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[Abstract] Objective: To investigate the therapeutic effects of Yueju Wan derivative formula on heart failure
complicated with depression and it’s effect on Elk1-Ghrelin pathway. Methods: A mouse model of heart failure
complicated with depression was established using left anterior descending coronary artery ligation (LAD)
combined with chronic mild stress (CMS). Totally 60 C57BL/6 mice were randomly divided into six groups,
including control group, model group, sham operation CMS group, Yueju Wan derivative formula treatment
group, AAV-mElkl group, and AAV-mElkl+Yueju Wan derivative formula treatment group. The therapeutic
effects of Yueju Wan derivative formula and its impact on the Elkl-Ghrelin pathway were evaluated through
behavioral tests, echocardiography, serological detection, and molecular biology experiments. Results: Yueju
Wan derivative formula significantly improved depressive-like behaviors in model mice, increased serum Ghrelin
levels, decreased BNP levels, and improved cardiac function indicators (LVEF, LVFS, LVIDd, LVIDs and E/A).
Simultaneously, Yueju Wan derivative formula decreased the Elkl mRNA and Elkl protein expression levels in

hippocampal and cardiac tissues. The Yueju Wan derivative formula treatment group showed the best therapeutic
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effect. The expression levels of Elkl in hippocampal tissue (=-0.78, P<0.01) and Elkl in cardiac tissue (r=-0.82,

P<0.01) were negatively correlated with ghrelin. Conclusion: Yueju Wan derivative formula may improve cardiac

function and depressive—like behaviors in mice with heart failure complicated with depression by down-regu-—

lating Elklexpression, thereby increasing serum Ghrelin level.

[Keywords] heart failure; depression; Yueju Wan derivative formula; transcriptional activator; Elk1l; Ghre—

lin; mouse
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#7165 cm, 15 min, 4 °C) MBS LA , 53255 T -80 CL-ATFFM
DMFH R (2550 mg) 37 RIFR A TS AL LR, TR
Sy FEY R ) — B 5 T AU A A R,
-80 CIRAFFFH

2.6 MLEIFGAT

2.6.1 ATHZFEEM (OBKAR ARG : STEHT24 h, B
BN, — 3 1% K, — I 267K 24 bl 2 Pk
TWARTHFE R, T K AT 3 o (2) 3838 e vk a5 « B /1N BB
AHAE20 em K25 em B BEIAEIE B 48 0, KR 15 em, KR
(25+1)°C o3 N5 min/F , i35 6 min /NS (3)

AT BRSBTS 24 WS AT R,
STRCE B A S min, 1C 57/ BB B W) BT AE B AN 1] A
RSB B S B B TR IR R | R AR R
oo (4) g ZR 2k B i K /N VB T B PG T 1) T
B IC %S minA/INBUETT R B 457 B I (B FTE AR
2.6.2 IMIEFKM  RAELISAK I (i3 T Ghrelin F1IBNP7K
-, AR R IR R G U ] AR
263 EAOIEK A TESCIREEAET IS TR O S TS
A1, LUk 5 e ORI (T 1.5 9%~2.090 ) 5 Fbe Xt
ANEREA TR BE IR , DR 2P OB/ BRI R 1 52 137 C
RIS b B R A, RO AR5 o Vevo2100
/NSRS RS, B #MSA00 = 4R 3K (18 MHZ~38 MHz) o 3¢
B O KA L T () B IR RIMZE 8 75 AR ) e 0 B
S 1435 (left ventricular ejection fraction, LVEF) 2202 f
455 % (left ventricular fractional shortening, LVFS) 720> % &F
AN (left ventricular internal diameter at end—diastole ,
LVIDd) ZE BRI (left ventricular internal diameter
at end-systole, LVIDs ) &7 7P (R4 ) 5106 40 ( A ) i 7 38 2
LA (E/A).
2,64 S TFAEYFERM  (1)RT-qPCR: 3R U 5 ALG R4
ZUERNA , 385 538 cDNA JG #E47 52 1 258 5E B PCR., A8
Elkl mRNAZKILKF-

(2)Western blotting: ##HUZHZHEE 1 , i3 Western blotting
IR EL 8 A R IBKF-
27 GitFgrik FrABARHEHISPSS 26, 08 TS o)
e X BRI T IEAS 034 B 7 22 P PER B, XA 5 IEAS
G3AG BT R AR 22 (s )RR, 2 HHL ] FE AR
FHER T 225587 (One—way ANOVA), B FLBER FLSD—
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33 B RS ARILE SN IR R, ARRZH /N R
FILVEF \LVFS . E/A HLAEREAR, LVIDA \LVIDs 51 ( P<0.05) . 55
FERIZE S HE , BB ALZE T 1897 2L A AV —mElk 1 +iB8 AL 28 7
IRITAL R IR REFE PR (P<0.05) . (ILFR3)
x3 FBHEPMROIHEEIEFRELE

(xxs5)

gkl 0 LVERGe VRS LVIDdmm  LVIDshm  BARAE
gt 10 685537 372225 362018 228005 182012
il 10 39843 197526 472:02%  379:020+ 1028011
fFARemsat 10 602:39% 305:26% 395:0.19%  267:0.16" 1674014
HRAS R 100 5638414 2985074 415:020°  291:017% 1534013
AAV-mEKI4] 10 372646 185528 486:025  396:022 095010
AV-nEI LA RITAL 10 4978440 2562090 438:020°  32680.19% 1354012

F B 469 MB5B 16405 84439

P 0000 0000 0000 0000 0000

E 5B AL, P<0.05; 5 AR 4L I 4L, P<0.05
3.4 A REILRE AR g BRI/ U S FLO BE
HLPEIK]T mRNAFIEIK 18 3R IA 7K 025 (P<0.05) .
B ALZEITIRI T AAV -mEIk 1+ AL T VA T Y Elk
mRNAFIEL 12 H RIBACTREAR(P<0.05) . (1724 &)
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