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FLL MK FGF21 5§ K EOYIRE B E/ LB E TR RN
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(LT RFM @ O s NE, EREESER, LK O0MEWR R, fEiT
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BE HI A5 B PR R IR R4 A K7 21 (FGF2D) KPR E 5 ki
OUE (DCMD & JF 8 F /B R B E BT RO K. J7EE ATIEMEGIA 217 15 DCM & JF it
H/EME (24 kg/m’<BMI<40 kg/m?) &, A BE AL RAMIRTT . NAHR &
R4 FGF21 /KF, YT 12 DAV A0 =570 % (LVEF)  AZ10IhREr 2 (NYHA)
A1 B BYEN PR IR (BNP) 93846 o iR4E 6 TT 7 280/ 70 R ) 7 ke Gl /£>2 2% : LVEF 2035>10%-
NYHA t#>1 2% BNP F[§>50%) 7 N A (n=155) R (n=62) . K Spearman
FHIRAE M+ Logistic [FIAM 2 1XFH TAERFHERZE (ROC) 1HAE FGF21 5077 R L FEA
ROMEFFNRR. GR LA REL FGF21 KFaTHMA (hAifl: 244.65 pg/mL vs
198.40 pg/mL, P<0.001) . FGF21 5#1j BNP IEAH% (7=0.184, P<0.05) , 5pf1/i LVEF
ik (7=-0.140, P<0.05) . ZAFE Logistic [M1JH0#r Box, FGF21 NIEIT NAS BT
KR (P<0.001) » ROC HIZE FHEAN 0.90, HAERWIE 205 pg/mL. & FGF21 41 (>205
pg/mL) FEA RO ML E A (MACE) KUK 5 (P<0.001) . 518 £:4k FGF21 JHE i) DCM
£ I R VAT IS IR S, MACE RS IS ARG, AT BUG T BRI TiUS
IR, A RT RS BRI IR YT .
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Relationship between baseline plasma FGF21 levels and therapeutic efficacy in

patients with dilated cardiomyopathy complicated by overweight/obesity
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Abstract Objective To explore whether baseline plasma fibroblast growth factor 21 (FGF21) levels
are associated with treatment outcomes in patients with dilated cardiomyopathy (DCM) who are
overweight/obese. Methods A prospective study included 217 patients with DCM and
overweight/obese (24 kg/m’< BMI < 40 kg/m?). All patients received standardized heart failure
medication. Baseline FGF21 levels were measured at enrollment. Left ventricular ejection fraction
(LVEF), NYHA functional class, and B-type natriuretic peptide changes were assessed during a 12-
month follow-up. Patients were divided into an effective group (n=155) and an ineffective group
(n=62) based on the criteria for treatment effectiveness (meeting>2 criteria: LVEF
improvement>10%, NYHA functional class improvement>1, and BNP decrease>50%). Spearman
correlation analysis, Logistic regression, and ROC curve analysis were employed to evaluate the
association of FGF21 with therapeutic efficacy and major adverse cardiovascular events. Results
Baseline FGF21 levels in the invalid group were higher than those in the valid group (median:
244.65 pg/mL vs 198.40 pg/mL, P<0.001). FGF21 was positively correlated with follow-up BNP
(=0.184, P<0.05) and negatively correlated with follow-up LVEF (r=-0.140, P<0.05). Multivariate
Logistic regression analysis showed that FGF21 was an independent risk factor for poor treatment
response (P<0.001). The area under the receiver operating characteristic curve (ROC) was 0.90,
with the optimal cutoff value being 205 pg/mL. The high FGF21 group (=205 pg/mL) had a higher
risk of major adverse cardiovascular events (P<0.001). Conclusion Baseline FGF21 elevation is

independently associated with reduced treatment response and increased risk of MACE in DCM



patients with overweight/obesity, serving as a prognostic biomarker for predicting treatment efficacy,

which facilitates risk stratification and personalized therapy.

Key words fibroblast growth factor 21; dilated cardiomyopathy; overweight; obesity; prognosis;

treatment response
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Pk RO (dilated cardiomyopathy, DCM) A& —Ff LZS 00 258 BB 3 47 KA 455 Th
REBEAS A RFAE I QLB , 20 ) 22 s AL O VR M JR BRIV B B Rl 2 — 1, & BREH DCM
(¥ 2B 2 RIS o HEREVE A A BRVE (R I, 50 LB 2 [0 R A R A7 AE WA
JRH AT M PR UIE 8 (23 B 8 S BOIE BE[ & 4 0 =45 4L (body mass index, BMID) >24 kg/m?]/2&
DCM #ERE ML ER 2 HAFFIERER DCM 38 6 T O ia T R B8 2, 1R R
JRUE 03T,

FRATAE 0 A K K7 21 (fibroblast growth factor 21, FGF21) & FF A% 43 1A 8 ik
=, e AT ™, BT BRI R RO RYER, TS O ULRE AR
IMEIANMFET: . SR, 1K FGF21 ZK°F5 DCM £ 4 5/A0 BE 5677 SR 2 1] i) G TE 4
AU, HAFTPES DCM BUS MAYAREY), AR B BRI 720 5 58 15 4
(left ventricular ejection fractions, LVEF) fEAERE AR o] REAAAE“NE R IR B2 Wi PE e T
B o DRI, PRTEHE B/ R — R AR 5N DCM &3 IO T A= b5 S A — € il R
B, 1ZWHE B R EE L M2 FGF21 7K°F5 DCM 45 1 5 /AE I 2 2 I AT AL R R
HSIAEATRTT RIS SRR 1 AW SRR .

1 B ETiE

L1 RBIBORE AT RO BTRETESEPEABIRE 7T, 40N 2021 4F 1 H % 2023 4F 12
AR T K 2 B S O i A BHBR 2 1) DCML 3% o T FCIE SR A bRifE: © 754 (o
E 5k AL AUR S WAAIT IR ) o DCM 2 Wits el @ 24 kg/m><BMI<40 kg/m> G/
JEERRAES % o [ AR B HAR D o ® ik 18~75 &, PIH ML IR IR TR



O IR AR BE Uy I R RS B8 o« T (S 2 iR e B0 ) BRI YT, A I
IR RG] (angiotensin converting enzyme inhibitor, ACED) /I S5k 1524k
BH¥# 7 (angiotensin IT receptor blockers, ARB) /Il & ik & 2 /4 i nfE Ak B4 41177 (angiotensin
receptor-neprilysin inhibitor, ARND) . B SZARFHI . B4-H & HEHh [R5 28 EH 2 (sodium-
dependent glucose transporters 2, SGLT-2) ). i [ 52 (A U R AT 35 1 19 H R A AL,
M (soluble guanylate cyclase, sGC) ZAEFENFEE. HibptnitE: © &I ™EFEREAL
R BB /N BRIEIS %8<30 mL/ (min-1.73 m?) sUFEEAR>3 A5 IEFE LR » @ Rk
Tz RNE DSBS (<4 D 5 © A IFHARIALOUR Bk R O . R 28 3kah
A 217 B, FrES5EEBMERZET. LIRS RERACEEZ A St 7 iR

(%%'5: KY2026K0216) .

1.2 BARWE AR H A REIEL T, PAIRKEEMER B TR R T A 2
HEMEELM LS SAER s . © LG8 Yhnl. 48 ABt BML ARG

ANBeldi s fFok . BEAm . 29N, @ OIERE: AL i
FEERIT, SRAIRFH Simpson ¥, TEAHIRE S IR IR BIUEGLT, S0 &E I il B 1
TE O BEPIRAIABA . FO BWAEARIAR, JETHSE LVEF . B NI & 45 R P A T
JREEGHT. @ M3 FGF21 Kl SREEHE FWREIMNE KL S mL, 1/ EDTA HUkEE (R 17,

E 4 °CofF N LR 3 000 r/min 250> 15 min 28 #5115 . K ELISA VAR FGF21 ¥k
& (Human FGF21 ELISAKit, B/ LAY THRAMRAR $%'5: CSB-E16844h) , FEfE™

A% TR 1l W PR

1.3 FEV SRR T BRI, 3. 64 12 MHTTSE BRI 1 Ik, S BET5
B 12 ™MH. FEAROME M (major adverse cardiovascular events, MACE) 2.0y IfiL &
AU O AR R S N O . RS O R (A
0T OEES)) o BITRERAE AR B A A AR R 2 AL, 4 T EA
YiaIr 12 S H B IRIRIEEIR A A2 0 i Hh 2 (New York heart association, NYHA) 0 Ijig
S HL: O LVEF 83>10%; @ NYHA 740003 >1 %%:; 3 BNP Ff#>50%, ik 3 4%
Wi 2 S M A EHENIBIT ARG ImARREROR B EE 2R NYHA 0 D6 A B M1
B HE NIRTT T

L4 iR A R B (R 4.5.1) BEATHIE M. £FE RS0 TR TR DU 2



WRAEZERRTR, 2HIA) LU ECR MO A ¢ 56 5 R IEZAS 7040 Hicts LA 7 880 (DU 23 A2 RN BRD 20K,

K F Mann-Whitney U #558. XF T 43 KB F 2 70 RUPBRRMER ROTRES, X T 55
AR (4 NYHA 22 KH Mann-Whitney U #&36. K Spearman AHI&4 #3436 28 i
J# FGF21 5P15 BNP. Bvj LVEF fAHCME. R ZJ0 Logistic [AH CRA KNG
TARCAERS L o). BMIL S MLE . BEPR - ABE O DhRE. (O Z 570 HT LK FGF21 %} DCM
G IR /IR ORI, [RIHZE R BLHE L Coddsratio, OR) J 95% B A5 X [A]
(confidence interval, CI) 375, FRHIJT Z KK 5 (variance inflation factor, VIF) Pl
ZEILANE. RAZRE TIEFEINZ (receiver operating characteristic curve, ROC) il
FELR M FGF21 X7 B TN E,  LAL EFa Bum R R W 52 ek, IRt 2k T
[fiA (areaunderthe curve, AUC)  95%CIL. BBt HE 54k BH A TU0E A B 14 T

R S FEA T A 2R 0 FGF21 mKFALRIGK 4L, SR A Kaplan-Meier 2:22 i 447 il
4, JFH Log-rank ta 50 L P ZH MACE KA XU . SR A5, A P<0.05 A2 RA St

RSN
F B X

2 4R

2.1 B4 DCM &I E/EHEF WERRFE ALY 217 4] DCM & Ik /LR
B, ZIRIT A 62 N (28.6%) , HRUH 155 N (71.4%) , TCRUHEE R B &1
LVEF (34.77£10.39% vs 31.59+9.81%; P=0.035) . 3¢ %2k FGF21[244.65 (211.48,275.17)
pg/mL vs 198.40 (175.15, 203.50) pg/mL; P<0.001]7KF LA EAK ) BNP[452.50 (197.00, 1
794.75) pg/mL vs 1 010.00 (408.50, 1 905.00) pg/mL; P=0.009]. [FJH} & BLTCREH H# A1
ACEI/ARB/ARNI. % & B4 $177 (mineralocorticoid receptor antagonist, MRA) FH 2 /5 T 4%

AHHAFESR (P<0.05) . HAWHTHAWRRFGIFHEEES (K1) .

F£1 PHABERERBKBRIEE n=217, n (%), XS, M (P, P:s)]

Tab.1 Comparison of baseline clinical data between the two groups of patients [n=217, n

(%), XxS, M(Ps, Prs)]

Non-effective group Effective group HZI? P
Variable
(n=62) (n=155) value value
Age (years) 64.15+15.26 63.64+13.10 0.25 0.807

BMI (kg/m?) 26.66+2.07 26.93+2.62 0.72 0471



Non-effective group Effective group HZI? P

Variable
(n=62) (n=155) value value
Male/Female (%) 47 (75.81)/15 (24.19) 104 (67.10)/51 (32.90) 1.59  0.208
SBP (mmHg) 126.63+19.12 124.14+20.87 0.81 0.418
DBP (mmHg) 76.45+16.09 79.44+17.74 -1.15  0.252
Heart rate (bpm) 85.77+17.24 84.90+16.85 0.34 0.733
LVDd (mm) 62.65+10.16 64.50=£7.90 -1.29  0.201
LVSd (mm) 51.82+11.27 54.75+8.92 -1.83  0.071
LVEF (%) 34.77+10.39 31.59+9.81 2.13  0.035
Plasma FGF21
244.65(211.48,275.17)  198.40 (175.15,203.50)  -9.22 <0.001
(pg/mL)
cTnl (ng/mL) 0.05 (0.05, 0.05) 0.05 (0.05, 0.05) -2.04  0.042
BNP (pg/mL) 452.50 (197.00, 1 794.75) 1 010.00 (408.50, 1 905.00) -2.60 0.009
Atrial fibrillation (%) 14 (22.58) 40 (25.81) 0.25 0.620
Hypertension (%) 26 (41.94) 60 (38.71) 0.19 0.661
Diabetes (%) 18 (29.03) 27 (17.42) 3.63 0.057
CKD (%) 5 (8.06) 11 (7.10) 0 1.000
CHD (%) 17 (27.42) 34 (21.94) 0.74 0.389
Smoking (%) 22 (35.48) 61 (39.35) 0.28 0.596
Drinking (%) 18 (29.03) 52 (33.55) 0.41 0.520
Cardiac function (%) 4.72  0.094
I-1I 18 (29.03) 25 (16.13)
11 39 (62.90) 113 (72.90)
v 5(8.06) 17 (10.97)
ACEI/ARB/ARN I (%) 56 (90.32) 152 (98.06) 4.87 0.027
j receptor blocker (%) 56 (90.32) 147 (94.84) 0.84 0.359
SGLT2i (%) 55 (88.71) 148 (95.48) 2.34  0.126
MRA (%) 55 (88.71) 153 (98.71) 8.77 0.003

sGC (%) 60 (96.77) 149 (96.13) 0  1.000




22 WHEE 2 AAMTERKLE 7217 LEEMUIEREY, STERAM, HiTa

RIS 12 S H 6D BNP F£1%[414.00 (128.50,719.00) pg/mL vs 465.00 (192.50,1297.50)

pg/mL; P=0.039], Ffit/i LVEF Jt& (FRA7%0 40.0% vs 33.5%; P=0.002) , MACE KEZHE

fi(21.29% vs 51.61%; P<0.001) . ¥677 A R O D K R 28 1-11 4 i LU ) i - Jo 41 (P<0.001)
(£2) .

K2 FHABESE R NAMBBIELE (n=217, n (%), M (P, Prs)]

Tab.2 Data comparison between the two groups at 12 months follow-up [#n=217, n (%), M
(P2s, P75)]

Non-effective group Effective group Zly P
Variable
(n=62) (n=155) value  value

Follow-up BNP
(pg/mL)
Follow-up LVEF (%) 33.50 (28.00, 41.75) 40.00 (34.00, 46.00) -3.17  0.002

465.00 (192.50, 1 297.50)  414.00 (128.50, 719.00)  -2.06  0.039

Follow-up cardiac

function (%) ) <0001
I-1T 26 (41.94) 134(86.46)
I 35 (56.45) 21 (13.54)
v 1(1.61) 0(0)

MACE (%) 32 (51.61) 33(21.29) 19.41 <0.001

2.3 M#FLE FGF21 515 BNP. LVEF FJMHStED T Spearman AHICHE /BT R, I
R FGF21 556 12 /> A WAV BNP 2 551E495¢ (7=0.184, P<0.05) , 5[#Vj LVEF &
AR (,=-0.140, P<0.05) (K1) . XM BARG 2 EEZHKT, HiRER



F1 ¥ FGF21 KF5REDF BNP (A) FFETS LVEF (B) ] Spearman AHSHEM T

Fig.1 Analysis of the Spearman correlation between plasma FGF21 levels and follow-up

BNP (A) and LVEF (B)

2.4 DCM & HF B/ RE B E VBT BRI Logistic BT HBMB RN NHERIE I F £
Wi, COFRCARAR R, CKAERY. M. BMIL 4% LVEF. ABLOIIAE. 0 )38 2555 9)
NN &, BRI AR & VIF N 1.08~4.12 CF¥J 1.92) , L™ £ H 3L,
SRR, {ERET RRYVEEE, LMK FGF21 /K=Y & i H/ R B TR T

ROR BT FE R R R [OR (95%CD) =1.07 (1.04~1.09) , P<<0.001] (£ 3) .

R3 Y IEREONIRE S IR/ LR B EGITIT A Logistic [BHAHT (n=217)

Tab.3 Logistic regression analysis of treatment efficacy in patients with dilated

cardiomyopathy combined with overweight/obesity (n=217)

Variable s SE Zvalue P value OR (95%CI)
Intercept -9.97 5.39 -1.85 0.064 0 (0-1.81)
Plasma FGF21 0.07 0.01 5.64 <0.001 1.07 (1.04-1.09)
Female -0.51 0.54 -0.94 0.348 0.60 (0.21-1.74)
Diabetes 0.79 0.54 1.46 0.144 2.20 (0.76-6.34)
Cardiac function

I-11 1.00 (Reference)

11 -0.63 0.58 -1.09 0.277 0.53 (0.17-1.66)

v -0.12 0.84 -0.14 0.887 0.89 (0.17-4.60)
ACEI/ARB/ARNI -1.43 1.44 -0.99 0.322 0.24 (0.01-4.05)
[ receptor blocker -0.68 0.88 -0.78 0.434 0.50 (0.09-2.80)
SGLT2i -1.17 0.77 -1.53 0.126 0.31 (0.07-1.39)
MRA -1.92 1.02 -1.90 0.058 0.15 (0.02-1.07)
sGC 1.69 1.42 1.19 0.234 5.41 (0.34-86.93)
Age 0 0.02 -0.20 0.839 1.00 (0.96-1.04)
BMI -0.07 0.11 -0.69 0.493 0.93 (0.75-1.15)
LVEF 0.02 0.03 0.86 0.389 1.02 (0.97-1.07)




2.5DCM & FHBE /AL B & IR ELE FGF21 51RyT RLMTEAMT 7217 il DCM & 5F
HEE TR T, FRZINIE FGF21 AK-FIhm 507 A BUERRE Z MR (OR=1.06, 95%
CI: 1.04~1.09, P<0.001) . WAH/HrEaR, A BERPIAIRELLL ACEVARB/ARNI.
SGLT2i 1 sGC MY E G, £:48 FGF21 S5iRy7 AR M ORB T [ Mk —3, 4IR=2 |
YEF TG 228 X (¥ P for interaction™>0.05) . BAZAKFHF7IFI MRA 8 F 5 5t e 2k
FGF21 5697 BUR Z 1A B SSHRAFAE .25 5 HAEH] (P for interaction 73514 0.023 A1 0.025) .
FEGEH] B SZARFH AR MRA M, 348 FGF21 FHEHI 56T A 0 MR 535 ARk,
IR LR AR RO, OSSR T BB S X TR0, R AR A DG A8 HAR 45 21
S (F2) .

B2 AHETHDCM &HBEE/FEMEEZEL MR FGF21 5T RMXR

Fig.2 The relationship between baseline plasma FGF21 and treatment efficacy in

overweight/obese patients with different subgroups of DCM

2.6 IMIRFELL FGF21 KFXf DCM & HABE/JERE B ZTT M TMMAE  ROC #hZk 0 HT P4l
TR FGF21 /KX 8 E/ALE DCM BB 167 IR NAS R P TNAN{E , 25 R BoR, 24k FGF21



/K ROC B2k AUC 4 0.90 (95% CI:0.85~0.95) , FEfAEEWT{E 205 pg/mL 4b, gkt
N 81.7%- RN 61.5% BHYETMIE A 45.5% BAPEBUNE A 89.8%. XIif /LR DCM
BB ZNEAIRTT K B BE VTV T AUB e K 4 MACE S+ 65 ) (bt y ol
32 4 vs WRITARE 33 B, BIWKRAEFARI . HKAE ROC MABWHE, JEEFH MK
FGF21 73 N /KP4 (=205 pg/mL) AME/KSPAH (<205 pg/mL) o #4 2H 26 2 it W 10 1
Fl Kaplan Meier =770 7, FGF21 WK KR AE MACE (U & KP4

(P<0.001) (E3) .

Alor —~ B 100
08
075
=
206 s
2 S
g © 050 -
© X
% 04 F % Low-level group
S High-level group
AUC (95% CI): 0.90 (0.85 - 0.95) 0.25
0.2 | ARG : : Log rank P<0.001 HR (95% Cl): 2.289 (1.404 - 3.730)
o L L L L L | 0 . L L )
0.2 0.4 0.6 0.8 1.0 3 6 9 12
1-Specificity Time (month)

3 IM#RFELE FGF21 P E/AERE DCM BRI M ROC 12k (A) RiLFFLE
FGF21 5. fK&/KF4 Kaplan Meier ZE7F 4R (B)

Fig.3 ROC curves of baseline plasma FGF21 for predicting treatment response in
overweight/obese patients with DCM (A), and Kaplan Meier survival curves of high and low

baseline plasma FGF21 groups (B)
3 #hig

AW TR INELL MK FGF21 KV 55 DCM A 8 H/ AR e 28 0 B8 TR YT IR S 25 DI AH K
TB9T TR FELL FGF21 T4 34 ; Spearman 73 #T fi7s, FGF21 5Tl BNP £55 IEAH 4.
5BE7; LVEF B85 0AH5C. #E—PRIEFR. Mol BMIL ARTL g, LVEF &Z5Y)RH
J&, FGR21 Ftmiflh 5697 RINAS RARSZAH G . ROC 23 M das Hohya 7 8 i AUC=0.90,
AT E A 205 pg/mL, UM 81.7%. HF5FME 61.5%; = FGF21 41 (>205 pg/mL) MACE
RGN, Flgh BIeR, FELRIMIK FGF21 nIREA B T2 N B A KU 7 J2 A0 Tl 1
filio



FGF21 FZHAIEE R, 25 MBI MR A AR e T, stk e
F 2 RUE PRI BB EIR FGF21 AP AT, LA s R 5 28 HR70 R s 28 42 7 £
(RrdE R S 2. FENB P . RREEETEROARI BORCIRE T, S (LIt AEIIAZD X FGF21
(1A= Pk L AU T B, SR AR N “FGF21 HEHTRASES, J8y7 Jo R4 M3 528 FGF21 K
SR, TTRE R AR ROEOIR S T U FGF21 955 RN o JEREHE S8 VAR &
RE MREFIE. R RIS O LG B IR R e TR 2 5 ix — i AR 0, ARm Fu s R 5 1 A
—IIZIAN 241 5] DCM BE AL e Sk —8, BHARR DCM B3 L& FGF21 /K
m AR, H FGF21 5 NYHA 704, &3 K0 B BABIL R S IEAHSS, 5 LVEF £ 1
R, FFERATRSE AN RIS o ACBIF T8 042 2176 7 0 R 8 3 E R 2R i R 3 L A v 11
LVEF (34.77% vs 31.59%) HMUEAKHT BNP /K-F-o R IR7AL G003 ™ HE TR bR I R 7870 2 ik
YA AR, (HHAR Y AR R BRI ZEAL (& FGF21 /KSF) R TR 1% J5 2hs
HEARIT IO RS [, ZI AR DCM B rhe R B 18 ) RE R AR 2L,
Chou et al*Viff 78 S/~ 78 56 ML 53 B AR B AL 0 2 8 iR I FGF21 5EFKIIREA 2 K 1 AR
O M FEHI; Yan et al“MRIE ST AERE DCM IR AU MO ILEE B AR A B Hm, AR
A DCM B IR R AL, 4o JURR U 158 R FH 48 Do v T 225 i 44 52 PR

AW LE R TR, ERBIERGIL FGF21 /KR DCM & I 2/ L VAT 2%
BB G R 2 W R — S B FGF21 (TR B3GR T B X EEER . p32
AR B 702 BAR L 0T IR A, R O PRI T s Jod 8 P A8 SR 2 v, DT o5 o L
HH . BARCRAFEAN . W TEH B ZARBEM IS FGF21 & s A PSS, IRKEEAE
7 e JEE A HAFAE ARG WU "1, I AR RIS SGLT2 i) e A 3R k-1
ZAKBENF)  (glucagon-like peptide-1 receptor agonist, GLP-1RA) %5 HLA5 B Q15T % 4k i 37
T2, K5 ROC BIZR 2 BT SR 34k FGF21 AT N BA R TR E, 3T 1t
HUHE X7 (1 FGF21 Ko 3 R 58 @i MACE AR, X iE— 25 SCREFE ) FGF21
VAT (KR pegozafermin F1 efruxifermin) , AJ e =EEH . JH & R EHUK
PR SFALARITUS . BEATARYT (U0 NOD FESZ AR (A5 A DG (1 3 477 VTX3232 Bk
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K MACE XU InAH o< . FGF21 W] B8 S L% N AE A U S BRI Co UL B A XU, AT Ry
YETT AT XU 23 2 A0 TG A e A= bR B8, (B el R S A EAT 75 22 0w HE TR ATE 78 56
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