13 also plays a role in T,2 de- 
velopment and induces IgE synthesis in human B cells.lSJ6 
Thus IL4R,polymorphisms may also influence IL-13 signaling 
and this effect may vary in different populations. To investigate 
this, further analysis of the two described IL4R variants and the 
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effects of other polymorphisms in this gene in atopic asthmat- 
ics from these same ethnic groups are ongoing. 

Acknowledgments 

The authors thank the Molecular Genetics Core Facility at 
the Wadsworth Center for sequence analysis of variants and 
the synthesis of oligonucleotides and the Computational Biol- 
ogy and Statistics Core for computing hardware and statistical 
analyses. This work was supported by the New York State De- 
partment of Health. 

References 
I. Marsh DG. Neely ID. Breazeale DR. Ghosh B, Friedhoff LR, Ehrl~ch-Kautzky E, 

Schou C. Krishnaswamy G. Beaty TH. Linkage analysls of IL4 and other chromo- 
some 5q31.1 markers and total serum ~mmunoglobul~n E concentrations. Scle~lce 
1994;264:1152-I 156. 

2. The Colldborative Study on the Genetlcs of Asthma (CSGA). A genome-wide search 
for asthma susceptibility loci in ethnically d~verse populations. Nat Genet 1997;15: 
389-392. 

3. Daniels SE. Bhattacharrya S, lames A. Leaves NI, Young A. Hill MR, Faux IA, Ryan 
GF. le Souef PN. Lathrop GM, Musk AW, Cookson WO. A genome-wide search for 
quantitative tralt l o c ~  underlying asthma. Nature 1996;383-247-250. 

4. Palmer LI. Daniels SE. Rye PI, Gibson NA, Tay GK. Cookson WO. Goldblatt I.  
Burton PR, LeSouef PN. Llnkage of chromosome 5q and 1 l q  gene markers to asth- 
ma-associated quantitative traits in Australian chddren. Am J Resprr C r ~ t  Cnre Med 
1998;158:1825-1830. 

5. Postma DS, Bleecker ER. Amelung PI, Holroyd KJ, Xu 1, Panhuysen CIM, Meyers 
DA. Lentt RC. Genetic susceptibility to  asthma-bronchial hyperrespons~veness 
coinherited with a major gene for atopy. N Engl I Med 1995;333:894-900. 

6. Rosenwasser LJ. Klemm Dl. Dresback IK, lnamura H, Mascall Il. Klinnert M, Borlsh 
L. Promoter polymorphisms m thechromosome 5 gene cluster in asthma and atopy. 
C11n Erp Allersy 1995;25(Suppl):74-78. 

7. Song Z. Casolaro V. Chen R. Georas SN. Monos D, Ono SJ. Polymorphic nucleo- 
tides within the human 1L-4 promoter that mediate overexpression of the gene. 
J Immunol1996;156:424-429. 

8. Deichmann KA. Henizmann A. Forster J. Dischinger S, Mehl C. Brueggenolte E. 
Hildebrandt F. Moseler M. Kuehr I. Linkage and de l i c  association of atopy and 
markers flanking the IL4-receptor gene. Clin Exp Allergy 1998;28.151-155 

9. Hershey GIT. Fnedrich MF. Esswein LA. Thomas ML, Chatila TA. The association 
of atopy with a galn-of-function mutation in the a subunit of the interleukin-4 
receptor. NEnglJ Med 1997;337:1720-1725. 

10. MltsuyasuH. Izuhara K, Mao XQ, Gao PS. Arinobu Y. Enomoto T. Kawai M, Sasala 
S, Dake Y, Hamasaki N. Shlrakawa T. Hopkin IM. Ile50Val variant of IL-4Ra up- 
regulates IgE synthesis and associates rnth atopic asthma. Nnt Genet 1998;19:119- 
120. 

11. Murata T,  Taguchi 1, Puri RK. Interleuk~n-13 receptor a '  but not a chain: a func- 
tional component of interleukin-4 receptors: Blood 1998;91:3884-3891. 

12. Miloux B, Laurent P, Bonnin 0, Lupker I. Caput D, Vita N. Ferrara P. Cloningofthe 
human IL13-Ral chain and reconstitution with the IL-4Ra of a functional IL-41 
IL-13 receptor complex. FEES Len 1997;401:163-166. 

13. Kopf M. LeGros G. Bachmann M. Lamers MC, Bluethmann H, Kohler G. Disrup- 
tion of the murine IL-4 gene blocks T,2 cytokine responses. Nature 1993;362:245- 
248. 

14. Noben-Trauth N, Shultz LD, Brombacher F, Urban, Ir. IF, Gu H. Paul WE. An 

lnterleuk~n 4 (IL-4)-independent pathway for CD4+ T cell IL-4 produitlon 1s re- 
vealed in 11.-4 receptor-deficient mlce. Proc Natl Acad Sir. USA 1997;94:10838- 

10843. 

15. Zurawski G, deVries IE. Interleukin 13, an interleukin 4-like cytokine that acts on 

monocytes and B cells, but not on T cells. Imn~rrr~ol Today 1994;15:19-26. 
16. McKenzie GI. Emson CL, Bell SE, Anderson S, Fallon P, Zurawski G.  Murray R, 

Grenc~s R, McKenzle AN lmpa~red development of T,2 cells in 1~-13-deficient  
mice. Immunrty 1998;9.423-432. 

17 Wills-Karp M. Luylmbazl I.  Xu X. Schotield B. Neben n. Karp CL. Interleukin-13: 

Central med~ator  of  allerg~c asthma Sclence 1998; 282:2258-2261. 

18 Aman MI. Tayeb~ N. O b l r ~  NI. Puri RK. Mod] WS. Leonard WI. cDNA c lon~ngand  

characterizat~on of the human ~n te r l euk~n  13 receptor alpha cham. I Blol Chem , 7 .  
1996;27 1.29265-29270. 

19. G r u n ~ g  G. Warnock M. Wakll AE. Venkayya U. Brombacher F. Rennick DM, Shep- 

pard D, Mohra M. Donaldaon DD, Locksley RM, Corry DB Requ~rement for IL-13 
Independently of 1L-4 In experimental asthma. Scrence 1998;282:2?61-2263. 

20 Pr~tchard MA, Baker E. Whitmore SA. Sutherland GR, ldzerda RL, Park LS. Cosman 

D, Jenkins NA. Gilbert Dl, Copeland NG. Beckman P. The interleukin-4 receptor 
gene (IL4R) maps to 16pl1.2-16pl2.l in human and to the distal regton of mouse 
chromosome 7. Genomrcs 1991:10:801-806. 

21, ldzerda RL, March CJ. Modey B, Lyman SD. Vanden Bos T,  Glmpel SD, Din WS. 

Grabstein KH. W ~ d m e r  MB. Park LS. Cosman D. Beckman P. Human Interleukin 4 
receptor confers biological responsiveness and defines a novel receptor superfam~ly. 
I E.rp bled 1990;171:861-873. 

22. Galizz~ I-P, Zuber CE, Harada N, Gorman DM. Djossou 0. Kastelein R. Banchereau 

I, Howard M. M~yapma A. Molecular cloning of a iDNA encodlng the human 
interleukin 4 receptor. Int In~munol  1990;2:669-675. 

23. Deichmann K. Bardutzky J .  Forster I.  Heinzmann A, Kuehr 1. Common polymor- 
p h i s m ~  In the coding part of the IL-4 gene. Blochem Blophys Res Comn~un 1997~231: 
696-697. 

24. Mitsuyasu H. Yanagihara Y, Mao X-Q. Gao P-S, Ar~nobu  Y, Ihara K, Takabayashi A. 

Hara T. Enomoto T, Sasaki S. Kawai M, Hamasala N. Shlrakatva T, Hoplan Jhl. 
lzuhara K. Cutting edge: Dominant effect of Ile50Val variant of the human IL-4 
receptor alpha-chain in IgE synthesis. J Immunol 1999;162:1227-1231 

25. Caggana M, Conroy IM, Pass KA. Rdpid, e f i c~en t  method for multiplex ampl~fica- 
tion from filter paper. Hum Alrltat 1998;l 1,404-409. 

26. Fisher RA. The logic of inductive Inference. /Roy Stat Soc 1935;98:39-54. 
27. Pearson K. On the theory ofcontingency and ~ t s  relat~on to associat~on and normal 

correlat~on. Cambndge. England: Cambridge Universtty Press, 1904. 
28. Tenvdliger ID. Ott I .  Handbook of human genetic linkage. Balt~more: Johns Hop- 

klns Univers~ty Press. 1994;199-210,277-279. 
29. Grimbacher B. Holland SM, Puck JM. The interleulan-4 receptor varlant Q576R in 

hyper-IgE syndrome. N Engll Aled 1998;338.1073-1074. 
30. Yi T. Mu1 AL, Krystal G. Ihle IN. Hematopoletic cell phosphatase associates with the 

interleukin-? (IL-3) receptor beta chain and down-regulates IL-?-induced tyrosme 
phosphorylation and mitogenesis. hlolei Cell Biol 1993;13:7577-7586. 

31. Carter-Pokras OD. Gergen PI. Reported asthma among Puerto R ~ i a n ,  h l eu ian-  
Amencan. and Cuban children: 1982-1984. Am J Publri Health 1993;83:580-582. 

32. Ober C. CoxNI. Abney M. DiRienzo A. Lander ES. Chanvaleket B, Gidley H. Kurtz 
B, Lee J ,  Nance M. Penersson A. Prescott I ,  R~ihardaon A. Schlenker E. Summerhill 
E. Willadsen S. Parry R. Genome-wde search for asthma susceptibll~ty l o c ~  in a 
founder populat~on. Hum Molrc Gcnct 1998;9:1393-1398. 

33. Ydng HY. Shelburne CP. Zamorano I. Kelly M. Ryan 11. Keegan AD. Cuttmg edge: 
Effects of an allergy-assoc~ated mutatlon In the human IL-4Ra (Q576Ri on human 
IL-4-induced signal transduct~on. I Immunol 1999;162:43814389. 


	Populationbased studies reveal differences in the allelic freauencies of two functionally significant human interleukin-4 receptor poIymorpMsms in several ethnic groups
	MATERIALS AND METHODS

	RESULTS
	DISCUSSION
	Acknowledgments
	References


