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Impacts of Polymorphisms in Genes Encoding Renal Disease-related Molecules on Progression to
End-stage Renal Failure in Patients with IgA Nephropathy

Shuhei Kotaki (Department of Nephrology, Saitama Medical School, Moroyama, Iruma-gun, Saitama 350-0495,
Japan)

Background/Purpose: Polymorphisms found in genes encoding proinflammatory/profibrotic molecules have
been demonstrated to be associated with several kinds of renal diseases. We investigated these polymorphisms in
IgA nephropathy (IgAN) patients undergoing hemodialysis (HD) and their significance on progression to end- stage
renal failure (ESRF). Methods: To evaluate the role of polymorphisms in genes described below, we analyzed the
association of these polymorphisms with progression to ESRF in histologically-proven IgAN patients undergoing
HD using Kaplan-Meier method. Employed genes are angiotensin-converting enzyme, angiotensinogen, monocyte
chemoattractant protein-1, chemokine receptor (CCR5), transforming growth factor- 1, E-selectin (SELE), and
L-selectin (SELL). Results: The duration between renal biopsy and ESRF (induction to HD) was significantly shorter
in IgAN patients with T1402 allele at the SELE gene, G(-642) allele or T712 allele at the SELL gene than those
without them. Any other polymorphisms were not significantly associated with progression to ESRF in this study.
Conclusion: This work provides evidence that the T1402C polymorphism of the SELE gene, A(-642)G and C712T
polymorphisms of the SELL gene are associated with rapid progression to ESRF in IgAN patients.
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Wh b BB MERERMABE RIZIRDENC BT B H BT (D PEEAFRE - BITEEICE S A[REEDNZ E AL
BABEORKEEE U THEREEBIEICRNTH 2 TOED,
MDAIEICH B, HEABREBIIBELIRL TR L (2) T1RLLELH RAUFHE © BT REEICE B TREMED D
TVEDIT TRV, IgABEIXIRD E O MERER A ZOENED.
BHROKN72 D, ZTOFE, H#ERET O, A% (3) PRI BAE - 5L L, 204ELLNIC &
TRIBEREDBIFICOWT, MMM TN TEH KL TS A AREMEN D 2 & .
D, ZLOHIARMNEAEROGNDDHS. IgABIEI () THAREE | SAELINICENTREICRITT 2 AlHE
1968 4E]. Berger & N. Hinglaisic & - T I N7z HFE MhH25ED.
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TS BV T & FIERHETTIC B9 % BRI D fiF
FDED SN TS, IgABIEICE LTS, Wik
HLABW35 iR & IgABE D BE AR S N TE 0?7,

FKTOEFIEA 2T NKIGENFIEBI DT/ I fiighfr D
i R 5 6q22-23 FHIEKIC IgABHE FEAE BB R T DTEAE
MHEEENTVEY. BAENC B TIXIgABIERHZIC
MR MERERIAE ROREEZ AT DIEFNZ VLW
SRR DENDEDD, IgABIEDSIENLERS
W75 <, case-controlfiff 7¢1C & - THLA classIHE AL
FHEIE R 5 NCE-/ L& L 7 F Vil s 7Rl o — 5
%A (single-nucleotide polymorphism (SNP)) m\ 5 & 7%
[gABHEFIE ) A7 £ 155 T e WREENTVESY.

FIEARMNCELTS, 7Rt Ty AR
% (angiotensin converting enzym (ACE))**?, 7 v
F*+ 5 >/ — 7% (angiotensinogen (AGT) )",

A2 —nAF1IZRKETIEA (interleukin-1
(IL-1) receptor antagonist)"”, JEJEIEESEAF- o (tumor
necrosis factor-a (TNF-a )", THIfAL 7 % —a /
B DRI TZ RIS 2 ATREME AR S 1
TWV5. FIHERBEEENEICHM U TIZACE”, AGTY,

transforming growth factor- 81 (TGF-B1) %47 £ 7
A V2B (CCR2/5)™DEIn T2 M, BAEE
Ha 5 I B U C ldmonocyte chemoattractant protein-1
(MCP-1)*, CCR2/5%>fiflafzz K+ ICAM-1)*' 0
B F2MD, LRI T ACEDE L2 A%
IWNZ OFIE,/ HETICH RIS E T 2 0HEEDV R S N
TWVWa. LHhUIHKRT 2R ENGAREHAE
NP SRR ORI, AFEERIEE, KBIEE
DI TEDHEIC L B E D EEZ 5NEY. IgABE
OHEITRANCB L CEBEX TOHE T, JEETM
DORBERE EHEITIEEER MO E K> TH D, TIgA
BERZHHER ) KX 24T A, O+Q@BE (B
+ @) BB OMFTH 5. aidD X ST s ORERH
TlERSE (IgABE) DsubtypeN iz > TV 5 AJHE
WHRH D, F—&EZ SN %SsubtypedD N TDHEITE
RZHSMCT S 7211 3) BEE () OGS
BHEEZONS. ZTT4HHE, BEMICTEK > TIgA
BUE & W S NARIHBARRICE D IBITE A & /x5 12IE
Blzextge U, 2O 5@ EAE TOMEOE
G2 REHEE LT, BEHFETICAHEHLES EE X
SNBBIETEZR OB fEt Lz,

MREFE
X R GEOMENSRE LT, UTOMAANKEIE
el T IMRENEE LT 5. 1) FEkOBEIC BN

TIMEY L7 F =l 1.3 mg/dILL R T, Dl &2
B EEAR (++) GURKE) 2o T A%z
fifrE N, [GABELZWiZZ T TWwasT L. 2) %
D%, MIMTEOEE, BERPEOFENTE A HH 2
T 2O 0HER  MEBITEA L&D, BIfES R EER

KEB L OCZOMEfiRIC@ERTTHE T L. LLED
HERRI-TEEDS B, BiEENKEmERESIC
T ENTGE (HEEET144) 72 % & ilinformed
consentZ HUS HIR 72 FEBNC LU, & BAFR IR I R
Mm10 mZ 39 %. BEMD SETEA T TOHM
DERZINET 5. ZBENEROLRED 1z HITHAE
AVEIDESEZITY, FTIAT 51575 & OXfn&RIZ
AN TS HE RS (5 EERRESFHEITE Y
—R) WK THEICEMHT 5.

DNA#IHH EPCRIEIC K BB FERBH | BERM
10 ml& Y QIAamp DNA Blood Midi Kit (Qiagen,
Hilden, Germany) % H{\C% / LDNAZ fili i U 7=.

Z ODNA’% W TACE, AGT, MCP-1, CCR5, TGF-1,

SELE/SELLE(n D@ a2 2T 57D 7
T4 —+t v b, PCREM I X Ugenotyped i
#e 7 DU RIS R 9. PCRIZ TAKARA SHUZO##DPCR
Thermal Cycler 480 CKE, #4E) Z{HH L7z,

1) ACE (D/D 24,

FW; 5-CTGGAGACCACTCCCATCCTTT-3

RV; 5-GATGTGGCCATCACATTCGT-3’

PCR&: A 1 78w 7 7 —#HE (50 ul) 5 100 ng DNA, 3
mM MgCl2, 50 mM KCl, 10 mM Tris-HCl pH8.4, 0.1
mg/ml geletin, 0.5 mM of dNTPs (dATP, dTTP, dCTP,
dGTP), 1 yM 7 < A < —, 1lunit Taq polymerase
(TAKARA SHUZO)

30H 1 7 )l ; denaturation 94 °C 17473 ;
153 ; extension 72 °C 253 /%4 7 )V
GenotypeDH[EEHUE © 1% 7 Ha— A7 )VEKKENC X
ZY A ZHEEICT, 190bpZdeletion %X 77 V)L (D),
490bpZinsertionZ 1 77 V)L (D &3 %*. (Fig.1a)

annealing 58 °C

2) AGT (M235T) £71;

FW,; 5-CAGGGTGCTGTCCACACTGGACCCC-3

RV; 5-CCGTTTGTGCAGGGCCTGGCTCTCT-3’
PCRZEM 1 /Ny 7 77— (50 pD) 5 100 ng DNA, 15
mM MgCl12, 50 mM KCl, 10 mM Tris-HCI pH8.4, 0.1
mg/ml geletin, 0.5 mM of ANTP (dATP, dTTP, dCTP,
dGTP), 1uM 7'Z 4 < —, 1lunit Taq polymerase
3041 7 )l ; denaturation 90 °C 1% ; annealing 68 °C
147 ; extension 72 °C 308>,/ H 1 7 )L

Genotype® | & B e © PCRA: kW % Tth111iC TiH1k
%, 25% 7 HO— A7 )VEKIKENC K 5P 1 HE
IZC, 165bp (FETHIL) ZMet2357 U )b, 141bp (GH
b) & Thr2357 V)L &3 %", (Fig. 2a) (T DLHIH
LTRIERKD T I/ BEREINE T ENEZL, K
XTHBEHNCHE-S Tz B, X7 LAF RERTIE
TV 2DT04FFHEDOSNPICHYS T % 728, T704C
kixs.)
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3) AGT (A20C) 271,

FW; 5~ AGAGGTCCCAGCGTGAGTGTC-3’

RV; 5-~AGCCCACAGCTCAGTTACATC-3

PCRZEMF : 73w 7 77 —#HAK (50 pD) 5 100 ng DNA, 1.5
mM MgCl2, 50 mM KCI, 10 mM Tris-HCI pH8.4, 0.1
mg/ml geletin, 0.5 mM of ANTP (dATP, dTTP, dCTP,
dGTP), 1uM 7'Z 4 < —, 1lunit Taq polymerase
30451 7 )l ; denaturation 94 °C 30#) ; annealing 64 °C
147 ; extension 72 °C 173/ %+ 7 )L

Genotype® |7 F#E © PCRA: k¥ % Eco010911C T ¥
1%, 3% 7 Ha— A7 )VESIKINIC K %P4 XHE
2T, 205bp (JEFHIE) ZA(-20) 7 V)b, 137bp (4
£) #C(-20) 7V EF %Y. (Fig. 3a)

4) MCP-1(G-2518A) £ 71,

FW; 5-CCGAGATGTTCCCAGCACATG-3’

RV; 5-CTGCTTTGCTTGTGCCTCTT-3’

PCREAM 1 73w 7 7 —#HA (50 ul) 5 100 ng DNA, 1.5
mM MgCl2, 50 mM KCI, 10 mM Tris-HCI pH8.4, 0.1
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Fig. 1. ACE D/I and the progression to ESRF in IgAN
patients. a. Gel patterns of ACE D/I polymorphism. Lane 1
shows the homozygous DD genotype, lane 2 is homozygous II
and lane 3 is heterozygous DI. b. DD+ DI vs. II. No significant
difference was seen between these groups. c. DI+II vs. DD.
No significant difference was seen between these groups.

a 1 2
165bp
141bp
b '
S
= -8
= 6 =0 Thr/Thr
é '4 o+ Net/Thr
£
E.
(@]
0

0 5 10 15 20 25 30 35
Time, years

Fig. 2. AGT M235T and the progression to ESRF in IgAN
patients. a. Gel patterns of AGT M235T polymorphism.
Lane 1 shows the homozygous Thr/Thr genotype and lane
2 is heterozygous Met/Thr. b. Met/Thr vs. Thr/Thr. No
significant difference was seen between these groups.
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Fig. 3. AGT A(-20)C and the progression to ESRF in IgAN
patients. a. Gel patterns of AGT A(-20)C polymorphism. Lane
1 shows the homozygous CC genotype, lane 2 is homozygous
AA and lane 3 is heterozygous AC. b. AA+AC vs. CC. No
significant difference was seen between these groups. c. AC+
CC vs. AA. No significant difference was seen between these
groups.
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mg/ml geletin, 0.5 mM of ANTP (dATP, dTTP, dCTP,
dGTP), 1yM 751 ~<—, 1lunit Taq polymerase
401 7 )l ; denaturation 94 °C 147 ; annealing 56 °C
147 ; extension 72 °C 157308 ¥ 1 7 )L
GenotypeDH[;EFEHUE : PCRAE ) 2 PvuILic TiH{LT%,
1% 7 Ana— A7 )VESKENC K 251 ZHEICT,
708bp+222bp (FHfk) &G (-2518) 7V )L, 930bp (JE
M) ZA(-2518) 7V L& T %Y. (Fig. 4a)

5) CCR5 (G59029A) £71;

FW ; 5-CCCGTGAGCCCATAGTTAAAACTC-3

RV; 5" TCACAGGGCTTTTCAACAGTAAGG-3
PCRZEMF @ 73w 7 77 —#HA (50 pD) 5 100 ng DNA, 1.5
mM MgCl2, 50 mM KCI, 10 mM Tris-HCI pH8.4, 0.1
mg/ml geletin, 0.5 mM of dNTP (dATP, dTTP, dCTP,
dGTP), 1uM 75+ < —, 1lunit Taq polymerase
401 7 )U ; denaturation 95 °C 177 ; annealing 58 °C
147 ; extension 72 °C 173/ Y% 1 7 )L

930bp
708bp

Cumulative survival rate

Cumulative survival rate
E=N

Time, years

Fig. 4. MCP-1 G(-2518)A and the progression to ESRF
in IgAN patients. a. Gel patterns of MCP-1 G(-2518)A
polymorphism. Lane 1 shows the homozygous GG genotype,
lane 2 is homozygous AA and lane 3 is heterozygous GA. b.
GG-+GA vs. AA. No significant difference was seen between
these groups. c. GA+AA vs. GG. No significant difference
was seen between these groups.

Genotype® | 7E FLHE © PCRZE 5 ) 72 Bsp1286 11 T 11
(Lt 2% 7 H 10— 27 VERIKBNC & 34 1 ¥
72T, 127bp (+130bp) GHAL) #G590297 1 )L,
257bp GEW{E) #A590297” V)L &$ 3. (Fig. 5a)

6) TGF- 1 (C-509T) £ 7,

FW ; 5-GGGGACACCATCTACAGTG-3

RV; 5-GGAGGAGGGGGCAACAGG -3’

PCRZEMF 1 /X 7 7 — B (50 ub) ; 100 ng DNA, 1.5
mM MgCl2, 50 mM KCI, 10 mM Tris-HCI pH8.4, 50
ml/L formamide, 0.5 mM of dNTP (dATP, dTTP, dCTP,
dGTP), 1yM 754 <—, 1lunit Taq polymerase

35Y 1 27 )l ; denaturation 94 °C 30%) ; annealing 60 °C
30%) ; extension 72 °C 30#) ¥+ 7 )L
GenotypeD ¥ E FHE © PCRA W) 7% Aocl I TIHL1%,
3% 7 Hu— AT I)IVESIKENC XY A4 THEICT,
429bp (+26bp) GHIL) ZC(-509) 77V )L, 455bp (JE

) ZT(-509) 7V)LEd 3%, (Fig. 6a)
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Fig. 5. CCR5 G59029A and the progression to ESRF in IgAN
patients. a. Gel patterns of CCR5 G59029A polymorphism.
Lane 1 shows the homozygous AA genotype, lane 2 is
homozygous GG and lane 3 is heterozygous GA. b. GG+
GA vs. AA. No significant difference was seen between these
groups. ¢. GA+AA vs. GG. No significant difference was seen
between these groups.
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7) SELE (C1402T) £%;

FW (C1402) ; 5 TGAGGAGGGATTTGAATTAC-3’

FW (T1402) ; - TGAGGAGGGATTTGAATTAT-3’

RV; 5-ACAACCACCATCAATCAATGC-3’

PCRZ&MF 2 73w 7 77 —#HE (50 D) 5 100 ng DNA, 1.5
mM MgCl2, 50 mM KCl, 10 mM Tris-HCl pH8.4, 0.5
mM of ANTP (dATP, dTTP, dCTP, dGTP), 1 yM 75
A< — (RVBXUFW (C1402) & L < I3FW (T1402)),
1unit Taq polymerase

2541 277 )l ; denaturation 95 °C 30%) ; annealing 62 °C
30%) ; extension 72 °C 153/ Y1 7 )V
GenotypeDHERHAE @ 1% 7 Ha— A7 )VES KB
X BY 1 HEICT, FW(C1402) 7T A< —Z W
7ePCRT502bpD AW 72588 % & C140277 Y )L, FW
(T1402) 7'F A < —7% W 7zPCR 502 bpD 4 ik ) 72
B ET14027 ) )V &35, (Fig. 7a)

8) SELE (A561C) Z%Y;
FW; 5-ATGGCACTCTGTAGGACTGCT-3

a 1 2 3
455bp
429bp
b 1
.8 4
=0~ CC+CT
6 1 - TT
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Fig. 6. TGF-31 C(-509)T and the progression to ESRF
in IgAN patients. a. Gel patterns of TGF-51 C(-509)T
polymorphism. Lane 1 shows the homozygous CC genotype,
lane 2 is homozygous TT and lane 3 is heterozygous CT. b.
CCH+CT vs. TT. No significant difference was seen between
these groups. c. CT+TT vs. CC. No significant difference was
seen between these groups.

RV; 5-GTCTCAGCTCACGATCACCAT-3

PCRZ&fF 1 73w 7 77—k (50 ul) ; 100 ng DNA, 1.5
mM MgCl2, 50 mM KCI, 20 mM Tris-HCl pH8.4, 0.1
mg/ml geletin, 0.5 mM of ANTP (dATP, dTTP, dCTP,
dGTP), 1yM 751 ~<—, 1lunit Taq polymerase
3544 77 )l ; denaturation 94 °C 30%) ; annealing 60 °C
147 ; extension 72 °C 173/ %+ 7 )L

Genotype® ¥ & £ e © PCRA: i ¥ 7% Pstlic T 1k 1%,
3% 7 AHu— A7 )VESKKEINC X %Y 1 LHEICT,
219bp+138bp (i¥1k) % A56177 V)L, 357bp (FEHL)
Z2C56177 1) )L L3 %Y. (Fig. 8a)

9) SELL (A-642G) £7;

FW (A (-642)); 5-GCCACTTAACAAGGACGTCCA-3’
FW (G (-642)); 5-GCCACTTAACAAGGACGTCCG-3’
RV; 5-AGTAATGTGACTAGATTCTC-3’

PCREA 1 73w 7 7 —#HA (50 ub) 5 100 ng DNA, 1.5
mM MgCl2, 50 mM KCl, 10 mM Tris-HCI pH8.4, 25
ml/L formamide, 0.5 mM of ANTP (dATP, dTTP, dCTP,
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Fig. 7. SELE C1402T and the progression to ESRF in I[gAN
patients. a. Gel patterns of SELE C1402T polymorphism. Lane
1 shows the homozygous TT genotype, lane 2 is homozygous
CC and lane 3 is heterozygous CT. b. CC+CT vs. TT. No
significant difference was seen between these groups. c¢. CT
+TT vs. CC. The progression to ESRF in IgA patients with
T1402 was significantly faster than those without T1402. (p<<
0.0009)
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dGTP), 1uM 7’5 4 ¥ — (RVE X UFW (A (-642) )
& L <IZFW (G (-642))), 1lunit Taq polymerase
2541 277 )l ; denaturation 95 °C 30# ; annealing 63 °C
30%) ; extension 72 °C 153,/ Y1 7 )V

Genotype D@ FEUE © 1% 77 Aim— A7 )V ESIKENC
XY A RHEICT, FWA(-642)) TS A4 —7
W 7ePCRT355bpD A il 2 58 b 5 LA (-642) 77V
U, FW(G(-642)) 75 A4 < —7%H\\7zPCRT355bp
DERI iR % LG (-642) 7V )L & F 3. (Fig. 9a)

10) SELL (C712T) £,

FW (C712) ; 5“-TACCATGGACTGTACTCACC-3

FW (T712) ; 5-TACCATGGACTGTACTCACT-3’

RV; 5-TGCAATGGCAATGAGAAAAA-3

PCRZEMF © 73w 7 7 —#HA (50 D) 5 100 ng DNA, 1.5
mM MgCl2, 50 mM KCl, 10 mM Tris-HCI pH8.4, 15
ml/L formamide, 0.5 mM of dNTP (dATP, dTTP, dCTP,
dGTP), 1 yM 724 < — (RVB X UFW (C712) & L
<IZFW (T712)), 1unit Taq polymerase

2541 277 )l ; denaturation 95 °C 30#) ; annealing 62 °C
30%) ; extension 72 °C 173,/ %1 7 )l
GenotypeDHiEFLHUE © 1% 7 A1 — A7 )V ES KNI
XBY 1 XHEICT, FW(CT12) 7o A4 —Z2HW»
7ePCRT437TbpD LW 2 i85 £ C7127 V) )b, FW
(T712) 75 A < —7%% F\ " JzPCRT437bpD £ 5 ¥ %2
RBHBHETTI27 VIV ET 3. (Fig. 10a)

METE: HEBRLOSENEAL TOMME ()
(phenotype) & BfnT-ZHIEH (genotype) DFHRERE %
e, WiatidTY 7 b (Microsoft Excelds & U Statview)

op

Cumulative survival rate

Time, years

Fig. 8. SELE A561C and the progression to ESRF in IgAN
patients. a. Gel patterns of SELE A561C polymorphism. Lane
1 shows the homozygous AA, and lane 2 is heterozygous AC. b.
AC vs. AA. No significant difference was seen between these
groups.

IZ & Y Kaplan-Meieri% &= Hl W\ TH#iFf 9 5. Logrank
(Mantel-Cox) iEIC THiIE L, p<0.05% el A=
9%,

& R
MNREE

SERREH SR & Ul iios T 8g &, Fa 15453 H
S1H X CICAWZICHMAAENTZ63% (B1E404,
71 23%) Thad. HEMRFOVEIF#E33.0+13.3
%, IMGENTE AR D F L 41.2+13.8)%. B4
Wb 5 BHTE A F TOMRI3 RE T334, & TO04F,
Y 82465 TH > Tz, T DORIDIBEHENED I
RFATH 5.

L7 XA T %EEDF (ACE, AGT) &G
F%E

NEBFICI I BACEEE 728 (D/D 5 X UAGT
BAE T2 (M235T, A-20C) D53 4fiZ&Table 1, 21719,

b 1
£.8 -
— -0~ AA+AG
g, ]
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Fig. 9. SELL A(-642)G and the progression to ESRF in IgAN
patients. a. Gel patterns of SELL A(-642) G polymorphism.
Lane 1 shows the homozygous GG genotype, lane 2 is
homozygous AA and lane 3 is heterozygous AG. b. AA+AG
vs. GG. No significant difference was seen between these
groups. ¢. AG+GG vs. AA. The progression to ESRF in
IgA patients with G(-642) was significantly faster than those
without G(-642). (p<<0.0352)
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Fig. 10. SELL C712T and the progression to ESRF in IgAN
patients. a. Gel patterns of SELL C712T polymorphism. Lane
1 shows the homozygous TT genotype, lane 2 is heterozygous
CT and lane 3 is homozygous CC. b. CC+CT vs. TT. No
significant difference was seen between these groups. ¢. CT+
TT vs. CC. The progression to ESRF in IgA patients with T712
was significantly faster than those without T712. (p<<0.0349)

Table 1. Genotype distribution and allele frequency of the
ACE gene

ACE(D/T)
Genotype DD 4
DI 34
11 25
Total 63
Allele D 0.333
I 0.667

Table 2. Genotype distribution and allele frequency of the
AGT gene

EFE & i -2 61

FIRBEETENEEROBIEAZT Y RRA
I & U 7zKaplan-Meieri% % FH U 7z ELES AR A 3R 72 Fig.
1~31IR9. ACEELFZ2HICHBNTIEDY V)L (DD

+DIvs. ID, I7VU)V (DI+IIvs.DD) & & T KR
A Y EANDEFEICH LT, FREGATEHEIREDONK

o 7z (Fig. 1b, o). AGTE{E £ % DOM235TIiC B
LT, A5EHENICMet/Met DJERNIZFED 5N T,
F 7=Met/Thr vs. Thr/ Thritlic & G2 - 127z
&b AGTHE 7 OM235TZ R BV TIE T Y FRA

Y INDEREICH L THEREZEBRZEDNE - T
(Fig. 2b). [AIARICA20CEZRIICEIL CTH, A(-20) 7
)l (AA+CA vs. CC), C(=20) 77V )L (CA+CC vs.
AA) LETY RRA Y FADFFEICH LT, AEEE
B3RS ENEh o Tz (Fig. 3b, 0).

TERAY, TEHAVZBAE (MCP-1, CCRS) &E1R
FZH
W EBEIC BT ZMCP-LEE 25 (G (-2518) A)

X U'CCR5 & 5 1 2 1 (G59029A) D 47 4ji % Table 31
R FRERERTEREEROBHEAZTY R
F A > k& U7zKaplan-Meierit: % W 7z P M a4
R &Fig. 4, 51,9, MCP-LEZ FEZMIC BTG
(-2518) 7 U )l (GG+GA vs. AA), A(-2518) 7V )L
(GA—i—AAvs GG) LTV RAKRA ¥ FADEEICH L
T, BEECEBIZRDONZN > (Fig. 4b, 0). %
72CCR5 g{x¥§ﬁ”0)G59029AcL BLT%H, G590297
V)V (GG+GA vs. AA), A590297 V) (GA+AA vs.
GG) LBV RRA Y EDFREICH LT, BEEY
B3RS ENE o Tz (Fig. 5b, ©).

TGF-B &z F%H

TG FIT B51F BTGF- B LR 125 (C (-509) T) D
s34 %2 Table ISR, FlhZllnr2MEBEBOSB
g A& T KR4 >~ b & U izKaplan-Meieri: 7 i
7z Lbi kTS SR % Fig. 6119, TGF- LR 2RI
BWTIEC(-509) 7V )L (CC+CTvs. TT), T (-509)
7 U)U (CT+TTvs. CO) & LY RiRA » hADFIE
W U T, ARGEITRD 5 iz o 7z (Fig. 6b, ©.

E’/Ev

Table 3. Genotype distribution and allele frequency of the
MCP-1/CCR5 genes

AGT(M235T) AGT(A-20C) MCP-1(G-2518A) CCR5(G59029A)
Genotype MM 0 AA 27 Genotype GG 29 GG 8
MT 43 AC 34 GA 29 GA 26
TT 20 CcC 2 AA 5 AA 29
Total 63 Total 63 Total 63 Total 63
Allele M 0.341 A 0.698 Allele G 0.690 G 0.333
T 0.659 C 0.302 A 0.310 A 0.667
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L2 F> (SELE, SELL) E{zFZH

HGEHIC B HSELE#E L T2 (C1402T, A561C)
B XU SELL#E L 728 (A (-642) G, C712T) D53 fi%x
Table 5, 61C/RT. X/ n T 2HEHERHOENE
A%ZIY RRA Vb & LzKaplan-Meierit: % ffl 7z kb
RS R & Fig. 7~101CR79. SELEE (% 1-DC1402T
ZHNTHBNTC14027 V)V (CCHCTvs. TD) i
RRA Y FADERZEICH L THERZEIZRED LN
- tzh (Fig. 7b), T14027 V)L H9 5C/TNT
OB XOT/THREDESZITHEICEIR T RIBAR
AT LTV (CTH+TT vs. CC; p<0.0009) (Fig.
7c). F7AS6ICEZRUICEHIL Tld, S HIDOMNFREHN
ICCCOTEMNFFRD 5NT, AC vs. AARNIC L HEAD
Thotelzdh, TV RKRAY PADREICH L THE
TRBIED b NI o T (Fig. 8b). —J7, SELLi#
5T DA (-642) GERINT BV TA(-642) 7 VU )L (AA
+AGvs. GOITIFZ Y RARA Y bADFEEICHLTH
BIBIIRD b NEh o 12h (Fig. 9b), G (-642) 7
V)V FEE DOBH D RS 5 172 (AGHGG vs. AA;
p<0.0352) (Fig. 9c). F7=C712TZ R L T & C712
7V (CC+CTvs. TT) IiETY REA  bADF|
BN L THERDEBIZRED S NE -0 (Fig.
10b), T7127 V )V IF#tFE OB HEME A RS 517z (CT
+TT vs. CC; p<0.0349) (Fig. 10c). K-> CIgABHEHE
FHIZFB VT, SELEE{EC1402TZ A1 00T14027 1 )L,
SELLi#E {r 7A (-642) GETI DG (-642) 7 U VB KT
C7T12TZRDTT7127 V )UK AR AL D R HE T Y
AY LB ATREED R E Nz,

Table 4. Genotype distribution and allele frequency of the
TGF-f1 gene

TGF-B1(C-509T)

Genotype CC 22
CT 25
TT 16
Total 63
Allele C 0.548
T 0.452

Table 5. Genotype distribution and allele frequency of the
SELE gene

z £

Alal, I N E RIS 350 C S TR oD kG 25 1
59 2HMlEEEN T THRERLL 7 F 2 DC1402T
ZR DT 14027 V)b, Lt L 7 F > DA642GEZHI DG
(-642) 7 VLB X UCCT12TZ R D T7127 V) )L L IgA
EEDBARHETICHEABEENRD DNz, RIE
PERIR O RER A B K U RIEANDIRIEIE, IgABREZ
RET BRI ZA T ORERKBEERIC T 5 HOM
IR TH D, FRCHENOHIIIR I FEEET % &
BT 2R ELTHEEHEN TV R, Cofifaiz
MG 2 MaEsH X, kL2 FY, 41V T
7)) v e a7 ) Vsuperfamily & 1 D 3 BRI AR
NB. BLIFVIEEIL, YA MAAICEST
W e E N MENRICREENSER L 7 F
(SELE), Mo HMmERICHHEINZ L7 F
(SELL) & ¥EMEAbL & Nz iV ds & O s N 2 eI
HIENBP-tL 7 F > (SELP) IcnhfiE h 3. IgA
BHE DB TIEZ OHETEICIL T T, HEMmE D
Nz fEfEC 3503 B SELE / SELPFHH 35 X O'SELLIGPEHH
JAiZ A T LTV 3™, SEURZEEREEIZEAT & b
7 Lty 2 =R BT DR LT F L LIgABE
WCEHBEL, HARADSELE, SELLE X U'SELP&E(ETFIC
B8 515 SNP & IgABE DFEIE & ORI E M Z D &
T 5728, case-controlfHEA T 2175727, ZDHEE,
SELE&{x 1-C1402T 21D T14027” V )U, SELLE(E T
A(-642) GZRIDG (-642) 7V LB L UTCT12T 2RO
T7127 VIV ZENZF N IgABIERFE I BV TR
BHEN, TNEOEZROMBEDOETHSTGT /N
Ta A TIIIGABIEFRIEDERERV AT T 7 7 X—
EEZBbNT. TOSELE/SELLE L 2R DOIgAR
JEFERE IS0 5 E IR ENE A TH 57, SELE
IR TC1402TL M 35 X USELLE (5 F-C7T12TZ I T
72/ EEg AU, F7-SELLE 1A (-642) G
Bx7oe—2—JHHICEEE LS. DX DTGT /N
TuxA7DOv FTlE, SELED FICHBIT %468FHD
TN RFY U EFa YIS, SELLSG TS
BIF328FHO7 I /BHATaY) bty VicE
BENTED, ThWZNnv L I7F 1L L TOKAEE

Table 6. Genotype distribution and allele frequency of the
SELL gene

SELE(C1402T) SELE(A561C) SELL(A-642G) SELL(C712T)
Genotype CcC 34 AA 54 Genotype AA 37 CcC 38
CT 27 AC AG 19 CT 18
TT 2 CcC 0 GG 7 TT 7
Total 63 Total 63 Total 63 Total 63
Allele C 0.754 A 0.929 Allele A 0.738 C 0.746
T 0.246 C 0.071 G 0.262 T 0.254
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