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UEZE]1 B8 %05 510 I RAE b5 Xt 52 52 5] (tacrolimus , FK506 ) 1677 45 & VR B
(idiopathic membranous nephropathy , IMN) B30 K BUM (6 . F7 ik SR BB YA 5E 5 ik g A
76 B2 IMN (1 522, IR FK506 (0. 05~0. 075 mg+kg™ -d™) Fl P 257 & ik JE 4 (0.5 mg kg™ +d™) ,
B SR 300 24 J] o WACHE BB A R BB AR TR SR AR RSO B o RSBS00 — 4« 58 A G
2l (complete remission, CR) . 41 ZZ i 41 (partial remission, PR) . JEAL 4 (no remission, NR) . 37 lfi
PRESFR XTI TF RS0 L R TR . G55 =41 FK506 A HETC 24 5, A8 15 B R 2 0] o4k
PERH I, 4~6 pg/L B I 24 ¥ JBE IX 1) G2 A 2 v T Al R BE IX 0] (P<<0. 05) o B IEGARARAR T Lotk Sk
281 WLAF CR 41 . PR 4 2 {% F NR 241 [ (69.1813.61) pmol/L . (80.20=16. 44) pmol/L
(92.53422. 60) pmol/L, P<<0. 05 ] ; fl 5 /NBR I8 1 >R (estimated glomerular filtration rate ,eGFR)CR
ZH PR T NRAL[(95.89+16. 46)mL-min"'+1. 73 m™,(96. 96+17. 01)mL-min™"+ (1. 73 m*)™'
e (78. 70420, 01)mL-min™+ (1. 73 m?)™", P<C0. 05 ; Ml JR R CR 41 i K T PR 41 NR 41[ (344. 79+
81.85) umol/L Lt (405. 72+89. 77) pmol/L . (382. 48+96. 32) pmol/L | ; B /N E 45 CR 41 I AL T
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[Abstract] ~Objective To explore the factors of affecting and predicting the therapeutic efficacy
of tacrolimus (FK506) in patients with idiopathic membranous nephropathy (IMN). Methods A total of
76 IMN patients receiving oral FK506 (0.05-0. 075 mg-kg™+d™) plus prednisone (0.5 mg-kg™'+d™)
were recruited. Clinical characteristics, pathological indicators, therapeutic effect and adverse reactions
were recorded at baseline and during 24-week treatment. According to curative effect, they were divided
into three groups of complete remission (CR) , partial remission (PR) and no remission (NR). The im-
pact of clinical characteristics on efficacy and outcome was examined. Results No difference existed in
average blood trough concentration of tacrolimus among three groups. There was no correlation between

blood trough concentration and remission rate. The remission rate in trough concentration range of 4-6
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g/ was higher than other concentration ranges. The remission rate was lower in males than that in fe-

males. Baseline serum creatinine was significantly lower in CR/PR group than that in NR group
[ (69.187+13.61)umol/L (80. 20416. 44) pmol/L vs (92.53+22. 60) pmol/L, P<<0. 05]; eGFR was
significantly higher in CR/PR group than that in NR group [ (95.89+16.46) mL-min™'- (1.73 m*)™",
(96.96417.01) mL-min™+ (1.73 m*)™ wvs (78.70420.01) mL+min™"+ (1. 73 m*)™", P<C0. 05] ; serum
uric acid was significantly lower in CR group than that in PR/NR group [ (344.79481.85) pmol/L wvs
(405.72£89. 77) pmol/L . (382. 484-96. 32) pumol/L ] ; tubular atrophy (TA) was significantly lower in
CR group than that in PR/NR group (1 vs 18,10, P<C0.01). Multivariate COX regression analysis indi-

cated that eGFR and serum albumin were independent factors for predicting the efficacy of tacrolimus in

IMN patients. Conclusion Male, baseline creatinine, eGFR and TA are four key influencing factors of

efficacy. And eGFR and serum albumin are independent predictive factors of outcomes.
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T & PE B PE B R (idiopathic membranous ne-
phropathy, IMN) /& i A\ 5 % £ 5 1iE (nephrotic syn-
drome, NS) 5 WL R 2 — , o A s 1 1 /Nek
PRI 9. 89%0~13. 302" AL WL (5« r=2:1),
JLEE DRI o et AR B IS TS 214 (Kidney
Disease: Improving Global Outcomes, KDIGO) 2021
AR /INERBER I R 52 B P HEXE TR T IMN 9 2454621
5 W Tk i ) 22 5 FRLT S R B 2 W0 R T AT R 51
(calcineurin inhibitors, CNIs) &£ . FRBEEERE 7 %84
RA AR R, A2 B e R 2 58 i
2 R 2250, BT LA H AT R AR R i R AR
BRI CNIs FIA R0 T 235 80 00 B H R IRSE
fiff , ELBH & T6 T I ) B 3G 0, 28 il 3 o B 2 3
HEAER CNIs# V2 T IMN IIRYT .

At 7% 5 7] (tacrolimus, FK506) 4& CNIs 2 —, H
BT Z T B B e s 1 B i B B AR i HE
FRE o FK506 5 T ik L 40 g 2 i) 32 74 (ML 45 5
H I FKBP12) 45 AT 8 FKBP12-FK506 Z &4 , 1%
G WA A5 R R 2 W R I R MR R A R
(interleukin, 1) 2 {4 7= A= 1 T bk B 40 i A9 36 460
FK506 [F] a0l 4 B T 400, N ini AR5 B 40 ™
A B BB R TL-10 245 B A 5Ny B 5 ]
FK506 1077 IMN UL AT DL 7 , i HL 22 e m
FUAT , FK506 P G g5 1 il £ T 5 5, AN R B
A HEMEE AL TR ST IMN

IR FK506 & 2l 1R 2 IMN B 1 1R 77
2 BT E AR AR AT 2K R A i 7
077 IMN i B2 v WR 26 DY 3K AT LA Wi 36 7 80R 2
CYP3AS51E 0 FK506 {4 A 4 3 ZA LI , A [a] ) 2k
PRI E R P B R A 5 7 2 A 45 bR n] LA

TGy 25 45 TR RS B A AT T L 5T, AR SR XX 28
() RIS T — A Il B A BIF 5 o

ME5TIE

— B %

XF2016 43 H 2 2018 4F 10 H 78 5 it BERF K2
S — B I B (VT A R S BE ) B AR B 6 A E
Sk IMN Y BB AT A . A BRHE: (1) R BEF
(JE5E + g2 5% + HL g ) TIE 528 IMN; (2) It ILIF
<2260 pmol/L; (3)IRITF I — 1 H N AR 4T CYP3A
it 375 3 390 Tl 9 41 500 5 (4) 47 CYP3AS 56 K ARG
HEBRARAE : (1) 2k LR B 5 (2) P g A
P PEER AT , £ AR 0 7 sl N AU S i R g
(3)AT—A™ H P37 HAth 40 i B 4 2449 K 2 0 1
5 (4) 2 L0 5 (5) BFIhREAR & [ RITA 2
IRl (aspartate transaminase , AST) 5l N 2 iR
I FL T (alanine aminotransferase, ALT) #8114 1F
HAE L FRA AT ok A 2T 2 E (IR AW

1. %7775 %  FK506 5K JEMEATRIT 24 8
FK506 (0. 05~0. 075 mg-kg™'+d™) &1k JE #4 (0. 5
mg-kg"'-d™"), B 12 h= 8 F ik FK506., 4 FK506
(14 43 Vi JEE R 4 50 o, E AR YA 4~10 pg/L .
A2 8 RS IR JEARTR A 2 JEd 5 mg, H &R H
HeRFRE 10 mg., BE W REZ A IERRAVIRE IR
M55 5K 2 e A I 1 3R S i 4 R ok R 1T =2 A4t
AT S BB AHIRYT

2. MRS AR 1N H v~ BT — KBS
5AHEABEV—IR o TESLZRBE DT RIS DLR
FaFR : FK506 75, FK506 2, AN T4, 2140
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ROTHE, LA A /MR, 24 h JRER FIE & LTS
HHL,ALT,AST, JRER, MUVUE, MIRAR , S E RS,
SR, 2 IR O Al Nk g i R (estimated
glomerular filtration rate, eGFR) 2 & CKD-EPI 23 5
T, Uk A2 32 A (anti-phospholipase A2 recep-
tor, anti-PLA2R) Hi A&, CYP3A5 JEH B4, C,/D=
FK506 239 % (pg/1.)/FK506 H 75 (mg/kg) , J7
FK506 [ B2 A O, BUEBIR R A 3 [F]
W 2R, RIS SEETR Y I RIS R i
A G AL FH A1 R 55 6 28 B ot B R R 22— i s =
B WF 5% 16 B 25 B 2 b o (AL VE 4R 5 - 2018-SR-
218. A1),

3. BlksmEE 2P R R BRI B Fr kA T
9 B0 BH e BT TG Ry kb4 Bk 1 /N Bk A A (focal
segmental glomerulosclerosis, FSGS) | Il 175 B A8 14
(vascular hyalinosis, VH) | 5 /N 22 4ii (tubular atro-
phy, TA) Fl[a] Jit £F 4k 4k (interstitial fibrosis, IF), TA
55 TR AR AE B 4 e (<225 % .25 % ~50 % . =>50% )
BOESMEN 01,27,

4. B IRITA RS N 5E 2B (com-
plete remission, CR) , #f 43 2% fi# (partial remission,
PR) FITEA (no remission, NR) . CR & Lk 2 IR
<0.5g/d, B IEEfaE s PRE XM 0.5~3.5 g/d [
AR, IFH T RERILLAKFE50% LT, BIRER
JE o WRAERIIRIRYT 24 Ji 5 BRI 3] CR WAL F]
PR, L NR.

= it F ok

(OB 5 B A AR i HAF A B 5A0 kR
A P [R) FL B o ARSE 06, — 2L IR) FL B FH 5 22000 5 A
FFEIES AT IREAS , AR AR H] Wilcoxon BEFIAS
sy Z R R FH Kruskal-wallis 5 5 o ToFE 43 255081
K e Ko s A 7 o 2 ORMET ] Kruskal-wallis K565 ;
(2)AH I3« A BB AR ELT LR A LE 28534 R A%
0 2 (8] {4 AH ¢ PSR Pearson AH ¢ & %, HoAth >k H
Spearman #H5¢ %5 ; (3) [F1H 737« 44 4 Logistic [B11H
T I IR T SR 5 FK506 75 Wk B J2 B A7 76 AH ¢
P, HRH 2 2 COX B 23 Hr F 0 52 i 7 54 )
% ffiFH SPSS 19. 0 % (Chicago, 11, USA) #£ 17
Gt orr.

# R

— AN B L FA
I 88 il f FH AT A A kbR i, Hoh 5 65
(73.86%) , 2 2301 (26.14% ) . 76 171 5 FH B 5 %

AMESE 29 B FEIT R R TR AE T, PR 74 B
BN AT LMo 7401 I ROTAR 45 R 50
=2 ,CR 21 1] ,PRZH 35 5] ,NR 41 18 ], —2H &
N IELE TR LR 7R T A W R AR T Lo
B (P<<0.05) ; MLULEF CR 41 PR 41 2 % T NR
2 (P<<0.05) ;eGFR CR 41 .PR 4 & % i T NR 41
(P<<0.05) ; Ifil JR fZ CR 4 & % 1K F PR 41 . NR
H.(F1)

= .CYP3A5 R B A B A 542 i 09 %o

CYP3ASRIEAHAIEHEE N (6. 4812, 40) pg/L,
WERET CYP3AS TR (4. 68+3.09) pg/L
(P<C0. 05), 1RIT 24 G BZ#R(CR+PR)75. 61 %1
T CYP3ASTEAA 71. 43 % (HPLHRIZE T IS 24
X(P>0.05),

= \FK506 8-k B 5 7 2069 % %

Logistic [81 145347 2 /s FK506 4 BE 597200
LML (P>0.05), H 4~6 pg/L BfiR B Em T
At e B X (], 5 At e B IX o) LA 22 e ¥ A Ge it
RN (FK2)

9 | T8 35 AR a2 09 %

s JL A W E — 41 R A ) 22 R o e T2 S, 4
Il PRIT RO AT 50 . — 2H BB 5 (R A B /NS 2 40 25 7
A Gt L (P<<0.001) , CRA1'E /N 25 45 Wk 35
e T PRAL M NR 4 . (%3)

A % W& COX B )2 5 H7 I JR 5 AR TR 7 2%

Z HZ COX BIH T 7R 54k eGFR LG
AT DAE A G PRI R S, S R 2R . BT B A
F R, BRI eGFR ILTE AR A Z2 i i s B A
2, eGFR ML H & P8 A B Tim R . (K 4)

1 I 4

IMN f5e 4 N HHLC B e 2R 02 15 2 6 1Y 3% W
TS ARSI T RPEIRYT L 1/3 LA NS 1Y IMN i
T RARENLEARIE W, Praga 5877E 2007 4F
HEAT By — T BE VB 58 o PEAL B8] FK506 R 97
IMN YRR, 45 3 78 FK506 2677 124> A iH A
8290 1Y H A PR f#e , i X BR ANk 2420, 2010
AR E 0 2 U F Y FL R T FKS06 TR ke
1697 IMN [JIBCR 45 3 7R FK506 4 2 i R AE 6 1
H A (85%6 H 65%0)" o Xk BB B 5% #BUE S T
FK506 % IMN f3A TR0, RIIG IR | FK506 8%
2T IMN BRYT . FK506 1377 IMN A 343
BRI 2, PR IR AT W R A8 A 47 23 Hr I 07 Ak
XT38 5 M) B P01
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LD CR(n=21) PR(7=35) NR(7=18) PAi

() 52.48417. 35 44,9414, 47 53.78+£12.22 0.068
BEHI(%) ] 10(47.62) 31(88.57) 13(72.22) 0. 040
A (kg) 67.24+12. 47 72.54+11.02 72.22+8. 05 0.184
IR E R (kg/m*) 24. 64+3.17 25.19+3. 46 25.58+3. 04 0. 667
FI4I (X 10°/1) 7.2941.92 7.2241.73 7.9242.08 0.417
ML (X 10°/1) 1.8040. 47 2.0740.57 2.0740.68 0.188
ML A (g/L) 125.33+13. 42 133.06+19. 67 129.56+26. 82 0. 386
LA (X 10%/1) 4.3540.60 4.4140. 64 4.36+0.91 0.949
MR (X 10°/1.) 237.19+46. 32 232.69+61.59 238.78+73. 44 0.931
HEF (g/L) 23.8845.13 22.9346.30 19.94+5.58 0.120
R (g/L) 22.53+3.26 20.61+3.70 21.13+2.90 0.128
% (mmol/LL) 5.21+1.10 4.93+0.70 5.067+0. 81 0. 488
JRE A (mmol/L) 5.9242.06 6.09+2.31 6.3941.97 0. 627
WL (pmol/1) 69.18+13. 61 80. 20 16. 44 92.53422. 60 0. 001
eGFR[mL-min™+(1.73m*)™"] 95.89+16. 46 96.96+17. 01 78.70420. 01 0.002
1M PR (pmol/1.) 344.79+81. 85 405.72+89.77 382. 48+96. 32 0.053
24 hREM (g) 7.48+8.17 7.91£5.22 9.68+7.15 0.225
ALT(U/L) 23.58+12. 34 19.81+8. 82 17.18+8. 80 0.188
AST(U/L) 23.79+11.43 20.03+5.99 21.47+6.10 0.677
S BT 5 (mmol /L) 7.88+2.24 7.86+2.15 7.85+2.92 0.977
= IgEH Y (mmol /L) 2.564+1.22 3.304+2.21 2.631+1.14 0.426
e C (png/L) 5.06£2. 03 6.17£2. 60 5.2543.79 0.292
C,/Dlpg/L/(mg/kg) ] 122.99+72.09 172.564119. 71 108. 70465. 37 0.078
ANRFNELHIC%) ] 5(23.81) 17(48.57) 8(44. 44) 0.179
anti-PLA2R${A (RU/mL) 80.36+82. 43 137.74+232.65 395.35+855. 98 0.058

TE : eGFR WA TEE /N IRUES 2 ALT N AR A SR AL s AST S K12 H IR ASEHC FE B s anti-PLA2R I HUBER B A2 Z 1K s BB X

ERARIEAN, 1408 7t

F2 AFIFK5006 431 B X S L (%)

AR P E A B AR R AL 2 Sl

BB 1) 2 R T R A B A e i 5 (2)'H

FK506 % ¥ (pg/1.) % CR+PR NR

< x s HERIENERIOIN, SR BB R BRI
o Mo T B T Aok OB TS AT
- W BTN AR 2 KA 1S L
10 © e anas DO PEBISEURRE BT AR B 2

W5 <4 pg/L A, “P<<0.01; 5 4~6 pg/L # . ,"P<C0. 053
FK506 M 5e 5] ; CR Ky 56 222 ; PR FR AT ZE A ;s NR S JEs8

ARG 75 TP F B 0 AR T
S B IESINET % S 2 G (1), B

259 PR AR, P R X FK506 (A AR
M FR , X SR 2 T BB AR ST AR AN A

[F) Hf, 37 28 5% 7 SE 2R il LT L e GFR J& 52 1
TR RN 3R, VLT 7 L eGFRARI 222 . BE

F3  ULECE RS BR L ()

) . I L3 HHH e T X
4151 %k T 1 i T FSGS VH TA IF
CR 21 4 10 6 1 8 2 1 1
PR 35 9 18 5 3 6 1 18° 6
NR 18 1 9 6 2 4 2 10° 5
PAi - 0. 498 0.210 0. 451 <<0. 001 0. 102

TE: 5 CRALLEE, “P<C0. 001,"P=0. 004; CR g 58 A2t s PRHB S B A s NR W JEAL; FSGS g JRALY Bt B /N eRIEAL s VH Ay 1 A5 35 W) A8
s TA N B /IME L4 TF [T 4L
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F4  ZHRCOXIAMHr b e mliAy T IMN BT 2=

P S0 ZHZE bt
K% ) ) . ~ HR )
Bfi HR{§ P{i B Pfi
I
53] —0.038 0.963 0.943 -

ARy 0.021 1.021 0.204
IS 0.011 1.011 0.622
fTE R A HE  —0.052 0.949  0.563
CYP3ASHEHA  0.331 1.393  0.485
24hJREBEMER  0.026 1.027 0.349

ML F A —0.081 0.922 0.070 =0.0970.908 0.024
IfiL LT 0.030 1.030 0.006

eGFR =0.034 0.967 0.003 —0.0400.960 0.002
1R T2 0.000 1.000 0.989
anti-PLA2RHUA  0.001 1.001  0.066
P B4 0. 497
1 -1.540 0.214 0.208
J1g:i] -0.315 0.730 0.687
T34 0.057 1.059 0.944
FSGS 0.118 1.125 0.835
VH —0.545 0.580 0.467
TA 0.185
TA1 -1.727 0.178 0.103
TA2 -1.135 0.321 0.282
IF 0.239
IF1 -1.562 0.210 0.132
1F2 -1.102 0.364 0.366
AR -0.160 0.852 0.736

MU PAZ R E Cox BT AE L, P=>0. 05; IMN g4
BHEIEE B 5 eGFR 55 1 /BRI % s anti-PLA2R i
A2 FSGS Rk B/ NBREEAL 5 VE 45 7B W A5 5 TA
Hy NS T h ] P A A
FEA I 5 IR E S 3L 2R B Th e R A R o Ut e L T
REEAL B EZEHMFE AR, 2021 4 KDIGO 48 R #E
TR XU A1 XU I 3 eGER 9 IMN 8 % 325210
SRR IR T I TR T S WA T, e IR YY
A BT 1040 4540 KU 1) fB 2 (146 NS 1
KB eGFRFEAR) . FRATHBFIR LS R eGFR
51l R % it AT 1E ) BUWAE FH L eGFR = #il s 8 4f
(T7 R, BT AR IMN [ B8 iR 97 T eGFR F %
AT RE S R H AL 75K

FHMABIFFESE F s CR LM JRIR K- FA
Zhang %' Jz BRI R R 0T 4 Sk i 37 £ 16 PR 2% 19030
IMN (B AFTG o 10 DR TR I 2 e s e frg
SEFERE R R 2 TR sh A o IR R KT R 235 i
AP ORI P Bz T RE R, DT S 0 ot R
P g2 PR T LAY B R - Bk R R
Gin R /NERIE R 75 54 BRI Ry B R AE , SR 1E DY

B Dy RERERS | A M 78 A JORE TR . fh kT
DL EEZR M5 PRI AP 7T LIAE R IMN B3 B 15 A R
(kST T R - FK506 3797 IMN i A g UL A -
RAE B R DRI K- 3 v, PR T IMIN AR 3t
FK506 1797 I GO IR K

M % PLA2R #IA A2 A IMN & B i
F ) FBHUE PR PR EIE T E IMN K
FEA YRR EY . PLA2R LR K AL S W35 955 1%
B, M H REBIA T SO o B B s YR T R anti-
PLA2R HUAARIE B -5 1 R G2 fife v JBE AR OC , PO FE 1K
R T S A B R ZZ AR . JRATAZE A s CR
PRI AR, NR AP e . 5350, WF5%
W RPUAIKE 5 8 PR 2 TE ARG PO B2 iy T B
WHE T RERARRN . RAITWAFFRAZ A 20
B8 F AT T PLARGUIARAIRE S I, CR41 5 PR
HEE PLA2RBUATH B TE 3N A N THERARIT

G BT B NR 2L 6 4 H IATY SR 2 35 4 w8 04 T 1
KF-

o B AR X7 S8R 5 00 e ATy 307 B 9 3 0
XFFFRLTCHE A, X 5 Sprangers &7 F 5745 R —%, B
o ] 1Y — IR R BRI A 4 12 IMIN S 3
A PR g i b S Pt R 2%, DA A FEEPE 5 o F 4 L
A K K F- (transforming growth factor, TGF)-31 a4
(V) ol (V) B S 2R % 28 1 22mRNA Ik i, 11
oM ] B i ] TGF 31 S HA M gE 3L i
Az VR 248 1 PR 118 3k AT A1 o /NI Fee 200 e 53 b 24
FI AR5 , DR b 3 53 101 A o ) S A B B T T A A
R BRI s CRAL TA BT
PR41 NR A, REAEAST s TA 5B Uife R A
PRAFDCH S S SepfF oy 45 33 s T A JE Bt B 7
2 5 BT AR B S

FK506 77 IMN 75 2Lk 5 H bR MR B, 52 mm ik
R RIRZ , 2 Y i . CYP3AS JEH Y 4R
W5 212 AR R 259 2Z 8] AR B A
RN R iR s Bt A VR B 3 van 3 v, (HFR AT
PIRIFTEA s AR B 5T PR Ze AR G, TS R
V7 11 & A R I A A Ve R T 388 o T A 7 1 1 RO
CYP3A5 RFIRAH AR W35 5 T CYP3A5 £k
WAL (HIRYT 24 G S (CR+PR)MZ
] 22 S T Ge it 27 S HEMRBE 2 1 5 AN X)L, & B
[Fi) 2 DX 1] P 2 iR 35 25 7, 4~6 pg/ L G2
R T HABWE . FK506 1477 L E NS £
FE i 245 % S FRL R 9% S8 7 3~5 pg /1L 5 5~10 pg/L
ST ER TG X5 Fx [ B B
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(A BIF 2 R AR I FK506 A 4 71 8w DA skE f
A RO o AT UL % T o A TMIN B AN
e TEAERRR G 10 2 v B BIV AT LA BB IR YT AL
A, DT R G AN RS B A A

25 LRIk AR Z &R AT LA I FK506 1G97 IMN
AIRCR . AR B 20 T K FK506 167757
ANBEZESR , KM I 25 2 = B0 RSO A3
PR AT I 1 i PR A B35 97 2 COX [l 34, -
e ml DL Y 2000 L R A8 b o 4 2R R BE A
eGFR K i i F 8 Al UG S P BOR . BRTE
WFFE K IFELL 24 h JRAE H/KE AT AT IMN 5 1Y
RS RIOCR  BATRYEE R W L6 A H A
ML FER AR T 24 h FRER 1 AE 453 B0 3%
A B IA AT RE AL - (1) FB 2> HAE A9 NS & 785 T
HH B PRAR TSI/ | LG B 4 DR 1 B 0T AN BE R
S R T E AR 5 (2) 7 A IR 1 ILAE 2 5 B
JCRF DK LA , JEHJE bk L , 1O S B IMNTR
FPROR2Z M E R . B, X FAEA 1 hhE
Rife 7™ 2 {1 1 R 1 I 7 TMIN SR 3, 4 FH Sz v
J7 R RERCR B2, W5 BTN 7 RO 25 M A B
07, b B T PRI E T T 5

H b A AT R LR LT eGFR K&
TA LW R P 2R o A7 i fe Pl 25 %
R FE AP EAMEE . IKeGFR XKML HE
SRINE R E T I pr e ey 4 7l PURIN
W BRI YT R
TR AR W B R i R

£ £ X W
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