WG FR AT LR HREN X 0 R R HRE A
T

SH P RAFESRURFRE A TT R AR U &)

Wi LY EARRTFEP IR T LEEY PR 3 F

.’j’- =
F2 I oF A FHRE

_—

IR

i

é%éﬂNN§V%ﬁ%%naie~ﬁ%afﬁ‘fmﬁ?
g\é¢§§V?ﬁ?$ il mEL TR
T LY ERFRPEFL NPT e MR EERS F

ORI R ] R CRE B F Pz SR eh o

T ORREREAR RIS RN RO R G

IR E A L g R A E AL R -



FR R LT % A ﬁf’ LEAFR S E RS chmop o A A Tom R i E A
FRORF v e 77 AFARZERAFZ > PFREFFE2 LR B9 R
CEER PRSI E A ES %ﬂﬂg")ﬁaéam%i AEZ =¥ LRF e hiBd 2 30 £ Lh,ﬁr,—a? 4
A F g R 30%E ﬁﬁﬁ%”éi@@’mhﬁﬁ%xﬁﬁg
EPEEIAGTRE - BRAAPY S P PHEAERR T (AR S DR
J 3F e o BRI M R PR ei:ﬂ;i:}?a,ai%ﬁ%é o B Rm R AT Y
Bl HLA 2 ApM Py » Hv 2 AFIpMEFAT P vy B g wrF g 1 e
P mR AR M L A TR L

LEF BADBIESTREBDLE R T Ful T 500 T8kzk afba + &
B 7% o ’?”’ﬁ#*mﬁzfﬁﬁ‘ Mee g boep Lmre i i B - BB ] UF 0 MR %":ﬁrs
RE-RBLAAFEF AT wF o LRAFEMER FIAM SN A2 9 03R4k
i ,gvxglg 50 o TRE A E"Fﬁ’xé’_m%$%;;4'a,—— v kA ESF 29 LA FE
TNF-o» kw3l { 5 2 = s r 38 L2 =¥ 5 ApEang WU o W2 e g 0 4o
%EWBﬂt’%#%*Wﬂﬂtf%Awﬁéw’1ﬁﬁm?kﬁ@£wo%kﬁ@hJ~

R e BT on g2 B PR A d A D TR A o NO AT kIR W2 A
awokﬁﬁgﬂ SIP RS B2 4 VR TSR L AR R BB THBLHF

° (2INO ¢ #rd | {5 (% 2 #”r’ﬁf'l S22k o Q) g FralE L nARE L F o -
gt Ao A2 AR g?“*ﬂiﬂ?bﬁﬁwm$1@“ﬁ?%
if&f@ L-arginine & = NO > @ NO\#I‘?A‘;R PR A AL G F RN B R

2% e e R RS BT el FlS -1 (PALD) > B kA2 2 ECM 3 2 £ 245
i ﬂ%nz‘fk.a%/p R RERFER 4 HPALLl AT L RAIL AR 2 L F]o
Urokinase % it * im®e R Tk > @ g &2 2 5@ e sk & 39 -2 (Matrix
metelloproteinase-2; MMP-2), = —%‘ € R I AfE

S EARFRELTRY PET LR T YR BEER
Flophirl oA TR SR 4(1’*-‘ BR)ZEX2EVEEGE ;x,é %’*
AR SRREAPFARIATFIZRA - Fe T A T EERELTH
SRS BEESEE O BAD CHES B L .

#’9‘)?53:53— fs P~ genomic DNA » & {72 B & Vs4ak }'@’ kA FHEET A G
SHE()E LT SR i AT e L IL-1 8 FedFSIL-18 % 3 ¢HER 7~ 1L- 1Ra(=)v
-0 IR A E XA AT C IL-2RB(F - 4 b Tk A A XA Béé)frTNF-a(@:ﬁgi@

ﬂ+ ) (Q)FE WigE 2 A F] D IL-4 fadr 3 s IL-4 ¥ = P 3E A P2 Fle IL-10 k&
B+ A F e Q)P L § it F & 2 ENOS)A F] 1 eNOS fe# + fr eNOS % = p 4 5
FIAF] o (A a2 2 A F] 1 PAI-1 £x$s + o urokinase3’ 7 4% % (3°-UTR) 4 7] -

T&H‘Iﬁ:#z\ﬁu FAIrHIB 2 o R Honk BRI 2 R IEAT S A - A

5 A M § %;]35%)?5%7 E’w*“r;,rf B kom0 2V st 2 g2 (Kaplan-Meier
iT#e&’ R)SATE AT B TR FiE S 2 ke

BEIRETRHRERLE L VR e E 2 IL-1 f A Fld 5+ ~IL-1 5 2 5]



% 7 %A 7| ~IL-1Ra ~ IL-2RP ~ TNF-a promoter ~ IL-4 % = #& » & 7| ~ PAI-1 ~ eNOS
ZPFEFF 0 AFIEBEAFIAL G - HBATFHESF - HB A TS a2 £
B o IL-4 s 5 -590T 4418 A ¥ W T m %2 kL 2 T 4 A 4 ¥ 5(100%)
i#‘ﬁ%%@ﬂ%ﬁ%@=0%®°EW&?%%&?&JLHWmmMﬁﬁ
-627A/-627TA A F13 5 56.5% > d it ¥ $H R 447%5 % > H P E 5 0.045 5 eNOS 2
Bt o bR TRRLp LR CC Rk e 472 /»\#(0%)’ 7 OH PR e
39(27.1%) » P i£<0.0001 - @ %8 A Flz ¥ F Al E_ C=17.4% T = 100%£7 I ¥ 4+ P&
B2 C=743%>T=729%% #% 2. T#H+ 3 (p=0.0001) > C %1% A F|2 | '& v & L
0.07 » # 95%7 #f % ¥ £_0.04-0.14 -

T RERE LA A SRR BEAGE S SR
B~ R ER SR N LR BB 0 ¢ 4G #is A F1H (4G/AG 2 4G/56)
F H B o 2 AT SG/SG R £ 5 AR FIA K B e

i IL-10 fede + A5 5 APAPEH TR R p L TR F OB L ATF L
CICRAEF ~TICEAEF2 T/T F3 &+ = 2 iz Kaplan-Meier 2 5 ¢ 54 475
BEFLNE b2 2 5P=0004) Hi AF) 5 A PR EAEE 2K o

BHIAFLTER A BRY L - BAFRe o @ H P eNOS & Fliad + & 5
2 p BB 5 P AR 0 @ IL-10 fxd 3 A F)12 Urokinase 7 #4347 % ™ 5 B ¥ A0 B -
e fs —‘gaﬁ%ﬁkﬂ’z} X RN TR AR o L7 BV 7 4o eNOS ¥ T - g ikt
A F e

*Eﬁ“%@%*%ﬂ Az 4450 A E A0 PALAG/AG A F1F 7 i 55 0%
ik dpth o FIF G L AT FFERL o b IL-10 A FlEcds F -6274C-627*C £
14 o :;KplanMeler 45 d ‘le/»\%‘r ) Rs—r*%"}’%%)’%%ﬁ TR GRESFRL GF T
AE TG RPE 2 ZEP=0004)c &P w2 FHRIA N AREEAR S B 2in
B N2 F BB RIL-10 A Fl2 Ap Mo w2l i3 2 7 4 B hE-627%C/-627*C
f‘_'\—r]ﬁ' ”1'1 TR 1—'}/:'—1 ﬁ’*%-_ ’«k?’ F }?ﬁé.l’ég"’ lﬁ:ia %{ﬂ‘ﬁii@' le ] 13@"
HRF R THERLTT AL AT o TR AR < @ A/ ITTRAARM AL > B
2R BRLAYE REARRS T B FAREFR LB B ICEL T2
it o



i

=t
IR
P &

# P4
WP &
CEEE

»
>

E

|
e

|

s

> >
& ~
[TT
A~ A~
> >

»
&
>
>

=

»

&
g

A~

Y

N N
> >
NP
A~ A~
> >

Ve

»
&
>
>

>

N
v
S~
A~
S

»
>

%

I
E

Ry

»
&
>

o

»
&
>
>

»
>

fu
el

> > >
» » »
fie
A~ A~ A~
> > >

»

>
g

A~

Y

»
&
>
>

»
&
>
>

»
&

=

> ‘q:
H el el Jele

sl

>
>
Ve

SR B 2 o

WL TR % L TR i

L TR R 2 A
TR REE R

WA B 4 2 s T

R TR W 2 AT T 18

T RS ATE LR TS T
LT R R L B e T

A B 2 i

N

ég%‘}*}é‘ﬁ

BT S EEE T3 FRY LY
MR meE v F & éiﬂfiiv‘/g%‘}«@j
fm e '%}E;z;‘—éfh T+ i) E 2 @%Jeg«;gﬁ

<
C
o
=

REKA

T A

i & 2 DNA 2 jc f &2 4 B~
REw4as

Pipe 2 WAk~ s F B R e
T T A2 e

10
10
10
11
11
12
12
12
13

16
16
17
18

20
20
20
21
21
21
23
23

25
33
38
39



81
92
105
119
110



# P&

Table 1 ‘wPejgc% L F] % Al 2. 20 8 Bk & E e

Table 2. Distribution of genotypes among the idiopathic membranous
nephropathy (MN) patients and healthy control subjects

Table 3. Comparison of allelic frequencies and carriage rates observed in
idiopathic membranous nephropathy (MN) patients

Table 4. IL-p promoter genetic polymorphism and clinical data

Table 5. IL-P promoter genetic polymorphism and pathological findings
Table 6. IL-1B promoter gene polymorphism with different response modality
Table 7. IL-P exon 5 genetic polymorphism and clinical data

Table 8. IL-B exon 5 genetic polymorphism and pathological findings

Table 9. IL-1p exon 5 gene polymorphism with different response modality
Table 10. IL-1RA genetic polymorphism and clinical data

Table 11. IL-1RA genetic polymorphism and pathological findings

Table 12. IL-1Ra gene polymorphism with different response modality

Table 13. TNF-a genetic polymorphism and clinical data

Table 14. TNF-a genetic polymorphism and pathological findings

Table 15. TNFA gene polymorphism with different response modality

Table 16. IL-2RB genetic polymorphism and clinical data

Table 17. IL-2RB genetic polymorphism and pathological findings

Table 18. IL-2Rf gene polymorphism with different response modality

Table 19. IL-4 promoter genetic polymorphism and clinical data

Table 20. IL-4 promoter genetic polymorphism and clinical data

Table 21. IL-4 promoter gene polymorphism with different response modality
Table 22. IL-4 intron 3 genetic polymorphism and clinical data

Table 23. IL-4 intron 3 genetic polymorphism and pathological findings
Table 24. IL-4 Intron 3 gene polymorphism with different response modality
Table 25. IL-10 genetic polymorphism and clinical data

Table 26. IL-10 genetic polymorphism and pathological findings

Table 27. IL-10 gene polymorphism with different response modality

Table 28. eNOS promoter genetic polymorphism and clinical data

Table 29. eNOS promoter genetic polymorphism and pathological findings
Table 30. eNOS promoter gene polymorphism with different response modality
Table 31. eNOS intron 4 genetic polymorphism and clinical data

Table 32. eNOS intron 4 genetic polymorphism and pathological findings
Table 33. eNOS intron 4 gene polymorphism with different response modality
Table 34. PAI-1 genetic polymorphism and clinical data

[ S

39
40

42

45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75



Table 35. PAI-1 genetic polymorphism and pathological findings
Table36. PAI-1 gene polymorphism with different response modality
Table 37. Urokinase genetic polymorphism and clinical data

Table 38. Urokinase genetic polymorphism and pathological findings
Table 39. Urokinase gene polymorphism with different response modality

76
77
78
79
80



B

W P &

N EEA N SR E LR
SRR 30723 SRS N R et sy £ XAy )
SE-d R ARBRIT HEA AR S A BT AR

B R 715 e )

o T F R E WBared 3 AL T 5 A a9 T A

S -1 R Raed=e S SR (DeRer B R )
BRI 93 A S R T et B Xy )

CHFT O R RAFFZPEE AT S A BT AR
S F e R IR A AR AT S A BT AR

NERAE TR 09 sl o) B D el gt BV
-~ F I F EREL e MNEREIIAT] S A R AR

fﬂﬁl

= ~PAL-1 A Flfads 2 JL %] 5 Al engf BT AR
S 2=~ lm TR RS F) S Fred] Bl (PALD) A FlEcds 3 2 R S 4]

A -

B4 =~ ek AT 33 EaE(3-UTR)A 5] 5 2] 1 9 T 4 )

RPN R R 1 F GER TR =t S TR S e Sy
BlLt7 ~%-90 A EPF T MIERFAT 5“']]“*?‘]’”3—,”"%"[?5%7%&%" FEW
Bt ~%- 9 .\i;Iﬂi/‘j%%W:}*a‘ﬁ"z%'ﬂi“‘]'F}""’ﬂ"gf—"r} %"ﬁp‘%ﬁp‘é%"ﬁ e AR
B =~ S IR R S R B E S AT AR T R R R TR
B R S e TS LS LT s L T i W
Blt4 ~ %2 o 3f A FEPF AT S A EHEE T ]ﬁ%lﬁi%%” Fed AR
Blo - %o oA Z5=2PEREIIATF] S A BT AR

Bl Lt- ~%Lto oy F LTS 'Jttﬁfif}%}]%%f]ﬁi%?”ﬁl?mﬁ =4
Blo Lo ~% i g &XsgadF A7 5 A1 ﬁ”&’:ig’“lﬁa%lﬁi%%” e Y SUE
o2 F 0 F i pEA AT S AMEER TR R L TR R &
)

Bl= Lt w2 ~PAI-1 & Flcd 3 2. L 7] % 3“]&%“?]@‘_?‘:}%%%,& TOT e AR

W= 27 s pek £33 BB (-UTR)A 7 5 A S0 o £ s & T 74
ERECRE)

[ S
92
93
93
94
94
95
95
96
96
97
97
98
99

98
100
100

101
101

102
102
103
103
104
104

105
105



PP

Membranous nephropathy (%12 %5 %)

Promoter (fx#> 5 )

Exon (% IE 7))

Intron (P 3& & 7))

Allele (%1 % 7])

Interleukin-1(IL-1 ; % - v & 3k 4 %)

Interleukin-1 receptor antagonist (IL-1Ra ; % — v & I 4 % X 48 ;}gé#‘b—g £ 7))
Interleukin-2 receptor 3 chain (IL-2RB ; % = v w Ik /1 % X 48 5 48)
Interleukin-4 (IL-4 ; % = & & 3K 4 %)

Interleukin-10 (IL-10 5 % -+ v & 3k /i %)

Tumor necrosis factor-a (TNF-q : %3 F|+-q)

Nitric oxide synthase (NOS : % i* § & = %)
Transforming growth factor-g (TGF-£ : %34 £ F]+
Plasminogen activator inhibitor-1 (PAI-1 : ‘m?z ;PI% B
Urokinase gene (k% 2 #1)

Matrix metelloproteinase-2 (MMP-2 @ ‘e & &  3-v -2)
Heterozygote (£ 3] & +)

-8)
Roié 1 B F gl B 1)

Homozygote (= ik & +)

Allelic frequency (¥ L FI I AR ) ¢ A 2 R B A FaB#cd "$ RPN AT
s A F2Z B E o

BE 10— BB AT SRR ﬁz% LN T o R

o

Carriage rate (& F14§ 7+ 5):

ETIS

B

angiotensin converting enzyme inhibitor (ACEI @ x ¥ 3§ /& % 8 3% % | &)



$-% %3

&%HWH?%%{ﬁ4?%&@%&#iﬁ&WM’ﬂ§?ﬁ%i$$°%”
ERFETUR LR AP THES - & F =¥ L RF2] - i 2 30 # 2597
TEEE ﬂ%w,ﬁém%galﬁwa%ﬁ%iﬁﬁ’@#ﬁ%%iﬁééi\
ﬁpgﬁJ%w%@%moﬁ%ﬂW?prfﬁﬁ%@&ﬂii%@%*"1%
P RE R LR AL R R LS

‘ull

¥- & AT HERL NGRS

BT RS A TR GEEF LR T b 20-40%[4] ¢ B 4 F ik 54
ﬁﬂﬁi14%“ﬂ°i¥@$4%i#14ﬁﬁﬁk‘SWQ’5W4W%ﬂ“#w
o AR TR GG R AT P2 247%  F 2 RRE 3L P o
25% 0 ek A EF(AA 60 K)L B E 35%[7] o TR fop A L FRIR
8-10% > M 522 2R P15 R o B P g P T 1 wﬁmﬁ%@%nmzw%’
2P GG 20-40% T HEEL B YT M PIEMILBEAR R LR E
B Fp 2 He RFSIA @A AP TRR

o8 P Tn R 2L TRA S

R TR RF AT A A 0 < G A 28AT o e ih @ AATRTE T Y A
7 i 51-70%(F 4 K 2il) o FORE G S B ¥ L ek 4 o Mallick izt 515
PR B R A T B 84% A TR B e T AP & 74-85%2 7
[8] o ks v FRE R 10-25% 0 2 # p 2 Fed REZ R > Z2HEH M RY ko
n ff\F"J it 20-55% > & 2 ERg i u }T\%\» a o B BRIE20-40% 0 et BN 35 o i
%“ﬂﬁ%ﬁﬁ*i’?%wa%mﬁé%%’?éﬁ@ﬁﬁﬁéﬁﬁﬁ%%%°
AT RE(C3,CA) 0k & el 3 TR®s

é’;\ 4T e R R (R e A P fﬁ%j’lﬁ RN e SR o RN SV
@A fp hed st A f L0 B APFE[0,10] 0 40 60 A 4 et AR
20-30%) > H P R R % GE B E L[6]

FoE P THERL EEBY

&gggﬂw/ﬂ\;};ﬂm@x;ﬁ}@ FIAP > RFEREETEEL- ¥ L IAFRS £ F]S o
BT EF AT ARIBRAETE A B SR EFRE BEAER o RpBBET =2
g (1]

I~ 5k PAGTATAAPEM ¢ F AT EFRE MARE R 1gG 28 -

PRRRRT AP AP RRE Y pd ARE LA MRS -
vORLASE 0 A= R o(in situ) A AF S RITAE T

2~ F N R HERE
Jﬁ:z\}i—f‘m”?"
iR B R S £ %Vﬁu&%‘iél%‘l"ﬂngi\??d—?%ﬁLg'b‘_’ﬁﬁ{%*??‘

10



IR R o i (AR G B AT R 2RAsE CSb-O ST 0 TR 5 4 gk
SR 0 E R F S HH e # 1gG 2 6 Fod R F R o T
B IR ¥ 'L#ﬂq/é'%ii'qﬁﬁ?ﬁg T W N W ff\q/g\“’

mﬁ;mﬁ%%gy‘%zﬁﬁ
P E

SR LR CER I Y

-0 }”ﬁ'\-J’*B#LZH}W f]'\a ERS Hﬂz—a;g 20gm ° 80% L;)P‘;I/\_EB
B 3o A0t 3.5gm e AR A 1k 30-50% 0 b SEHCE o feak sk MALR]
oo Fi# C5b-9 o chid ot g B o

S TOREGHIAZRM D THE 2 10% . F R L 0 & F Y IgG
FiL o e [gM plH g e ?‘Jﬁaﬁflj;%jﬁ;)?;,&?ifié SO kR B Mmoo H U
LDL>VLDL 2 % >HDL £ & % o 2 HDL3 2 # % HDL2 * i< » = 3f £ =
Bon P AHCI CAn ¥ 0 BEMBIRS LR o

CORE AR A F T TR R R T RE AR k% £ 4B
R CAPFE > AAR Y 0 PR A L R Ao 4 o

Ji

FIE FPTHRLHRRT

ERT CTHEANIFAH A oS F v AT RBF UM AT S ML Y
FA M A ARRNZR AL e > fL4 AT STH# (subepithelial deposit) o A& 4% 4 F
ip*ﬁh‘ Gk RA AR e pe N f o T F (interstitial)4f § v T sk X & F
ﬁﬁ@ﬁ@mwwﬁiﬁ°@49$L$P%m*ﬁ&ﬁ7%’“ﬂgélw
(Ehrenreich & Churg, 1968)[12] -

Fo o AATIA o REREMEETLT IR ¥ 0 3 B F (mesangium) 2«
AEE o EERY o TIKMETT LALTIUH -
ﬁvaﬁgﬁﬁi%ﬁug&’éﬁ#%ﬂpxo
ek FRER R ART K5 0 AT F RS TR
DUCAR A A AR LA 2 5"3}5 - S0% Eolb

»
o~
I

==
.o

N N
~ ~
fu

vo Yme Yme
=1

=

fRH Lt d o BT REIE [gG~C3 %;'L;I%,mf§< e FREE G AR AT
FIA R L IgGhe 33 IgA» IgM > & o %@vaﬁw&?@%’@A%%’
I &0k Fop %)+ (crescent formation) ©
O A e L L
Fmf o n LAY A LALA R 2 A WITHFF > B o2 R -
B2 BAFLAPM 2y 0 % EF A F R HBsAg T 5k BT 7"‘»’1”15’“
P14 I HBeAg i ¥ A R SITAf o

i

11



B8 WP TR RN

ﬁiﬁiiﬂ-‘r}’f@;”‘ v & Hp %ﬁ?é‘é%ﬁ?—%% CF IR IR TH AT o2
FEF0 RO FTHARFSEN 3 HFFE RS RE R

HHRREARLIGRES LR TR REART L FRTRE G - FIRA
Bisldepling » PR ARk FREIAZRIF R A B IR RE I
Bst'ti?‘vﬁa%&ﬁ* LS B MR o 3.5 EH P AR 2 8 RS K 25% 0 3
RS R 20-25% AN P B BRERFLENS50% F I0ETHRFES R
3 90% [13] = Ay f6 £ R &3 4 & > 7 iE 30% - Ponticelli & £ ey 4 ¥
T 169 B A HEBS £ 0 F 44% % 2Rk o #F U ALY AR el e 4 BN
B[14] e e~ 5 13 4 AR8  RBFRY L30 41 eApfhak i iS5
EX

M-

H2%pA GBS RE G T EHEF 8% P E TR AL E A
FA R NIRRT B R T L DE S A R &F”*F?’?’I“”"/,%%L

+w.

b3 REZREN AH 1 BFETHRL 2 FEFAITHET70 3 90%[15] - @ ¥ -
B2 BT 2 AL E2L T GEFE65-75%m 15 & 2 E"T#i—éf—’%:{@%o

FRAIFDTE > S RBEETHEREHE > LR ER AT S0 K0 T BT
PR ? 2[16] e A pRRAFZ TR S AL 3% Bfsldey }é ﬁjﬁ o

- 3.5gm P TG L oo

o

B E EHTRPRATI AR TN

@%Hwﬁ“%% - FREAERS LT
GaE SR EC | ﬁ,d}x "_}_}'. BT AR o ,T.%é’ # Fl2 Bk (diathesis) » ¥ 4 4 BRT@ R
o 3%)];5 2 g - Eimoamd AR EAD A [k\g_,g,?.—umlﬁz = HLA-DR3 dﬂz
HE RS KRN ij—h HLA-DR2 7 B o 3 ABchE_ G 7 b RIER & L, * & B

A

TR T E T AT AR E R

C

2

F_*

Penicillamine ;5% @ A& 4 "4 § g")]%éa 'J 4 oI JF’K% z HLA-DR2 I+ &« HLA-DR3 &
Bzl o ¥k E 654 d HeEFs sk A F L 2 AT R A F] 0 BIFL A 7
# 3+ HLA-DR3 4 % "Cl£ 55 % © ¥ § 47§ 7% 7L HLA-DR1 # § HLA-DOAI + 4
B TR w e p hRE R %—M‘Hﬁaﬁ 4 FBERAG M oA APL FRTBE
HLA-BISDR3 2 BfF1 2. 3§ s # 4 o

L A A %}%% £ TS
¥ T3 2 ?Ef;ﬁi’%\; A A f?‘f;[13] » ¥ ""5/"'1‘}9{«"'/‘—’: F]/)s”}; T A ;?_’m’ m o A

|
LTS HRE 0 e 30~60 A kiR L b AT S0%E F BT R B £ 630 kLT
% Pl I IL[14] o @ Schieppati 47 2 # & 50;&1} b P EEYE SRR T3 iE[16] ¢ @
Zucchelli 45 47 jnf @ p 2 }}&]'fgﬁ’ 5 ’«’ﬁizﬁﬁﬁé’i@a W A u R 36.7 s

12



48.1 fh > B R A P BRAR A E NI F 2 L A7) e BARY - £8 B F]S o
H4.%] : Hopper % 4 Pt M s g T a2 EiC[18] ) AEHTIBY 99 B
: L)?ii s B A f’i)ﬁi ,,,,, F3 17%73 B o0oa § R E_25%[14,16,19] -

6 R R LT R Rt T SR
Z_ E'Jﬁ'&l ﬁg;'é‘[l42021] i'ﬁj e .fﬁ }%&11’13:7 }1_7 f]'\lsL" ?"}?ﬁ'[i“f%lﬂﬁ* ]
F?E:f‘l‘__]_&r}g" ,vﬂ]7 ’ﬁ%[ZZ]"

TR - BRE TR YT RLATET R
23,24] - % Honkanen ¥ A dp &} % # chdpif ¥+ L ¥ =i > HEJ
BB ST R A T A D T R[25] -

2 5 R4 12,
?‘ N I‘J:/jé_@ lé‘ﬁ/{—r

L RS EMA T *i*%ﬁ&%?”?*ﬁﬁﬁiﬁﬁigﬁ’2ﬁ%ﬁ%1$ﬂ
[26] ) e+ F AR % T2 T 5 T2 % IV IS § e 7 0] 4 g ¥ [27.28] -

?"J‘?@?ﬁi%‘ﬁﬁéi THER e AT gL AL o B
Wehrmann #f 3452 5 RFF P w227 > Ty M@ G SR RAZ %A F 4 2

$a 1{27] -

AFIZ LTS D AT IR 0T AR R o AP AREY A
THT P 2L BRI RPE > RIS 8 B 4F[29,30] 0 HF A FEY P A A
1% 5 % 2 HLADR2 § 5 7} sop B {2 o @ % + 12 3¢ 4 P14 &) HLA DR3+DR-#7 i
% >4 B m HLA DR3+DRS-p| % [17]

F4 8 ERTREL R

”if?ﬁ%iﬁﬁ%*z?ﬁgl*ﬁVM“%nﬁq BArgliticf > B OEAE
B )]‘;‘5\ LR T o - S E AL E RIS 0 LB A MR )T\ﬂfr'iﬂi ¥ 5
P ift e A LR TR R A L A FREE RS ARDEEFS g2
FE[31] -

AN BT A R e g3

(—) MERFRE D A B ORRY AL Y TR 2RGS0 R

g4 /R o

V)ﬁﬁﬁﬁﬁﬁiﬁﬁ%gﬁﬁﬁﬂ’ﬁﬁiﬁﬁﬁfiﬁ?ﬁﬁim&ﬁ@

FE o Ry A R/R SH Ry <8 A/X o
()@fﬁﬁ@ﬁ RN I SR B LA T R 1 T
I e D/RFEF R =8 5/ o

13



el R R AR B o ApdL R A 130/80 ok A4 I i ¥R
i 3% 75 ¥r 4] & (angiotensin converting enzyme inhibitor; ACEI) % j* > Jk 30 2 £ 0) o %
EEMEEPN SRR ERTFA > SR 2 e RE R A AR prald

(B-)e
A. B'/r%"gu“;é# ’F‘i"};

(1) w A -

LTI el - I e AT i S U F < £ I A S () SR o /"J'\ca:.l' 45
43+ sé?i)?i BFar® ~ B % %¥([32,33] -

(2) Ponticelli />R 3+ &

d % = | Ponticelli #& 1! > FIRE * FFHMGEE* e P EL LR F st ¥

PP AR RGE B AR e R A s L [34.35] e i 2 N AAEH S B 2 e B

- ~Z ~I B >w= X @ % - 52 methylprednisolone (MTP)# #% j1 6475 % »

Z_ofg R *F v JREEME 05 T/ ao7/%F 0m AF S~ ~ A B IFR A

chlorambucil (0.2 % 5/= 7/%) > &+ & 2 EHG 8%ief H &~ T EE 5 40%

AipREFENTRB DR BEHFF AP T RE TG B% LRISRE S

78% > ¥ ¢ ¥ * cyclophosphamide % * 3 chlorambucil » B #x % 7% 4o —%‘ [36,37] -

(3) Cyclosporine(3:%2 & )2 ipf -
B2 ich b® pEFREIAY F o Ripp 2 MEERLATIOE
/R B 12 B 7 o Cattran 4R 2 f1* SEWEFRIFF AR B L EER L A 64
BRIF e * Mo 40 s > B9 17 BT pm iz 2 39 2 IR R S
THAZE R E A NA/E 0 R RIPRISR c FM A2 B Ak Y TR
T TR SRR L ﬁsﬁf PR S B Fke P BB S & v 9x[38,39] - it
m%*ﬁa?f%»%@ﬁﬁ%o

B. 2Lt A EH 2 inf !

(1) "4 3w T4 & -
£ g @ ERT R R R - T R B A AR F [4143]
LS MO TR TR B R R R S 08 A/2 /3 o

() A% & B2 i
fopEw rieed v SRE R TR AR f’;%ﬁf%f,](ﬁr,—zz ;«*E.Jf%i]'\ﬁr,—f\ﬁr,—
Booid ACEI%; ,r..}%rg_u_@_LlF'}” ) % TR 2 (Th o g AR T chis i
A LR f??é‘é”ﬁ FoU R 2T et R E T F Pl i S
R ez it [44,45]
(3) ivF ® & FRuE ¢
EFEE R R pl o THAIFEE IR L EE L REAS THE
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GHLF AR RAMS Knd AEARfD B KRR EAMR 5 1§ o
W R R R ) 4 [46,47]0 € * HMG-CoA 7 11§ »2if > F & " ¥
IR TRREEHL b A

Pt TR o R R S A A RE AR p R EATLT G 4 2R
ﬁ@iﬁ@égﬁo%%iiﬁﬁzki§ﬁﬁ%1k1$%%ﬁ’@+RJ$%&
Aldc@l- ciof2 ok Rl Fd RZFPEZTHR LT AL (- ))ich AN R
(S )ie R38R F (2 )ic Rl % 2 B BRI 33 5 S TRAATE 0 10D 2o in ok &
PRI R SEE S EEETRERELIF T EYBRRE SR EDIRL AT T
ER A EE e

15



TR fgin 0 R Hﬂ;rx HiE R o Mol B e L e @ Al F G -
B ] i o R %*;,%f%q; BABATE P LT LI TE o LRAT SR E A

%Hﬁyéiplﬁ{wWw’guﬂg¢glﬁg»?%’@ﬁ%ﬁ*¥—éiﬁ
iZ~% -0 03k % ~TNF-a> kx3l{ S22 " rF L= #E*ﬁ'rﬂglﬂ\
g N2 e gd o drd e 9 A A F oS L0 A F e AEE O kiR

FREFE - KF o phlit ez 53 ~h g2l F}i‘aﬁ’m._i'ﬂ?ﬁ‘z\f}&"

-~ w2 gk (cytokines) 2 H % B Aol Brom 2 Ap M
FAF AR LG I TRAFHDLE RTF] o LT 5ok Lo e ek
(cytokines) e FF & 3£ 7 f B & 2. @ » 25 2 F i ik j5 (afferent & efferent
arms) & 3F 5 T Akzk Ly &ﬁ; §£’ i ¢ ETEFH 2 T 53k X (mesangial
proliferative GN) ~ &% 45 & §8 5 Sz L 2 p R A B T 302k L [48-51]° Ba3F %
/ﬁ@ﬁpﬂ’ihﬂﬁﬁmw&ﬁﬁwﬁﬁ?ﬁi FFA s d oq mre
#c#% & 35 0 IL-1 ~ IL-2 ~ IL-4 ~ IL-6 ~ TNF-0, ~ CSF-1 % IFN-y ¢ #3745 &
B2 S ML A B D s[5 .

a. Interleukin-1(IL-1; % - v £ 3£ A1 Z)E - B2 F Ladgyr v E3 %
SR pRpif P vk d o HAFIE B - »‘i‘ﬁi » 27 IL-1Ra
T~ A R [53] 0 (%S mretai Wik o L B me A uE b
gé_i v om IRABL 1E* ~ 4c3g Th ,f‘:m’f'?fg'i ~1L-2 #q—i HESES FAcflx B
IS B

b. Interleukin-1 receptor antagonist (IL-1Ra; % — & & 3 4 % e EEE 'ﬂ)
- BEAp ¥ IL-1 2 5s frg| F] 5, € & i & G 2 IL-1 receptor
AA g e L2 BE[54,55]  IL-1Ra £ 4 &8 L F % p H 1
B2 R AERY o

c. Interleukin-2 receptor S chain (IL-2RB; % = & = 3k 4 % X %8 S 4&)  IL-2R
7 = f#4d . q48:55KD 2§ ’”éé’ B 4#8:80-75KD 2_ % 3+4afc o 48 0 64KD

2. %4485 IL-2R o 4202 BIE 2 A P e 8¢ IL-2R 2 = B 4a

R L e mﬁgm% »@%nr’# o fR Pl T e it & IL-2 2. &

b

4L

\V:E

A AT AEARLS 2 IL2 AL BIL2R)Z AL on IL2 B ML 4 2
IL-2R“—$—€§E¢%TW@7&34’mﬁ4~j8\é’u F o *mgaf
2 IL-2R Z joPyst > @ ? &+ 2 32X B 77 Préd > IL-2RP4AT 3 &

1435147#&%537,«Efuo’“ruILZBZ ﬁ‘—&’q;f—% N s
Finge IL-2 Bz G5 g rmiez 2 B &5 o

d. Interleukin-4 (IL-4 ; %= v & 34 2) ¢ & E g Lk )ﬁ%(anu inflammatory
properties)z_ sn*e Fr& [56] o &7 Th2 A& &~ &5 B > &5 A T
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B3 4r 7 B4 (IFNy) A a2 (5% » %7 23 IFN-yid & 0 Bk F b
[57] -

Interleukin-10 (IL-10 ; % - ¢ £ 3 4 %) PR & 3 8 L F &
(anti-inflammatory properties)z. iT* > 4rf IL-4 2 & ¥ d & rgfiwee B 753
2 f = oh 818 [54,58] 7 12+ & Thl 22 Th2 i 2. T §759]> 7 %4 Thl
A e LA [60] 0 4 TNF (% &2 4 § 2 §[61]

Tumor necrosis factor-a (TNF-q @ g3k F]+-q) @ o4 343 1998
#3F 4 4 MGN 2 MCD }?5.%.7» %"Eﬁ%‘«’ﬁ TNF-q %30 > & &L 32 L5
AR o R T FURAR B e & IS T-cell # € ¢ cytokine A e % @
B IR AR IER DTSR Rk oA MGN 3 P A2 e BT F TR 2
BE SR BT A2 AAETEY o @ TNF-q 3% 7] % > MGN 2 &
B o AR ERme R LR F Riwmie 3¢ = MGN 22 21 F] o

~ % 1t § & 295 (NOS; nitric oxide synthase) f 5 % & #8227 §-5%82 B % :

ERGER R R L SRR I % (nitric oxide, NO)» Z %‘%E’ ES - ENLE1

LA E A s g B R ARA S A5 [62] ¢
(1) NOS I : =+ 12q242 % ¢ 4+ > L A4 5 & 54 NOS

(7
neuronal(nNOS) or brain (bNOS)) » i & o P54 & % i
ko TR &% (maculadensa) frigd o] g 30 A G o

(2) NOS II: =%+ 17q11.2-q12 % & 48+ ¥ % % % NOS (inducible (iNOS))

3 & A ¥ % d E g e’ (macrophage) % n ¢ T i iimie 4
B o

(3) NOS 1IIl : f=% 7q35-q36 % ¢ %+ » T %k & p 4 % NOS

(endothelial (ecNOS)) £ I G 1 » e+ J P 7r ¢ £ IR o

NO ¥R RFpIB@ T RAP > v 5 i 2 wkie?
(@) NO £ 5 WPz 3 |+ 5d FF 1t 4+ 3)= peroxynitrite °
(b) € HEFI T Mskiwrz > @ x5l o ZEH 42 4 autocrine (F% o

(c) NO A B 5izh % 2 Bt gk

TANO EA B TP LA F2 A TRTUFZLNEET
SIRZ P e

& ~ NO g Frdlo -] 45 17" 2 Frd| T 5Tk 2 2% o

Fos gdrdlg Kmalg Lo s iS22 B -

AT AHY L2 2 NEAESEEY o A& FE3 9 7 Bl
* luciferase reporter gene(%¥ k3% 3F ¥ L ¥))2_ = 7 & 47 T-786—~C 2. X % >

¢ ¢ eNOS gene fads + /& 1P B 7 "2 [63] raird § MM A T2 # a0 g
MEENOZAE @ 2 pIEF 7|2 a-deletion ¥ A F] 5 bk B it 2 A
F][64-66] » ¥ it a-deletion ¥+ 1% 2 F] € & NO JE R # i » 7 NO & 2 Ham
FawEL bd TRy . LB F 2 0 boadeletion 2 3 F
HF 'fﬂz % 20%2. NO %A 47 [67] »
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Rm eNOS £ 7] it“ﬁt'tt?”ﬁﬁ%" }ﬁ ﬁ(ﬁg;'\i AR E2HPERE A T 2 A
FER AT o Az Al A g??wissl“ﬁbswa(eNOS)
2 fLi fF % -3 s L-arginine & =& NO [68] > @ NO 2 # 4 & & » kiF4F
BR2 i B ER[69,70] 0 B A B R BB L FES G A
NTG i & g /B 4ec L [71,72] - @ eNOS K F]2 Intron 4 gene % F|{+2
a-deletion F F]%7) - BT K 2 FREIRAH[T3] 0 2 P AL 2 REFLF
i JR[74]1% 2o o b 2 % 3 T % (ESRD)[75]% M -

=~ e :F]%?fr, Roig v FF Fed] FlF -1 (PAI-1) £ F % ok (urokinase)
LR R T xfg.,’i”?s‘:'b‘_?‘)ﬁa%‘ :
TR RS AT ﬁrsl‘” ﬁ‘iﬁv REAREF T M o B
TSR AAFG o EHFEIATHRZT g ll% 6 F [76]
BAEFT R AL - BATTIRR A TR B BT L » AR LR FERS K
ii?’%?a’“n‘:éiﬁﬂ’ "?F’”ﬁ‘r 51%‘2714 bﬂg%ﬁliﬁ ) ,__%7‘ GBS NGRSV 1
HIPHZATREZT PRS2 EY - n et ¥ L g TR

PR RSP AR 2 LG HEDIFFL =R 2§ E[78]

P AT %?.zg.?%kuﬁa%zy%«’ P hF R TR e T EEHLT
SRk F LR PPN THRLERF(T9] G ELERS YT
/:lﬁkft?‘?“l?]gm’ﬁ garz B miez 2B T 9 BRE 2
REpE TP E2 % vﬁm&ﬁ% Wi sop Apm o 27 B 2%
FRF TSz s g

TR T F TR Tk

TGFA#7 TR AFEEZ RF TREEI ADTRBYHZ EHT Y
HAEE T ERF SRRt 2 AW L2 L RPRE - hER 2w
R (cytokine)’Léi’ THHA M 2T ER T AR 2 I 32 TG B AP
F&é = %254 & F|+ - B8 (TGF-B; transforming growth factor)[80-83] - TGF-B ¢
»u B 3v 234 o e PFIRETR H 3v 2 A f2[81] > & 43 2 AT R R
2 AR FHE TGP g+ F TRy U2 affr @ uoRig I a
Pl TGF-P 22 2 F B g " e ot FF FF(ECM)2 3aff 2 Bt 2 84
[2,84-88] -

BERprr 2. ECM 3t fg 2 £ 3 72 P > R B R 3 2R 18 B0
ERMEI[R9] A AP RAF LI A LA L KT E R
7% 1 #]+ (PA; plasminogen activator)/ m & Jif B % & ¥u(plasmin)e fm ¥z J& ’%ﬁ 2R
§ A K B v F i FlF (PA o /;r'% (urokinase) ¥ 75 1t = m”? J& B
',% v ¢ A 4 B S _E'J“« £ /% ¥-v9 -2 (matrix metelloproteinase-2; MMP -2),
SEERET R AR tb@ﬁig&‘ﬁ#ﬁiﬁﬁi ¥ BT R 1 B el B
-+ -1(plasminogen activation inhibitor-1, PAI-1)%#r#] o 7 &_j& t-PA 2 u-PA %
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Ei o @A R RS2
e R ke R R RE S
[9091] » iai® & FF Fradde 2 & & A pid
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A5

R

4%

% - & fEit

LA EY > ANPARAINZIMPREF > AW E
- AR P ARE IR
(D) i P R ESAPPE ZRBE - FTRHRAN -9 0 PR
o LB A R R
(2) ki T Bl W G2 = bw o) LR R RS R O R

\

S AF A B R IR Ao it
SRR g R RS~ LR Y RMMELE TS kS

HEr H Al oF RARFRTRBEFFAG o FE, YA LRI H
Mk o0 1 & § ik 1968 & Ehrenreich & Churg 3% ! 2. 4 j#[12] :

W

“E -E

Fo A ATf o REREMEETLT IR ¥ 0 3 B F (mesangium) 2«
AL BERY R FRRET T RAL TN -

oW TR AR IS ff#éﬁ'l*i%“ °

FoW e FER AR L AATIRATIRRIH -

PRV - ) B %%wlﬁﬂiﬁé’%ﬁmﬁ%o?ikﬁiﬁo

i)

(0%) ~ #2 & (/] 3 25%) ~ ¢ R (43 25%3] 50%2 F) % € & (% 3 50%) > A 47
P2 PRt S B R R 2 TR R LK

—ii‘;ﬂ'i”f{‘:"

R BRART R PR N MR R R R A R

o6 RERA

Iy

AT F 2 AANRBRECERE SRS A 407
1~ 2 i 4 % 4 : Hitach 747 v Hitach 7170
~ R & vEsaFE 8 B ¢ Perkin-Elmer Gene Amp PCR system 2400 (Foster City,
USA)

3~ B i 4o % 0 Beckman Model J2-21(Palo.AHO,USA)

4 ~ . % ¢ Kubota 5800, Kubota 1300(Japan), Biofuge 12000(Germany)
5~ % 50 Dara-Dry (FTS system, New York, USA)

6 ~ 3 7 A&k %t Cosmo Bio. Mapid-2 mini gel migration through (Japan)
7~ Pipad ¢ PRAP & b Evergene gel analysis system(England,UK)
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FZE P SRR

1 ~ DNA # 2~z&74#] : Genomaker (Bloosm, Taipei)
~ B & % ! Perkin Elmer Tag polymerase (Foster City.USA)
3 ~ 4% : New England Biolabs Inc. (Berverly, USA)

$r & WHTHEPRLE DK A SDNA b

HREI A EA (I8 AT koY AR BRBL 2L R A 517
BRPFARLATIZ KL 7 SEHFETHA T F(Cr=13mg/d)¥ = |
Wh > &F9 RELRTRAEGARENL VHREF KI5 AH 4
E-PFertito

I T %}I%é, awam ok sP ER %Eg%?l‘%#%i‘ T P ET R
TR R L SRRSO ?‘Jﬁaf‘%#”f B EF S LEBRE R (R
Bﬂlj . ﬂljsq‘—.‘,’i)a Fﬁéi L - X

AR ’33—}'3’3")?5 )?5 RIS R 6257 o &B‘}?ﬁisﬁﬂ. t8 14

#’uzf:{ﬂﬁﬂj %75 0 Ht.o 3o B~ buffy coat F|* &% 2 proteinase K 4 & F-v B A
phenol/chloroform % 2~j# genomic DNA -

W T R b T AR e S ¢ TR R
BB R BIFEHRLTH AR Iy B s RRRIR e 2
Hokk i EHEER ~ RSB T A By A o

% I & R &'s4ak g (polymerase chain rection)

AR TR T2 R G E4aR IO AR 1] A P PR B K 9 GeneAmp PCR # 4~
DI A &5 7] I
(1) -9 kA E-B47 (IL-158 gene)
AR BT 513 B2 E 95 Digiovine ¥ A [92,93]3R 4 o % - v m A
F-BrcteF o B AT S A E 2 5155 hinl o B A E4EF RS NA
47’” I Ava 122 3] PCPE R A FIR R AL ¢ 2 190-bp {r 114-bp & > @ 7T”
Hin A TR € £.304-bp £ (B= )

F-o0 X RAF-BEMAFSATFS AN Bl Tagl k> 3] > "EI” %

B A 24 135bp 4v 114bp & 2. A F| A 4 > "E2” % %P £ 24%9bp & 2. A F1 4 4~
(F=)-

Fov LA ELHMBRAT ¥ B F186-bp B S AL AT R R
#c(Variable number tandem repeat VNTR)/w\ 2T E B E_410-bp o VI E B E_
500-bp > "I =03 & F_240-bp > "IV”E_325bp> @ 595bp & & A 7°V7 % & (F
T ) o

(2) %= 9 nIfAZ X4 B4 T (IL-2RP gene)
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IL-2R B 3 F1E_i= &4 ¢ %% 22q11.2-q12.° @ & IL-2R 3 & F] SNP4065 i+
B ®* Hae I #-H > & 78-bp 2 23-bp & & 3 PR T 2 HB A5 - 7
fa”C 2 %1 L F1R ¢ 4% Hae II1 %7 & 5 63-bp v 15-bp % 23-bp = B A #] ¥
F(RI )on T 5 s L2 418 A ¥ # idge IL-2R B 2 fads & 2 £ 14 7C”
i A FH % e

(3) "iE¥k > Fl+-a A F] (TNF-a gene) :

TNF-a ATt 8 6 #% ¢ 2 4 47 2 S Fuh AT & H(MHC): class 11
%o A B4 ¢ R8¢ & (centomeric)iE HLA-B locus 250Kb 2 i+ % » @ & HLA-DR
locus 4 %% & (telomeric) 850Kb 2. - % [94] » & TNF- @ A& Fl¥c# + 2 =% 3
- B pe-308 ¥ 0 F - BERRFU W 4 quanine(G ; TNFA-1)» & ¥ — f&>
) '?5 % adenine(A)# allele2 (TNFA-2) - @ TNF-2 & - $& TNFA-1 3 2 # ¥
(transcription)z_ /& i* ]+ » § "B "2 TNF-a A& 4 2 £ 4] - & * Nco I #-
H 7% 20-bp 2 97-bp & 5 7 14 4”G (guanine)”2 ¥+ A& F] o f£ TNFA-1 © &
&2 ¥R 5 117-bp 24 A (adenine)” 2 ¥ 1% & #] > f£ TNFA-2 (B = ) °

TNFA-2 %1y A 5% ¢ &2 HLA-A1/B8/DR3/DQ2 fpidi 6 » & H ¥ &1 i W 4%
P p[95-98]H T Fom# G M e
4) x> v k4% L7 (IL-4 gene) :

IL-4 A F 657 4 ¢ 8 5q23-q31° 114 & Flead 5 2 7 5 4| &
35590 eniz B 0 B & Esak i ie A P2 Bsm FI 27 2] > "C7 418 8 7]
BT AL € H_192-bp 2 60-bp £ > @ TG K FIR] € £ 252-bp £ (B - )-
% =48 > B3l 70-bp W {8 #rE 48 % B #ic(Variable number tandem repeat
VNTR) » i3 % % % B4 + RP1 £.183-bp > RP2 #.253-bp (®~ )

(5) %L+ x4 2% A7 (IL-10 gene) :

IL-10 A PR &% 7 % 4 48 5q23-q31°1L-10 & Flged>F 2. & 7 5 2|1+
H 23 F 5627 eniz % o8 * Rsal#-H *» = 176-bp 2 236-bp 'fﬁ 5 7 PRERA”
2 ¥ AT o FREER L 412-bp FREECZ $Hi AT (B4 ) e

(6) ¥ i~ % & =35 & F](eNOS gene)

eNOS A Fl ¥ Il cng v BB AF S -

(a) Ex#> =+ (promoter) : ffxds + F F]-786 i+ ¥ (T-786—C) > ¢ * NgoM IV #-
B s 17-bp 2 96-bp & 5 § PAETCTL $H8 A F] o FE 2 2 ER] S
213-bp § PET 2 4 A7 (BL )

(b) Intron4: ¥ &% 2 pFER Z| K F]> + F 27-bp W {5 ¥ E 47 ¥ R #(Variable
number tandem repeat VNTR)2. F & 54 F JE A 4 > 5 = BELA4F 5 7§
a-deletion(400-bp)%* 7 B £ 4§ /& 7| 2. b-insertion (420-bp) (B+ - )

(c) Exon7 : 2. G894T ¢ it »eivfk Glatamine 4% Asparine P~ %

(d) Intronl3 : + 3 (CAn 2 €4 R 7|2 R & 54 F RA S -

Rm eNOS A& F] & et T % 2 39 ABEARR 2 BB 2 &
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w2k d > 2 HAPRE Y A PR > AN P E fods  (promoter) fr F w 3R B 7
(intron 4) & F]= 1% eNOS gene 2 * & -

(7) e} %"r'% F it T3 e F]S -1 2L F)(PAI-1 gene) :

PAI 1 4G/5G # F]3] #% & Genomic DNA p PAI-1 # Flkz#+ 3 - 4G/5G
AFz 53 ARE BT 4BGCASBG T3 2* 2 allele & - 2
F S (4T ) Merr g S8 7 2 Genomic DNA £ & 82 % — {42 F 5]
+p R EEAF KA Y
(a) Insertion 5G %118 & F] 5-GTC TGG ACA CGT GGG GG-3’

(b) Deletion 4G ¥}18 £ F] 5'-GTC TGG ACA CGT GGG GA-3’

mE BAEATISE - BEF2 T 513 5-TGC AGC CAG CCA
CGT GAT TGTCTAG-3"¢ A # — B 139 ¥ DNA % ELo ¥ ¢b % — B 44
Pez_+ 75313 5-AAG CTT TTA CCA TGG TAA CCC CTG GT-3"i% 2 Hr |4
PCR z 34 (# 2 % 4cBl - =)o it PCR 2 > ;% » & H 139bp PCR %
AGE SG2Z T ART A4 R B2 257 L 2 FhHEF 4G4G
{o 5G5G » 4] &+ 4G5G > 5 % F,,:Lm 1k 2. PCR 4k %] & 2%, 7\ {0 4
4G & 5G 2 P2 e B (4Bl L = 2. - ) -

(8) k% 2 Fl(Urokinase gene) :
Urokinase & F]& =% 10 ¥4 ¢ 48 10924 - fijprk A7 3’7 B &%
(3’-UTR) AL ] % A dergf B} 3 A B o 3" % 4% 28 F1+4065 = % (2 4 &
&% 0 G27040) > & ¥ ApaL I #-3 % & 112-bp 2 25-bp % 5 § Pipt"T 2
AT o FmEERL 137-bp FPEECZ 4B AT (B2 )

g Pk Rk RDE R B R AP

AF L 10pul e &vssar g4 4 FARS 3%3§ % ¢ P £ ethidium bromide ¥ %
Ao BT ARRIE UL BRAD SR TR E % .

.»

B
Ve

i T ekt

P B izt 2. 2 382 SPSS10.0 ( SPSS Inc.Chicago) # 17 5zt & 7 Szt o izt

AR N

¥ig A 710 g & (alldic frequencies) @ £k £ 5] %fagrﬂaﬂﬁg{b % 1 4 e
PoErs R A F2Z R E oA A FIHF K (Carriagerates) T F i 20 - BEEHB A
Flengm R HCF e g op Rl e AT kAT R E‘s—rn‘g")ﬁaézi #E';%J..L\ii’
fo F 2 SRRk i3t (Fisher’s exact test) &% & vt i} § THR¥2 L ¥R 2
A TR S LR TR R R R R E o F B2 AR ML o B
(Odds ratio) &_* 3+ ¥ fir)ﬁai%z?%f.f REEAR AT G HFEHEBATZ N A 95%

L
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i % B (95% CD¥ 4] OR = %2+ 5 @ 5] o
(1)—{L SN A TE PR s F AR R%RE L2 F Rz wF
+ R AR AR 300 H - B M- A T A2 - EMASSERIRY
AR
Q)H - %~ 17(ANOVA) | A2 F R BB P ZATF] AT ?L/»\ﬁ °
(3)Kaplan-Meier 4 5 & @ F_ % pL 23t 02 047 & A FI A8 TR A F 2 v R o
@ARMBFT @ bdd GARR,FEAD T F T F oS RA 5 Hpr T

Spearman #p B |2 <.

(5)szt5 1 P<0.05 5 F S H L&
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A Q—L
* T 5%

s

CAF A AR TR LY

- B N SR g o T R MR
FAEDEHELL LML ot R HABNL LS T 52 T
AT L& = ek = o 17 2 A RSk 3t (Fisher’s exact test) 4 47 0 & 04 T
)ﬁfié‘)]% B IL-15 2 %] promoter 2 % 7 & ILE 7| F|A| & 7 2 ¥ e L‘«F’“ TG
BPE L L TR TRERHBELEE ¥ HE LA % A IL-1Ray IL-2RB, TNF-o
promoter X Fl & W A FIA A 0 ~ B A FPEF CFHB AT I a2 4
2o
L4 fede =+ -590T 518 A 7] iR Tm R p v 2 ¥ HREH > Ry P
Az £ R (P =0.062) et Top R m b E T #1124 FI3EF 5 (100%) & F +
(94.2%)P Bg 3 4 (P = 0.030) o [L-4 % = 4& » B 7] » H A F A &4 iF ~ Hig A Fl2 3
A F e T P A2 B A o
~ IL-10 promoter -627A/-627A # 13| Wl | g")ﬁaéa )]35 B 5 52 A (56.5%) % §
¥R e 46 ‘(447%){ BB PES 00450 @t H-627A $fig A F|2 F 4 F 4
134(72.2%)& & ¥ 143(69 4% ; P=0.529)% -627A & A Fl3EF 5 5 82(89.1%)
M ¥ PR 2 97(94. 2% ; = 0308) =2E P 2 £ R o ¥ 5 &5 IL-10 promoter
= -627A/-627A ﬁ_k"]"']—*zﬁi}"‘ % fe B 53'?—"]1&?‘?)]‘9‘5%‘ °
2~ eNOS 2 £ Fl{eifd ?‘ﬁr}%’ B %
eNOS 2. P FEF]+ 4> Hw {8 €45 2. % B #ic i a-deletion ) 48 ] >
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Gene polymorphisms

Type Site

Upstream primer

Downstream primer

Annealing T

enzyme

allele size

IL-1B promoter

IL-1B exon5

IL-1RA

1L-4 intron3

IL-4 promoter

IL-10 promoter

IL-2RB(SNP228953)

TNF-alpha

ecNOS promoter

ecNOS-intron4

Urokinase (SNP4065)

single base C/T position-511

single base exon5
86-bp VNTR  intron2
70-bp VNTR  intron3

single base C/T position-590

single base C/A C-627A

single base C/T

single base G/A Promoter -308
single base C/T promoter -786
intron 4

27-bp VNTR

single base C/T 3’UTR

5-TGGCATTGATCTGGTTCATC-3'

5'-GTTGTCATCAGACTTTGACC-3'

5'-CTCAGCAACACTCCTAT-3'

5'-AGGCTGAAAGGGGGAAAGC-3'

5'-ACTAGGCCTCACCTGATACG-3'

5'-GGTGAGCACTACCTGACTAGC-3'

5'-AAGGACACCATTCCGTGGCT-3'

5'-AGGCAATAGGTTTTGAGGGCCAT-3'

5'-GCATGCACTCTGGCCTGAAGTG-3'

5'-TGGTTATCAGGCCCTATGGTAG-3'

5-GTTTAGGAATCTTCCCACTT-3'

5'-TTCAGTTCATATGGACCAGA-3'

5'-TCCTGGTCTGCAGGTAA-3'

5'-CTGTTCACCTCAACTGCTCC-3'

5'-GTTGTAATGCAGTCCTCCTG-3'

5'-CCTAGGTCACAGTGACGTGG-3'

5'-CCGGTGTTCCTGCAGTTGAT-3'
5'-ACACTCCCCATCCTCCCTGCT-3'
5'-CAGGAAGCTGCCTTCCAGTGC-3'
5'-CTCTTAGTGCTGTGGTCACAGG-3

5'-GCCTGAGGGTAAAGCTATTGTCG

5'-CCCGCTTTCTTGCTGGTTGCTATT-3"' TGC-3'

60

58

60

60

58

60

60

60

55

61

59

Aval

Taq I

Bsm FI

Rsal

Hae III
Nco I

NgoM IV

ApaL I

C:190+114bp, T:304bp
E1:135+114bp, E2:249bp
1: 410-bp, II: 240bp,

IIT: 500bp, I'V: 325bp, V: 595bp
RP1: 183bp,
RP2:253bp

C: 192+60bp ,

T: 252bp

C:412bp,

A: 176+236bp

T: 23+78bp,

C: (23+15)+63bp

A: 117bp , G:20+97bp

T: 213bp; C: 117+ 96 bp
a-  deletion : 400bp ,

b-  b-insertion : 427bp

C:137bp, T:112+25bp

*The PCR conditions consisted of 35 cycles at 95°C for 30 seconds for denaturation, followed by annealing for 30 seonds, and extension for 72°C for 45 seconds.

39



Table 2. Distribution of genotypes among idiopathic membranous nephropathy (MN)

patients and healthy control subjects

Genotype MN patients Controls P value
I1-1B promoter
Total n 92 103 0.563 *
-CC 19(20.7 %) 27(26.2 %)
-CT 53(57.6 %) 52(50.5 %)
-TT 20(21.7 %) 24(23.3 %)
IL-1B exon 5
Total n 92 103 0.854°
- E1/E1 87(94.6 %) 98(95.1 %)
-El/E2 5(5.4 %) 5(4.9 %)
- E2/E2 0(0.0 %) 0(0.0 %)
IL-4 promoter
Total n 92 103 0.062*
-CC 0(0.0 %) 6 (5.8 %)
-CT 31(33.7 %) 34(33.0 %)
-TT 61(66.3 %) 63(61.2 %)
IL-4 intron 3
Total n 92 103 0.160 *
- RP1/RP1 62(67.4 %) 66 (64.1 %)
- RP1/RP2 30(32.6 %) 33(32.0 %)
- RP2/RP2 0(0.0 %) 4(3.9 %)
TNF-a
Total n 88 103 0.182°
- TNFA1/TNFA1 68(77.3 %) 89 (86.4 %)
- TNFA1/TNFA2 19(21.6 %) 14(13.6 %)
- TNFA2/TNFA2 1(1.1 %) 0(0.0 %)
IL-2RB
Total n 92 100 0.153*°
-CC 31(33.7 %) 22(22.0 %)
-CT 44(47.8 %) 52(52.0 %)
-TT 17(18.5 %) 26(26.0 %)
IL-10
Total n 92 103 0.045*
-A/A 52(56.5 %) 46 (44.7 %)
-A/C 30(32.6 %) 51(49.5 %)



-C/IC

Urokinase (SNP4065)

Total n

-CC

-CT

-TT
PAI-1

Total n

- 4G/AG

-4G/5G

- 5G/5G
ENOS-promoter

Total n

-CC

-CT

-TT
ENOS-intron4

Total n

a-deletion/a-deletion

a-deletion/b-insertion

b-insertion/b-insertion

IL-Ra
Total n
-1
-l
- /11
-IV/IV

10(10.9 %)

92

80(87.0 %)

12(13.0 %)
0(0.0 %)

92
30(32.6 %)
42(45.7 %)
20(21.7 %)

92
0(0.0 %)
16 (17.4 %)
76(82.6 %)

92

0(0.0 %)

18(19.6 %)

74 (80.4 %)

92

81(88.0 %)
10(10.9 %)
1(1.1 %)
0(0.0 %)

6(5.8 %)

105
100(95.2 %)
5(4.8 %)
0(0.0 %)

145
50 (34.5 %)
74.(51.0 %)
21(14.5 %)

144
39(27.1 %)
68 (47.2 %)
37(25.7 %)

100

1(1.0 %)

20(20.0 %)

79(79.0 %)

103
95(92.2 %)
6(5.8 %)
1(1.0 %)
1(1.0 %)

0.039°

0.349°

<0.0001 *

0.626 *

0.475*

a: Pearson Chi-square test



Table 3. Comparison of allelic frequencies and carriage rates observed in idiopathic membranous

nephropathy (MN) patients

Allelic frequency Allelic carriage
MN Controls P value MN Controls P value OR
Gene allele no. (%) no. (%) no. (%) no. (%) (95% CI)
II-1 8 promoter
Total gene 184 206 0.770° 92 103
-511C 91(49.5) 106 (51.5) 72(78.3)  79(76.7) 0.929° 1.09 (0.56 - 2.15)
S11T 93(50.5) 100 (48.5) 73(79.3)  76(73.8) 0.457° 1.37(0.70-2.67)
IL-1 8 exon5
Total gene 184 206 1.0°¢ 92 103
-El 179 (97.3) 201(97.6) 92(100) 103(100) — —
-E2 52.7) 5(2.4) 5(5.4) 5(49) 1.0° 1.13(0.32-4.02)
IL-4 promoter
Total gene 184 206 0219° 92 103
-590C 31(16.8) 46(22.3) 31(33.7)  40(38.8) 0.552° 0.80 (0.45-1.44)
-590T 153(83.2) 160(77.7) 92(100) 97(94.2) 0.030°¢ —
IL-4 intron 3
Total gene 184 206 0.431° 92 103
-RP1 154 (83.7) 165 (80.1) 92(100) 99(96.1) 0.124°¢ —
-RP2 30(16.3) 41(19.9) 30(32.6)  37(35.9) 0.737° 0.86 (0.48-1.56)
TNF-a
Total gene 176 206 0.120° 88 103
- TNFA1  155(88.1) 192(93.2) 87(98.9) 103(100) 0.461°¢ —
- TNFA2 21(11.9) 14(6.8) 20(22.7) 14(13.6) 0.146° 1.87 (0.88-3.97)
IL-2RB (SNP4065)
Total gene 184 200 0.075° 92 100
-C 106 (57.6) 96 (48.0) 75(81.5)  74(74.0) 0.282° 1.55(0.78-3.09)
-T 78 (42.4) 104 (52.0) 61(66.3)  78(78.0) 0.099° 0.56(0.29-1.05)
IL-10
Total gene 184 206 0.529° 92 103
-627A  134(72.8) 143 (69.4) 82(89.1)  97(94.2) 0.308° 0.51 (0.18-1.46)
- 627C 50(27.2) 63(30.6) 40(43.5)  57(55.3) 0.131° 0.62(0.35-1.09)
Urokinase (SNP4065)
Total gene 184 210 0.077° 92 105
-C 172(93.5) 205(97.6) 92(100)  105(100) — —
-T 12(6.5) 5(2.4) 12(13.0) 5(4.8) 0.070° 3.0(1.02-8.87)
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PAI-1

Total gene 184

102(55.4)
82(44.6)

-4G
-5G
ENOS-promoter
Total gene 184
- 786C 16(8.7)
-786T  168(91.3)
ENOS-intron4
Total gene 184
18(9.8)
-b-insertion 166 (90.2)

- a-deletion

IL-Ra

Total gene 184

-1 172(93.5)
) 12(6.5)
B\Y 0(0.0)

290
174 (60.0)
116 (40.0)

288
146 (50.7)
142 (49.3)

200
22(11.0)
178(89.0)

206

196 (95.1)
8(3.9)
2(1.0)

0.375°

<0.001°

0.824°

0.209*

92
72(78.3)
62(67.4)

92
16(17.4)
92(100)

92
18(19.6)
92(100)

92

91(98.9)

11(12.0)
0(0.0)

145
124(85.5) 0.207° 0.61 (0.31-1.20)
95(65.5) 0.876° 1.09 (0.63-1.89)

144
107(74.3) <0.001 " 0.07 (0.04-0.14)
105(72.9) <0.001 ° —

100
21(21.0) 0.946° 0.92 (0.45-1.85)
99(99.0) 1.0° —

103

101(98.1) 1.0° 1.80(0.16-20.21)
7(6.8) 0320° 1.86(0.69-5.03)
1(1.0) 1.0° —

a: Pearson Chi-square test; b: Yate's correction of contingency; c: Fisher's exact test
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Table 4. IL-P3 promoter genetic polymorphism and clinical data

CcC TC TT

(n=20) (n=153) (n=19) P value
Gender (M/F) 10/10 27/26 12/7 0.623
Age of biopsy (yrs) 57.4+17.6 584+17.6 62.0+11.7 0.646
Follow-up period (yrs) 5.6+£4.8 45+45 5.9+4.0 0.417
BMI (Kg/M?) 247+34 247+3.7 247+3.3 0.998
MBP (mmHg) 98.3 +£10.3 98.8+13.3 100.5+18.5 0.864
Albumin (mg/dl) 2.5+0.7 2.6+0.6 2.5+0.6 0.858
Cholesterol (mg/dl) 325241355 328.6+113.0 388.4+172.7 0.207
Triglyceride (mg/dl) 264.5+175.5 227.7+173.8 170.8+67.0 0.182
CT initia1 (mg/dl)* 1.7+ 0.4 1.2+0.0 1.3+0.2 0.334
DUP initial (g/day)* 8.0+£1.4 6.1+0.6 58+1.0 0.263
CCT initia1 (Mm]/min) 84.4+493 87.2+39.7 86.3 +£40.0 0.969
Cr final (mg/dl)* 22+04 1.9+0.3 24+0.6 0.577
DUP fina1 (g/day)* 34+1.1 26+04 2.1+0.7 0.575
CCr fina (ml/min) 52.1+359 64.1 £39.7 60.8 £35.6 0.484
Cardiovascular events 5(25.0) 6 (11.3) 3 (15.8) 0.348
Peripheral vascular events 6 (30.0) 10 (18.9) 2 (10.5) 0.303
Macrovascular events 7 (35.0) 15 (28.3) 4 (21.1) 0.627
Hematuria 14 (70.0) 35 (66.0) 14 (73.7) 0.816
Lower leg edema 14 (70.0) 45 (84.9) 16 (84.2) 0.324
Proteiuria = 3.5 g/day 13 (65.0) 35 (66.0) 13 (68.4) 0.973
Malignancy 3(15.0) 1(1.9) 1(5.3) 0.088
Complete remission 8 (40.0) 20 (37.7) 8(42.1) 0.976
Disease progression 10 (50.0) 23 (43.4) 9 (47.4) 0.868

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein
excretion; CCr: creatinine clearance

CT initial, DUP initial, CT finat, CCr ging are presented as Mean + SEM (standard error of
mean); the others are presented as Mean =+ SD (standard deviation)

Pearson Chi-square test, P<0.05
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Table 5. IL-P promoter genetic polymorphism and pathological findings

CC TC TT

(n=20) (n=153) (n=19) P value
Stage
[+1I 4 (20.0) 9(17.0) 2 (10.5) 0.746
111 15 (75.0) 41 (77.4) 17 (89.5)
v 1(5.0) 3(5.7) 0 (0.0)
Globosclerosis
No 10 (50.0) 22 (41.5) 6 (31.6) 0.427
=25% 4 (20.0) 21 (39.6) 9(47.4)
>25% 6 (30.0) 10 (18.9) 4(21.1)
Tubulointerstitial fibrosis
No 10 (50.0) 35 (66.0) 10 (52.6) 0.397
=25% 5(25.0) 12 (22.6) 7 (36.8)
>25% 5(25.0) 6(11.4) 2 (10.5)
Vascular fibrointimal hyperplasia
No 9 (45.0) 36 (67.9) 14 (73.7) 0.270
=25% 7 (35.0) 13 (24.5) 4(21.1)
>25% 4 (20.0) 4(7.5) 1(5.3)
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Table 6. IL-1B promoter gene polymorphism with different response modality

IL-1B promoter gene polymorphism

C/C T/C T/T P value
Observation
None response 1 (100.0) 4 (66.7) 3 (75.0) 0.772
Partial response 0(0.0) 1(16.7) 1 (25.0)
Complete response 0(0.0) 1(16.7) 0(0.0)
Prednisolone only
None response 3(33.3) 6 (31.6) 1 (10.0) 0.542
Partial response 3(33.3) 6 (31.6) 6 (60.0)
Complete response 3(33.3) 7 (36.8) 3 (30.0)
Italian protocol
None response 4 (50.0) 2 (11.8) 2(22.2) 0.142
Partial response 1(12.5) 10 (58.8) 3(33.3)
Complete response 3(37.5) 5(29.4) 4 (44.4)
Cyclosporine
None response 0 (0.0) 6 (54.5) 1 (20.0) 0.093
Partial response 1(25.0) 3(27.3) 3 (60.0)
Complete response 3 (45.0) 2(18.2) 1 (20.0)
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Table 7. IL-P exon 5 genetic polymorphism and clinical data

E1/E1 E1/E2
(n=287) (n=Y5) P value
Gender (M/F) 49/38 0/5 0.020
Age of biopsy (yrs) 58.7+16.3 63.5+19.2 0.521
Follow-up period (yrs) 50+4.6 6.1+2.0 0.568
BMI (Kg/M?) 248+3.6 23.1+1.8 0.293
MBP (mmHg) 99.1 £ 14.1 98.3+09.1 0.902
Albumin (mg/dl) 25+0.6 2.7+0.8 0.513
Cholesterol (mg/dl) 340.4 + 133.7 336.6 = 132.0 0.951
Triglyceride (mg/dl) 210.0 + 143.7 467.0 £243.0 0.000
CT initial (mg/dl)* 1.4+0.1 0.8+0.1 0.244
DUP ipitiar (g/day)* 6.5+0.5 6.2+2.0 0.907
CCT initia1 (Mm]/min) 84.9 +40.3 112.7+£59.4 0.147
Cr final (mg/dl)* 2.1+0.2 1.8+0.5 0.813
DUP fiar (g/day)* 27+04 2.0+0.8 0.695
CCr fina1 (ml/min) 62.3+38.3 35.5+20.3 0.126
Cardiovascular events 14 (16.1) 0 (0.0) 0.330
Peripheral vascular events 18 (20.7) 0 (0.0) 0.257
Macrovascular events 26 (29.9) 0(0.0) 0.149
Hematuria 60 (69.0) 3 (60.0) 0.675
Lower leg edema 72 (82.8) 31 (60.0) 0.202
Proteiuria = 3.5 g/day 58 (66.7) 3 (60.0) 0.759
Malignancy 5(5.7) 0 (0.0) 0.581
Complete remission 33(37.9) 3 (60.0) 0.393
Disease progression 40 (46.0) 2 (40.0) 1.000

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein

excretion; CCr: creatinine clearance

* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean + SD (standard deviation)
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Table 8. IL-P exon 5 genetic polymorphism and pathological findings

E1/El E1/E2

(n=287) (n=15) P value
Stage
[+1I 15(17.2) 0 (0.0) 0.503
111 68 (78.2) 5(100.0)
v 4 (4.6) 0 (0.0)
Globosclerosis
No 38 (43.7) 0 (0.0) 0.153
=25% 31 (35.6) 3 (60.0)
>25% 18 (20.7) 2 (40.0)
Tubulointerstitial fibrosis
No 53 (60.9) 2 (40.0) 0.180
=25% 21 (24.1) 3 (60.0)
>25% 13 (14.9) 0 (0.0)
Vascular fibrointimal hyperplasia
No 57 (65.5) 2 (40.0) 0.189
=25% 21 (24.1) 3 (60.0)
>25% 9(10.3) 0 (0.0)
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Table 9. IL-1p3 exon 5 gene polymorphism with different response modality

IL-1pB exon 5 gene polymorphism

E1/E1l E1/E2 P value
Observation
None response 7(77.8) 1 (50.0) 0.443
Partial response 1(11.1) 1 (50.0)
Complete response 1 (11.1) 0(0.0)
Prednisolone only
None response 10 (27.0) 0(0.0) 0.387
Partial response 14 (37.8) 1 (100.0)
Complete response 13 (35.1) 0(0.0)
Italian protocol
None response 7(21.9) 1 (50.0) 0.317
Partial response 14 (43.8) 0(0.0)
Complete response 11 (34.4) 1 (50.0)
Cyclosporine
None response 6 (35.3) 1(33.3) 0.171
Partial response 7 (41.2) 0(0.0)
Complete response 4 (23.5) 2 (66.7)
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Table 10. IL-1RA genetic polymorphism and clinical data

I/ I/IT + TI/1T
(n=281) (n=11) P value
Gender (M/F) 46/35 3/8 0.066
Age of biopsy (yrs) 59.2+16.2 56.7+18.7 0.629
Follow-up period (yrs) 5.0£4.3 55+£54 0.707
BMI (Kg/M?) 247+3.3 25.0+5.1 0.766
MBP (mmHg) 97.8+12.3 107.6 £21.0 0.027
Albumin (mg/dl) 2.5+0.6 2.5+0.6 0.874
Cholesterol (mg/dl) 337.7+131.9 358.3+145.0 0.633
Triglyceride (mg/dl) 2249 +162.2 217.0+147.9 0.879
CT initia1 (mg/dl)* 1.3+0.1 1.5+04 0.491
DUP initial (g/day)* 6.7+0.5 4.8+0.8 0.225
CCT initia1 (Mm]/min) 87.9+39.8 75.6 £53.9 0.360
Cr final (mg/dl)* 2.0+0.2 28+1.3 0.198
DUP i (g/day)* 29+04 0.7+0.3 0.063
CCT final (ml/min) 61.7+31.2 53.6+45.4 0.528
Cardiovascular events 13 (16.0) 1(9.1) 0.553
Peripheral vascular events 17 (21.0) 1(9.1) 0.367
Macrovascular events 24 (29.6) 2(18.2) 0.435
Hematuria 55 (67.9) 8 (72.7) 0.747
Lower leg edema 68 (84.0) 7 (63.6) 0.116
Proteiuria = 3.5 g/day 54 (66.7) 7 (63.6) 0.842
Malignancy 5(6.2) 0 (0.0) 0.397
Complete remission 30 (37.0) 6 (54.5) 0.366
Disease progression 39 (48.1) 3(27.3) 0.196

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein

excretion; CCr: creatinine clearance

* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean =+ SD (standard deviation)
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Table 11. IL-1RA genetic polymorphism and pathological findings

/1 I/IT + TI/1T

(n=281) (n=11) P value
Stage
I+11 12 (14.8) 3(27.3) 0.367
I 66 (81.5) 7 (63.6)
v 33.7) 1(9.1)
Globosclerosis
No 34 (42.0) 4 (36.4) 0.882
=25% 30 (37.0) 4 (36.4)
>25% 17 (21.0) 3(27.3)
Tubulointerstitial fibrosis
No 46 (56.8) 9 (81.8) 0.269
=25% 23 (28.4) 1(9.1)
>25% 12 (14.8) 19.1)
Vascular fibrointimal hyperplasia
No 54 (66.7) 5(45.5) 0.289
=25% 19 (23.5) 5(45.5)
>25% 8(9.9) 19.1)
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Table 12. IL-1Ra gene polymorphism with different response modality

IL-1Ra gene gene polymorphism

/1 /I + /1T P value
Observation
None response 7(77.8) 1 (50.0) 0.111
Partial response 2(22.2) 0(0.0)
Complete response 0 (0.0) 1 (50.0)
Prednisolone only
None response 10 (27.8) 0(0.0) 0.105
Partial response 15 (41.7) 0(0.0)
Complete response 11 (30.6) 2 (100.0)
Italian protocol
None response 7 (22.6) 1(33.3) 0.178
Partial response 14 (45.2) 0(0.0)
Complete response 10 (32.3) 2 (66.7)
Cyclosporine
None response 6 (31.6) 1 (100.0) 0.333
Partial response 7 (36.8) 0(0.0)
Complete response 6 (31.6) 0(0.0)
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Table 13. TNF-a genetic polymorphism and clinical data

A/A+A/G G/G
(n=20) (n=68) P value
Gender (M/F) 10/10 36/32 0.982
Age of biopsy (yrs) 63.0 +10.2 57.7+18.0 0.004
Follow-up period (yrs) 44+39 53+47 0.089
BMI (Kg/M?) 240+3.4 24.0+3.5 0.668
MBP (mmHg) 101.2+12.5 98.9+14.3 0.373
Albumin (mg/dl) 26=+0.6 2.5+0.6 0.294
Cholesterol (mg/dl) 307.6 £ 101.8 350.3 £139.1 0.116
Triglyceride (mg/dl) 237.4+219.7 219.6 £ 140.5 0.060
CT initial (mg/dl)* 1.3+0.1 1.3+1.1 0.322
DUP ipitiar (g/day)* 74+1.2 6.1+0.5 0.237
CCT initial (m]/min) 80.6 +37.0 88.0 +42.6 0.799
Cr final (mg/dl)* 22+0.5 2.1+0.3 0.979
DUP fiar (g/day)* 33+0.8 26+0.5 0.730
CCT final (ml/min) 56.7+32.7 61.7 £40.1 0.291
Cardiovascular events 3 (15.0) 10 (14.7) 0.974
Peripheral vascular events 2 (10.0) 15 (22.1) 0.339
Macrovascular events 5(25.0) 20 (29.4) 0.701
Hematuria 12 (60.0) 49 (72.1) 0.408
Lower leg edema 17 (85.0) 54 (79.4) 0.752
Proteiuria = 3.5 g/day 14 (70.0) 45 (66.2) 0.961
Malignancy 1 (5.0) 4(5.9) 1.000
Complete remission 6 (30.0) 29 (42.6) 0.480
Disease progression 11 (55.0) 30 (44.1) 0.450

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein

excretion; CCr: creatinine clearance

* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean + SD (standard deviation)
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Table 14. TNF-a genetic polymorphism and pathological findings

A/A +A/G G/G
(n=20) (n=68) P value

Stage
I+11 5(25.0) 8 (11.8) 0.221
111 15 (75.0) 56 (82.4)
v 0 (0.0) 4(5.9)
Globosclerosis
No 7 (35.0) 31 (45.6) 0.499
=25% 9 (45.0) 21(30.9)
>25% 4 (20.0) 16 (23.5)
Tubulointerstitial fibrosis
No 12 (60.0) 41 (60.3) 0.819
=25% 6 (30.0) 17 (25.0)
>25% 2 (10.0) 10 (14.7)
Vascular fibrointimal hyperplasia
No 14 (70.0) 42 (61.8) 0.893
=25% 4 (20.0) 20 (29.4)
>25% 2 (10.0) 6 (8.8)
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Table 15. TNFA gene polymorphism with different response modality

TNFA gene polymorphism
A/A +A/G G/G P value
Observation
None response 1 (33.3) 6 (85.7) 0.052
Partial response 2 (66.7) 0 (0.0)
Complete response 0 (0.0) 1(14.3)
Prednisolone only
None response 2(18.2) 8 (29.6) 0.759
Partial response 5(45.5) 10 (37.0)
Complete response 4 (36.4) 9(33.3)
Italian protocol
None response 2(22.2) 6 (25.0) 0.612
Partial response 5(55.6) 9(37.5)
Complete response 2(22.2) 9(37.5)
Cyclosporine
None response 1 (50.0) 6 (37.5) 0.643
Partial response 1 (50.0) 5(31.3)
Complete response 0 (0.0) 5(31.3)
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Table 16. IL-2RB genetic polymorphism and clinical data

C/C T/C T/T
(n=31) (n=43) (n=18) P value
Gender (M/F) 13/18 24/19 12/6 0.222
Age of biopsy (yrs) 59.5+17.8 584+16.4 59.2+14.7 0.961
Follow-up period (yrs) 5.0+£4.9 4.7+3.9 5.7£5.0 0.744
BMI (Kg/M?) 247+3.5 243+3.5 257+3.2 0.384
MBP (mmHg) 95.0+123 103.3+14.8 957+11.2 0.019
Albumin (mg/dl) 2.5+0.6 2.6+0.7 2.6+0.5 0.721
Cholesterol (mg/dl) 349.8 4+ 139.1 336.7+122.7 331.9+151.0 0.880
Triglyceride (mg/dl) 243.4+203.3 210.0£129.2 224.0+146.3 0.679
CT initia1 (mg/dl)* 1.4+0.3 1.3+0.1 1.3+0.2 0.841
DUP initial (g/day)* 7.6+0.9 58=+0.6 6.0+1.3 0.233
CCT initia1 (Mm]/min) 84.9 £ 46.8 83.1+6.0 96.8 £37.4 0.492
Cr final (mg/dl)* 1.84+0.2 1.9+0.3 2.8+0.8 0.258
DUP fina1 (g/day)* 29+0.7 2.8+0.6 1.9+0.6 0.643
CCr fina (ml/min) 54.7 £ 40.1 64.4+37.0 63.1£37.5 0.544
Cardiovascular events 6 (19.4) 2(4.7) 6 (33.3) 0.013
Peripheral vascular events 5(16.1) 10 (23.3) 3(16.7) 0.704
Macrovascular events 9 (29.0) 11 (25.6) 6 (33.3) 0.823
Hematuria 21 (71.0) 28 (65.1) 13 (72.2) 0.806
Lower leg edema 23 (74.2) 35(81.4) 17 (94.4) 0.212
Proteiuria = 3.5 g/day 23 (74.2) 29 (67.4) 9 (50.0) 0.220
Malignancy 3(9.7) 2(4.7) 0 (0.0) 0.338
Complete remission 13 (41.9) 15 (34.9) 8(44.4) 0.233
Disease progression 15 (48.4) 16 (37.2) 11 (61.1) 0.216

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein
excretion; CCr: creatinine clearance
* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean =+ SD (standard deviation)
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Table 17. IL-2RB genetic polymorphism and pathological findings

CcC TC TT

(n=31) (n=43) (n=18) P value
Stage
I+11 6(19.4) 5(11.6) 4(22.2) 0.666
11 23 (74.2) 37 (86.0) 13 (72.2)
v 2(6.5) 1(2.3) 1(5.6)
Globosclerosis
No 11 (35.5) 19 (44.2) 8(44.4) 0.713
=25% 12 (38.7) 14 (32.6) 8(44.4)
>25% 8 (25.8) 10 (23.3) 2 (11.1)
Tubulointerstitial fibrosis
No 20 (64.5) 23 (53.4) 12 (66.7) 0.721
=25% 6(19.4) 14 (32.6) 4(22.2)
>25% 5(16.1) 6 (14.0) 2 (11.1)
Vascular fibrointimal hyperplasia
No 17 (54.8) 29 (67.4) 13 (72.2) 0.280
=25% 10 (32.3) 12 (27.9) 2 (11.1)
>25% 4(12.9) 2(4.7) 3(16.7)
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Table 18. IL-2Rf} gene polymorphism with different response modality

IL-2RB gene polymorphism

C/C T/C T/T P value
Observation
None response 2 (66.7) 3 (100.0) 3 (60.0) 0.495
Partial response 1(33.3) 0(0.0) 1 (20.0)
Complete response 0(0.0) 0(0.0) 1 (20.0)
Prednisolone only
None response 3(25.0) 6 (27.3) 1 (25.0) 0.690
Partial response 3(25.0) 10 (45.4) 2 (50.0)
Complete response 6 (50.0) 6 (27.3) 1 (25.0)
Italian protocol
None response 4 (50.0) 1(5.9) 3(33.3) 0.067
Partial response 3(37.5) 7 (41.2) 4 (44.4)
Complete response 1(12.5) 9(52.9) 2(22.2)
Cyclosporine
None response 0 (0.0) 5(50.0) 2 (40.0) 0.006
Partial response 1 (20.0) 5(50.0) 1 (20.0)

Complete response 4 (80.0) 0(0.0) 2 (40.0)
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Table 19. IL-4 promoter genetic polymorphism and clinical data

C/T T/T
(n=31) (n=061) P value
Gender (M/F) 14/17 35/26 0.280
Age of biopsy (yrs) 58.9+15.7 59.0+16.9 0.974
Follow-up period (yrs) 54+45 48+45 0.546
BMI (Kg/M?) 25.5+4.2 243 +3.1 0.109
MBP (mmHg) 97.5+11.4 99.8 +14.9 0.446
Albumin (mg/dl) 25+0.6 2.6+0.6 0.853
Cholesterol (mg/dl) 319.7+107.8 350.6 + 143.6 0.295
Triglyceride (mg/dl) 249.0 £ 191.6 211.2 £ 141.1 0.287
CT initial (mg/dl)* 1.4+0.3 1.3+0.1 0.588
DUP ipitiar (g/day)* 6.5+0.8 6.4+0.6 0.898
CCT initia1 (m1/min) 83.0 + 36.1 88.1+44.3 0.583
Cr final (mg/dl)* 2.1+04 2.0+0.3 0.972
DUP fiar (g/day)* 254+0.5 2.8+0.5 0.717
CCr fina1 (ml/min) 63.5+37.7 59.4+38.4 0.627
Cardiovascular events 7 (22.6) 7 (11.5) 0.220
Peripheral vascular events 3(09.7) 15 (25.4) 0. 088
Macrovascular events 8 (25.8) 18 (29.5) 0.809
Hematuria 18 (58.1) 45 (73.8) 0.156
Lower leg edema 30 (96.8) 45 (73.8) 0.009
Proteiuria = 3.5 g/day 21 (67.7) 40 (65.6) 1.000
Malignancy 2(6.5) 34.9) 0.759
Complete remission 10 (32.3) 26 (42.6) 0.572
Disease progression 18 (58.1) 24 (39.3) 0.121

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein
excretion; CCr: creatinine clearance
* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean + SD (standard deviation)
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Table 20. IL-4 promoter genetic polymorphism and clinical data

C/T T/T

(n=31) (n=061) P value
Stage
[+1I 5(16.1) 10 (16.4) 0.930
111 25 (80.6) 48 (78.7)
v 1(3.2) 3(4.9)
Globosclerosis
No 9 (29.0) 29 (47.5) 0.233
=25% 14 (45.2) 20 (32.8)
>25% 8 (25.8) 12 (19.7)
Tubulointerstitial fibrosis
No 18 (58.1) 37 (60.7) 0.925
=25% 8 (25.8) 16 (26.2)
>25% 5(16.1) 8 (13.1)
Vascular fibrointimal hyperplasia
No 20 (64.5) 39 (63.9) 0.998
=25% 8 (25.8) 16 (26.2)

>25% 3(9.7) 6 (9.9)
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Table 21. IL-4 promoter gene polymorphism with different response modality

IL-4 promoter gene polymorphism

C/T T/T P value
Observation
None response 3 (75.0) 5(71.4) 0.588
Partial response 1 (25.0) 1(14.3)
Complete response 0 (0.0) 1(14.3)
Prednisolone only
None response 3(23.1) 7 (28.0) 0.400
Partial response 7 (53.8) 8 (32.0)
Complete response 3(23.1) 10 (40.0)
Italian protocol
None response 2 (15.4) 6 (28.6) 0.509
Partial response 5(38.5) 9(42.9)
Complete response 6 (46.2) 6 (28.6)
Cyclosporine
None response 1 (20.0) 6 (40.0) 0.410
Partial response 3 (60.0) 4 (26.7)
Complete response 1 (20.0) 5(33.3)
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Table 22. IL-4 intron 3 genetic polymorphism and clinical data

RP1/RP1 RP1/RP2
(n=162) (n=30) P value
Gender (M/F) 36/26 13/17 0.265
Age of biopsy (yrs) 58.6 £16.8 59.7+15.7 0.757
Follow-up period (yrs) 48+44 54+4.6 0.568
BMI (Kg/M?) 24.1+3.0 258 +4.1 0.028
MBP (mmHg) 99.5+15.0 98.0+11.3 0.627
Albumin (mg/dl) 26=+0.6 2.5+0.6 0.698
Cholesterol (mg/dl) 356.2 + 144.8 307.1 £97.8 0.097
Triglyceride (mg/dl) 218.3 +£143.0 235.7+£192.2 0.628
CT initial (mg/dl)* 1.3+0.1 1.4+0.3 0.528
DUP ipitiar (g/day)* 6.7+0.6 6.0+0.8 0.553
CCT initia1 (Mm]/min) 87.9+44.0 83.4+36.4 0.633
Cr final (mg/dl)* 20+0.3 21+04 0.941
DUP fiar (g/day)* 27+0.5 2.5+0.6 0.784
CCr fina1 (ml/min) 59.5+37.9 63.6 +38.7 0.632
Cardiovascular events 7 (11.3) 7 (23.3) 0.214
Peripheral vascular events 15 (24.2) 3 (10.0) 0.108
Macrovascular events 18 (29.0) 8 (26.7) 0.813
Hematuria 46 (74.2) 17 (56.7) 0.100
Lower leg edema 46 (74.2) 29 (96.7) 0.009
Proteiuria = 3.5 g/day 42 (67.7) 19 (63.3) 0.814
Malignancy 3 (4.8) 2(6.7) 0.717
Complete remission 25 (40.3) 11 (36.7) 0.911
Disease progression 24 (38.7) 18 (60.0) 0.074

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein
excretion; CCr: creatinine clearance
* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean + SD (standard deviation)
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Table 23. IL-4 intron 3 genetic polymorphism and pathological findings

RP1/RP1 RP1/RP2
(n=062) (n=130) P value

Stage
[+1I 9 (14.5) 6 (20.0) 0.772
111 50 (80.6) 23 (76.7)
v 3(4.8) 1(3.3)
Globosclerosis
No 29 (46.8) 9 (30.0) 0.307
=25% 21 (33.9) 13 (43.3)
>25% 12 (19.4) 8 (26.7)
Tubulointerstitial fibrosis
No 37 (59.7) 18 (60.0) 0.847
=25% 17 (27.4) 7 (23.3)
>25% 8(12.9) 5(16.7)
Vascular fibrointimal hyperplasia
No 40 (64.5) 19 (63.3) 0.994
=25% 16 (25.8) 8 (26.7)
>25% 6 (9.7) 3(10.0)
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Table 24. IL-4 Intron 3 gene polymorphism with different response modality

IL-4 Intron 3 gene gene polymorphism

RP1/RP1 RP2/RP2 P value
Observation
None response 5(71.4) 3 (75.0) 0.588
Partial response 1(14.3) 1 (25.0)
Complete response 1(14.3) 0(0.0)
Prednisolone only
None response 7 (26.9) 3 (25.0) 0.625
Partial response 9 (34.6) 6 (50.0)
Complete response 10 (38.5) 3 (25.0)
Italian protocol
None response 6 (28.6) 2(15.4) 0.509
Partial response 9 (42.9) 5(38.5)
Complete response 6 (28.6) 6 (46.2)
Cyclosporine
None response 6 (37.5) 1 (25.0) 0.782
Partial response 5(31.3) 2 (50.0)
Complete response 5(31.3) 1 (25.0)
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Table 25. IL-10 genetic polymorphism and clinical data

AA CA CC

(n=152) (n=30) (n=10) P value
Gender (M/F) 25/27 17/13 7/3 0.401
Age of biopsy (yrs) 58.8+15.3 582+19.6 622+11.7 0.799
Follow-up period (yrs) 5.0£4.3 52+4.7 43+5.1 0.866
BMI (Kg/M?) 247+3.8 24.8+3.2 242 +2.6 0.898
MBP (mmHg) 99.0 + 14.7 99.3+11.7 98.4+16.4 0.983
Albumin (mg/dl) 2.5+0.6 2.7+0.7 24+03 0.181
Cholesterol (mg/dl) 3529+ 146.8 316.0+95.8 346.7+154.1 0.478
Triglyceride (mg/dl) 2259+ 151.9 208.1+165.8 261.3+191.5 0.659
CT initia1 (mg/dl)* 1.44+0.2 1.1+0.0 1.7+0.3 0.351
DUP initial (g/day)* 6.3+0.7 6.6+0.8 7.0+ 1.6 0.899
CCT initia1 (Mm]/min) 82.5+32.8 91.7+42.5 91.1+61.2 0.587
Cr final (mg/dl)* 22+0.3 1.5+0.1 29+1.2 0.100
DUP fina1 (g/day)* 2.6+0.5 2.7+0.7 2.8+0.9 0.984
CCr fina (ml/min) 59.9+39.9 65.5+37.5 51.4+299 0.583
Cardiovascular events 9(17.3) 4(13.3) 1 (10.0) 0.791
Peripheral vascular events 6 (11.5) 8(26.7) 4 (40.0) 0.057
Macrovascular events 13 (25.0) 9 (30.0) 4 (40.0) 0.607
Hematuria 35 (67.3) 19 (63.3) 9 (90.0) 0.280
Lower leg edema 45 (86.5) 20 (66.7) 10 (100.0) 0.023
Proteiuria = 3.5 g/day 34 (65.4) 20 (66.7) 7 (70.0) 0.960
Malignancy 3(5.8) 1(3.3) 1 (10.0) 0.714
Complete remission 20 (38.5) 13 (4.3) 3 (30.0) 0.603
Disease progression 26 (50.0) 11 (36.7) 5(50.0) 0.485

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein
excretion; CCr: creatinine clearance
* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean =+ SD (standard deviation)
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Table 26. IL-10 genetic polymorphism and pathological findings

AA CA CC

(n=152) (n=30) (n=10) P value
Stage
I+11 4(7.7) 10 (33.3) 1 (10.0) 0.036
I 46 (88.5) 19 (63.3) 8 (80.0)
v 2(3.8) 1(3.3) 1 (10.0)
Globosclerosis
No 18 (34.6) 15 (50.0) 5(50.0) 0.543
=25% 20 (38.5) 10 (33.3) 4 (40.0)
>25% 14 (26.9) 5(16.7) 1 (10.0)
Tubulointerstitial fibrosis
No 29 (55.8) 21 (70.0) 5(50.0) 0.624
=25% 16 (30.8) 5(16.7) 3 (30.0)
>25% 7 (13.5) 4(13.3) 2 (20.0)
Vascular fibrointimal hyperplasia
No 35 (67.3) 20 (66.7) 4 (40.0) 0.142
=25% 12 (23.1) 9 (30.0) 3 (30.0)
>25% 5(9.6) 1(3.3) 3 (30.0)
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Table 27. IL-10 gene polymorphism with different response modality

IL-10 gene polymorphism

A/A A/C C/C P value
Observation
None response 4 (100.0) 2 (50.0) 2 (66.7) 0.334
Partial response 0(0.0) 1(25.0) 1 (33.3)
Complete response 0(0.0) 1(25.0) 0(0.0)
Prednisolone only
None response 5(22.7) 3(25.0) 2 (50.0) 0.409
Partial response 8(36.4) 5(41.7) 2 (50.0)
Complete response 9 (40.9) 4 (33.3) 0(0.0)
Italian protocol
None response 5(26.3) 2 (25.0) 1(14.3) 0.420
Partial response 7 (36.8) 2 (25.0) 5(71.4)
Complete response 7 (55.9) 4 (50.0) 1(14.3)
Cyclosporine
None response 5(38.5) 1(25.0) 1 (50.0) 0.716
Partial response 4 (30.8) 1(25.0) 1 (50.0)
Complete response 4 (30.8) 2 (50.0) 0(0.0)
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Table 28. eNOS promoter genetic polymorphism and clinical data

C/T T/T
(n=15) (n=77) P value
Gender (M/F) 6/9 43/34 0.276
Age of biopsy (yrs) 61.2+10.9 58.5+17.3 0. 064
Follow-up period (yrs) 53+4.8 5044 0.280
BMI (Kg/M?) 248429 24.7+3.6 0.288
MBP (mmHg) 99.4+153 98.9+13.6 0.386
Albumin (mg/dl) 29+0.4 2.5+0.6 0.106
Cholesterol (mg/dl) 3250+ 117.2 343.1+£136.2 0.725
Triglyceride (mg/dl) 220.4 +149.6 2247 +162.7 0.428
CT initial (mg/d1)* 1.1+0.1 1.4+0.1 0.322
DUP ipitiar (g/day)* 53+1.1 6.7+0.6 0.237
CCT initial (m]/min) 91.4 £38.5 854+423 0.799
Cr final (mg/dl)* 1.9+0.5 2.1+0.2 0.680
DUP fiar (g/day)* 1.5+0.7 29+04 0.187
CCT final (ml/min) 53.8 +36.1 62.2 +£38.5 0.773
Cardiovascular events 0 (0.0) 14 (18.2) 0.115
Peripheral vascular events 3 (20.0) 15 (19.5) 0.963
Macrovascular events 3 (20.0) 23 (29.9) 0.543
Hematuria 12 (80.0) 51 (66.2) 0.374
Lower leg edema 10 (66.7) 65 (84.4) 0.143
Proteiuria = 3.5 g/day 8(53.3) 53 (68.8) 0.251
Malignancy 1(6.7) 4(5.2) 0.818
Complete remission 6 (40.0) 30 (39.0) 0.307
Disease progression 6 (40.0) 36 (46.8) 0.779

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein

excretion; CCr: creatinine clearance

* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean + SD (standard deviation)

69



Table 29. eNOS promoter genetic polymorphism and pathological findings

C/T

(n=15)
Stage
I+11 4(26.7)
I 10 (66.7)
v 1(6.7)
Globosclerosis
No 8(53.3)
=25% 3 (20.0)
>25% 4(26.7)
Tubulointerstitial fibrosis
No 8(53.3)
=25% 4 (26.7)
>25% 3 (20.0)
Vascular fibrointimal hyperplasia
No 10 (66.7)
=25% 4 (26.7)
>25% 1(6.7)

T/T
(n="77)

11 (14.3)
63 (81.8)
3(3.9)

30 (39.0)
31 (40.3)
16 (20.8)

47 (61.0)
20 (26.0)
10 (13.0)

49 (63.6)
20 (26.0)
8 (10.4)

P value

0.414

0.329

0.754

0.906
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Table 30. eNOS promoter gene polymorphism with different response modality

eNOS promoter gene polymorphism

C/T T/T P value
Observation
None response 1 (100.0) 7 (70.0) 0.814
Partial response 0(0.0) 2 (20.0)
Complete response 0 (0.0) 1(10.0)
Prednisolone only
None response 2 (40.0) 8(24.2) 0.224
Partial response 3 (60.0) 12 (36.4)
Complete response 0 (0.0) 13 (39.4)
Italian protocol
None response 0(0.0) 8 (25.8) 0.419
Partial response 1 (33.3) 13 (41.9)
Complete response 2 (66.7) 10 (32.3)
Cyclosporine
None response 1 (50.0) 6 (33.3) 0.621
Partial response 1 (50.0) 6 (33.3)
Complete response 0 (0.0) 6 (33.3)
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Table 31. eNOS intron 4 genetic polymorphism and clinical data

a-deletion/a-deletion a-deletion/b-insertion

(n=18) (n=174) P value
Gender (M/F) 9/9 40/34 0.797
Age of biopsy (yrs) 61.3+134 584 +17.1 0.253
Follow-up period (yrs) 55+44 49+45 0.833
BMI (Kg/M?) 244427 24.8+3.7 0.105
MBP (mmHg) 99.3+15.2 98.9+13.6 0.257
Albumin (mg/dl) 2.7+0.7 25+0.6 0.591
Cholesterol (mg/dl) 344.0 £126.9 339.3+£135.1 0.659
Triglyceride (mg/dl) 229.6 £163.2 222.6 £160.1 0.509
CT initial (mg/dl)* 1.2+0.1 1.4 +0.1 0.284
DUP ipitiar (g/day)* 6.5+1.0 6.4+0.6 0.772
CCT initial (m]/min) 81.1+£27.8 87.7+443 0.059
Cr final (mg/dl)* 20+£0.5 2.1+£0.2 0.976
DUP fiar (g/day)* 24+£09 2.7+0.4 0.872
CCr fina1 (ml/min) 62.0+37.4 60.5 + 38.4 0.639
Cardiovascular events 1(5.6) 13 (17.6) 0.288
Peripheral vascular events 4(22.2) 14 (18.9) 0.747
Macrovascular events 4(22.2) 22 (29.7) 0.771
Hematuria 15 (83.3) 48 (64.9) 0.164
Lower leg edema 13 (72.2) 62 (83.8) 0.311
Proteiuria = 3.5 g/day 13 (72.2) 48 (64.9) 0.782
Malignancy 1(5.6) 4(5.4) 1.000
Complete remission 7 (38.9) 29 (13.5) 0.056
Disease progression 7 (38.9) 37 (50.0) 0.441

BMI: body mass index; MBP: mean blood pressure;

excretion; CCr: creatinine clearance

* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean + SD (standard deviation)
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Table 32. eNOS intron 4 genetic polymorphism and pathological findings

a-deletion/b-insertion b-insertion / b-insertion

(n=18) (n=174) P value
Stage
[+1I 1(5.6) 14 (18.9) 0.383
111 16 (88.9) 57 (77.0)
v 1(5.6) 3(@4.1)
Globosclerosis
No 8 (44.4) 30 (40.5) 0.935
=25% 6 (33.3) 28 (37.8)
>25% 4(22.2) 16 (21.6)
Tubulointerstitial fibrosis
No 9 (50.0) 46 (62.2) 0.492
=25% 5(27.8) 19 (25.7)
>25% 4 (19.6) 9(12.2)
Vascular fibrointimal hyperplasia
No 12 (66.7) 47 (63.5) 0.796
=25% 5(27.8) 19 (25.7)
>25% 6 (5.6) 8 (10.8)
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Table 33. eNOS intron 4 gene polymorphism with different response modality

eNOS intron 4 gene polymorphism

a-deletion/b-insertion  b-insertion /b-insertion P value

Observation
None response 1 (100.0) 7 (70.0) 0.814
Partial response 0(0.0) 2 (20.0)
Complete response 0 (0.0) 1(10.0)

Prednisolone only
None response 2 (28.6) 8 (25.8) 0.941
Partial response 3 (42.9) 12 (38.7)
Complete response 2 (28.6) 11 (35.5)

Italian protocol
None response 1(14.3) 7(25.9) 0.791
Partial response 3(42.9) 11 (40.7)
Complete response 3(42.9) 9(33.3)

Cyclosporine
None response 2 (50.0) 5(31.3) 0.343
Partial response 2 (50.0) 5(31.3)
Complete response 0 (0.0) 6 (37.3)
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Table 34. PAI-1 genetic polymorphism and clinical data

4G4G 4G5G 5G5G
(n=30) (n=41) (n=21) P value
Gender (M/F) 16/14 23/18 10/11 0.818
Age of biopsy (yrs) 60.0+16.1 588+18.0 57.7+13.9 0.883
Follow-up period (yrs) 53+£5.0 54+48 3.8+£2.8 0.341
BMI (Kg/M?) 25.0+3.8 247+3.8 243 +3.1 0.792
MBP (mmHg) 973+134 100.7+11.3 983+185 0.579
Albumin (mg/dl) 2.5+0.6 2.5+0.6 2.8+0.5 0.117
Cholesterol (mg/dl) 337.54+106.2 356.1 £161.7 312.8 £ 101.8 0.478
Triglyceride (mg/dl) 231.3+138.1 201.9+£127.2 256.6 +232.4 0.428
CT initia1 (mg/dl)* 1.4+0.1 1.4+0.2 1.2+0.2 0.705
DUP initial (g/day)* 7.1£0.9 6.3+0.8 56+09 0.513
CCT initia1 (Mm]/min) 82.0+46.8 86.5+39.6 925+384 0.678
Cr final (mg/dl)* 25+0.5 2.1+0.3 1.3+0.1 0.110
DUP fina1 (g/day)* 3.2+0.7 2.8+0.6 1.7+0.7 0.362
CCr fina (ml/min) 52.1+£323  624+425 70.6+349 0.225
Cardiovascular events 3 (10.0) 10 (24.4) 1 (4.8) 0.079
Peripheral vascular events 6 (20.0) 9 (22.0) 3(14.3) 0.770
Macrovascular events 7 (23.3) 16 (39.0) 3(14.3) 0.094
Hematuria 19 (63.3) 29 (70.7) 15(71.4) 0.760
Lower leg edema 27 (90.0) 34 (82.9) 14 (66.7) 0.102
Proteinuria = 3.5 g/day 23 (76.7) 25 (61.0) 13 (61.9) 0.342
Malignancy 2(6.7) 2(4.9) 1 (4.8) 0.936
Complete remission 10 (33.3) 16 (39.0) 10 (47.6) 0.365
Disease progression 19 (63.3) 19 (46.3) 4 (19.0) 0.008

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein
excretion; CCr: creatinine clearance
* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean =+ SD (standard deviation)
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Table 35. PAI-1 genetic polymorphism and pathological findings

4G4G 4G5G 5G5G

(n=30) (n=41) (n=21) P value
Stage
I+11 2 (6.7) 8 (19.5) 5(23.8) 0.366
I 26 (86.7) 31 (75.6) 16 (76.2)
v 2(6.7) 2(4.9) 0 (0.0)
Globosclerosis
No 12 (40.0) 17 (41.5) 9(42.9) 0.596
=25% 10 (33.3) 14 (34.1) 10 (47.6)
>25% 8 (26.7) 10 (24.4) 2(9.5)
Tubulointerstitial fibrosis
No 17 (56.7) 23 (56.1) 15(71.4) 0.669
=25% 8 (26.7) 11 (26.8) 5(26.8)
>25% 5(16.7) 7(17.1) 1 (4.8)
Vascular fibrointimal hyperplasia
No 17 (56.7) 28 (68.3) 14 (66.7) 0.643
=25% 10 (33.3) 8(19.5) 6 (28.6)
>25% 3 (10.0) 5(12.2) 1 (4.8)
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Table36. PAI-1 gene polymorphism with different response modality

PAI-1 gene polymorphism

4G4G 4G5G 5G5G P value
Observation
None response 4 (66.7) 3(75.0) 1 (100.0) 0.334
Partial response 2(33.3) 0(0.0) 0 (0.0)
Complete response 0(0.0) 1(25.0) 0 (0.0)
Prednisolone only
None response 3(21.4) 6 (35.3) 1(14.3) 0.699
Partial response 7 (50.0) 5(29.4) 3 (42.9)
Complete response 4 (28.6) 6 (35.3) 3(42.9)
Italian protocol
None response 4 (30.8) 3 (18.8) 1 (20.0) 0.818
Partial response 6 (46.2) 6 (37.5) 2 (40.0)
Complete response 3(23.1) 7 (43.8) 2 (40.0)
Cyclosporine
None response 4 (44.4) 2 (25.0) 1 (33.3) 0.254
Partial response 4 (44.4) 3(37.5) 0 (0.0)

Complete response 1(11.1) 3(37.5) 2 (66.7)
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Table 37. Urokinase genetic polymorphism and clinical data

C/T T/T
(n=80) (n=12) P value
Gender (M/F) 39/41 10/2 0.031
Age of biopsy (yrs) 60.7+15.3 472 +19.4 0.007
Follow-up period (yrs) 54+4.6 26+2.0 0.040
BMI (Kg/M?) 24.7+3.5 25.0+3.8 0.749
MBP (mmHg) 99.1+12.3 98.2+22.2 0.827
Albumin (mg/dl) 25+0.6 26+0.8 0.704
Cholesterol (mg/dl) 349.7+ 134.6 276.6 + 103.8 0.075
Triglyceride (mg/dl) 2222+ 1574 235.8£181.9 0.786
CT initial (mg/dl)* 1.3+0.1 1.5+0.3 0.477
DUP ipitiar (g/day)* 6.3+0.5 7.5+1.6 0.420
CCT initial (m]/min) 85.8 £40.1 90.3+£52.0 0.732
Cr final (mg/dl)* 2.1+0.2 20+04 0.879
DUP fiar (g/day)* 2.6+0.4 32+1.5 0.633
CCr fina1 (ml/min) 58.8 £37.1 75.6 £42.9 0.171
Cardiovascular events 12 (15.0) 2 (16.7) 0.881
Peripheral vascular events 15 (18.8) 3(25.0) 0.611
Macrovascular events 23 (28.8) 3(25.0) 0.788
Hematuria 54 (67.5) 9 (75.0) 0.602
Lower leg edema 67 (83.8) 8 (66.7) 0.155
Proteiuria = 3.5 g/day 53 (66.3) 8 (66.7) 1.000
Malignancy 5(6.3) 0 (0.0) 0.373
Complete remission 32 (40.0) 4 (33.3) 0.712
Disease progression 38 (47.5) 4(33.3) 0.536

BMI: body mass index; MBP: mean blood pressure; DUP: daily urinary protein

excretion; CCr: creatinine clearance

* CI initial, DUP initial, CT final, DUP fina1 are presented as Mean + SEM (standard error of

mean); the others are presented as Mean + SD (standard deviation)
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Table 38. Urokinase genetic polymorphism and pathological findings
C/T T/T

(n=280) (n=12) P value
Stage
I+11 14 (17.5) 1(8.3) 0.496
111 62 (77.5) 11 (91.7)
v 4 (5.0) 0 (0.0)
Globosclerosis
No 32 (40.0) 6 (50.0) 0.478
=25% 29 (36.3) 5(41.7)
>25% 19 (23.8) 1 (8.3)
Tubulointerstitial fibrosis
No 46 (57.5) 9(75.0) 0.514
=25% 22 (27.5) 2 (16.7)
>25% 12 (15.0) 1 (8.3)
Vascular fibrointimal hyperplasia
No 52 (65.0) 7 (58.3) 0.827
=25% 20 (25.0) 4 (33.3)
>25% 8 (10.0) 1(8.3)
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Table 39. Urokinase gene polymorphism with different response modality

Urokinase gene polymorphism

C/T C/C P value
Observation
None response 1 (100.0) 7 (70.0) 0.814
Partial response 0(0.0) 2 (20.0)
Complete response 0 (0.0) 1(10.0)
Prednisolone only
None response 2 (33.3) 8 (25.0) 0.903
Partial response 2 (33.3) 13 (45.6)
Complete response 2(33.3) 11 (34.4)
Italian protocol
None response 0(0.0) 8 (26.7) 0.292
Partial response 3 (75.0) 11 (36.7)
Complete response 1 (25.0) 11 (36.7)
Cyclosporine
None response 1 (50.0) 6 (33.3) 0.621
Partial response 1 (50.0) 6 (33.3)
Complete response 0 (0.0) 6 (33.3)
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(a) PAI-1 (4G/4G)

FAGAGAGTCTGGACACGT GGG GAGTCAGC CGT G

My

(b) PAL-1 (4G/5G) AGTCAGCCGTGTATC

GAGAGAGTCTGEACACGT GGG G HHHHAAC C C

| /

GAGTCAGCCGTGTATC

(c) PAI-1 (5G/5G)

CAGAGAGTCTE EACACGT GGG G AGTCAGC CHRT B

ol

B = 2= e R RE T B gl B3 (PAL-1)A Flgads 5 2 5] 5 Al e
Vs 7| Ble(a) & PAI-14G/4G +: 5 5]-(b) 5 PAL-14G/5G fife i 510 (c) 5
PAI-1 5G/5G % e & 7
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Abstract

Background: Idiopathic membranous nephropathy remains the most common cause
of the nephrotic syndrome in adults in the world. Because of its frequency, it remains
the second or third most common cause of end-stage renal disease within the primary
glomerulonephritis group, despite its unusual natural history in which many patients
have a spontaneous and complete recovery. This outcome has not changed much over
the past 3 decades as indicated by a recent publication reporting a 30% spontaneous
complete remission rate at 5 years and 25% proceeding to end-stage renal disease by
the end of 8 years. Although, many effort to find the pathogenesis and new modality
of management and well-controlled hypertension with new antihypertensive regimen,
but the prognosis was not improved. The genetic study of idiopathic membranous
nephropathy is limited to the association of human lymphocyte antigen (HLA), so we
conduct this study to find the genetic factors in idiopathic membranous nephropathy.
Methods: We enrolled 92 patients, received renal biopsy proved as membranous
nephropathy at the Veterans General Hospital, excluding secondary to underlying
diseases, and 145 physical check-up adults (age = 18 years old) without any sign of
systemic disease served as normal control. The clinical data was from the medical
records. Every patient was followed at least 6 months. The genomic DNA was
extracted from peripheral lymphocyte, and propagated by polymerase chain reaction
(PCR). The genetic markers were divided into 4 classes: (1) pro-inflammatory
cytokines genes: Interleukin-1 (IL-1) promoter and exon 5, IL-1Ra, IL-2Rf and
TNF-a; (2) anti-inflammatory cytokines genes: IL-4 promoter, IL-4 intron 3 and
IL-10 promoter; (3) endothelial nitric oxide synthase (eNOS) gene: promoter and
intron 4; (4) fibrogensis genes: plasminogen activator inhibitor-1 (PAI-1) promoter
and urokinase 3’-UTR genes. We will analyze the association of clinical
manifestations, correlation of pathological changes and response to different modality
of managements. The renal survivals between different genetic factors were compared
by Kaplan-Meier survival curve to define the effects.

Results: There are no genetic distribution, allele frequencies and allele carriage rates
between MN and normal control in IL-1 b promoter, exon 5, IL-1Ra, IL-2Rf3 and
TNF-a, IL-4 exon 3, PAI-1 and eNOS intron 4. The IL-4 promoter —570T allele had
higher allele carriage rate in MN (100%) than control (94.2%, P = 0.03). The genetic
distribution in IL-10 promoter gene —627A/-627A (56.5%) is higher than control
(44.7%, P = 0.045). The eNOS promoter gene was no CC homozygotes in MN (0%)
significantly different to control (27.1%, P = 0.0001). The allele carriage rates were C
allele (17.4%) and T allele (100%) higher than control C allele (74.3%) and T allele
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(72.9%, P < 0.0001). The risk ratio of C allele was 0.07, and 95% confidence interval
was 0.04-0.14. In the analysis of clinical manifestation, the 4G-allele carriers (4G/4G
and 4G/5G) of PAI-1 gene is more rapid disease progression in 5G/5G homozygotes.
The IL-10 promoter gene C/C homozygotes has poor renal survival of MN to T/C
heterozygotes and T/T homozygotes (P = 0.004, Kaplan-Meier survival curve).

Conclusion: There were 9 proteins with 12 genetic markers evaluated in MN. The
eNOS promoter is a good genetic marker to MN. Though the genetic distribution of
IL-10 promoter and urokinase 3’UTR genes also significantly different to control in
MN, but there were no difference in allele frequencies and allele carriage rates. The
PAI-1 4G-allele carriers seem to be a poor predictor and —627*C/-627*C of IL-10
homozygotes had poor renal survival. In the study, we could not conduct the
correlation of pathological findings and response to different modalities due to small
patient population. We need to design a prospective and long-term study to approve
our present findings and to find the more detailed genetic marks to MN. In the future,
we could use this data to be a tool of diagnosis (prevent medicine and
pharmacogenomics), to understand the basic biologic effects for drug therapy and

even to do gene therapy.
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