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# ZE B® ®iT 8408 % e (MBD/BDD) Al T4 )5 #p AR5 (PSD) 49 A £ A M e 5 A ALE] . ik i M 2h a5 5 ik
%3 MBD/BDD 74 77 PSD #4 # fE e & fo £ L3012 . VAR I T B - K 285 AR R ST TRUL 69 8 A B3t 32 5 PSDAEA! K R, 1A
Mg F PSDEEA 240 MBD/BDD 41(12.6 g/kg, vA £ 25 %8 31) B A B T (FLX) A (Fakkad i, 2.3 mg/kg) , % X5 & *F 4L, -4
R, BHma X REF B R, FR1K,ELS21d, By EH R85 RERFH MBD/BDD x4 8 K R 49 ARAE 524K 69
F AR ;B E A K AL LR ICE RNA, AT 2 A B Ao A 945 B F o047 P A T LR 2 b B AL B F 69 K B Ao LAY
%% R AT #HAT mRNA fo G KPR A I, R £ 45 MBD/BDD 4 i Af 48 % $2 2k B 131 AN(de ILIB AKT1 %), i BAh & 7%
MEBLAR-% AR AR RBRIR A 5125 i85 . MBD/BDD 7 % & 2 K R 3§ n PSD LA K R A WP o 7 4530, % 69 % B 18] AAT 2E 49
BIH, REHE R R (P<0.05), % MBD/BDD F#Us, K AHLLL P L A T AL % FFLX 4L, L PSDAEA 28
MBD/BDD 41 \FLX 2049 & B #% 4 7£ 9 % 2 5% ; MBD/BDD 48 5 PSD A2 A 40 % 8] 649 £ % & 15 X B (DEGs) 3£ 1 351 /A, L P 17842
TR 173483 LA (P<0.05);1X 1 351 A~ DEGs # oAb 2 Lok AL R AdF AT 5, £ 4R 5] 5 Jesist & fifoib 2
EVEBR-ZARAR AR R 7 1 B %5 4£ ; MBD/BDD 40 K R 2043 LR EHE 4 AT 3045w R AV LTI H A F oAt
A %, % MBD/BDD F#Us , kK RN ¥ Fezf2 . Arx. Ostn Nrgn 3k B Fo i R bk Ab 22 78 35 B T | B& R BR 885 51K B & & 49 A8 2
Rk FH RFEIH(P<0.05), £if MBD/BDD #93PSDAER THE 5 LA 20380 K F o Ae it #4548 % K W w9 Rk 2k
A2 M Ao RLAIIE B %
KR FAOHE I vk RS IAR MK I S G A B AR AR

The potential targets and mechanisms of modified Baihe dihuang decoction applied in post-stroke
depression

HUANG Sixing"?, WU Shuyi"?, ZHANG Ping', LUO Jinping', WANG Min', GUO Yanlei', LI Hao®,
ZHANG Li', QIANG Zhe" * (1. Chongqging Academy of Chinese Materia Medica, Chongging 400065, China;
2. Dept. of Traditional Chinese Medicine, Chongqging College of Traditional Chinese Medicine, Chongqing
402760, China; 3. College of Traditional Chinese Medicine, Chongqing Medical University, Chongqing
400016, China)

ABSTRACT OBJECTIVE To explore the potential targets and mechanisms of the modified Baihe dihuang decoction (MBD/
BDD) applied in post-stroke depression (PSD). METHODS Network pharmacology was used to mine the potential targets and key
pathways of MBD/BDD in the treatment of PSD. PSD model rats were induced by focal cerebral ischemia surgery combined with
chronic unforeseen mild stress, and then were randomly divided into PSD model group, MBD/BDD group (12.6 g/kg, by raw
drug) , and fluoxetine hydrochloride (FLX) group (positive control, 2.3 mg/kg); a blank control group was also set up, with 8
rats in each group. Each administration group was given a corresponding medication solution by gavage once a day for 21
consecutive days. The intervention effect of MBD/BDD on depression-like symptoms in model rats was evaluated by open field and
forced swimming tests. The brain tissues of rats in each group were dissected and total RNA was extracted for transcriptome
sequencing and bioinformatics analysis. The mRNA and protein expressions of genes with significant changes and common
neurotrophic factors were verified based on the above results. RESULTS A total of 131 MBD/BDD antidepressant-related target
genes were obtained (such as ILIB and AKTI, etc.), which

A BEIE &K 7 ARl 55 9% 35 B (No. cste2020jxj1-

were closely related to neural active ligand-receptor

kaﬂiogiﬂz% BIWESE B Wi BRFCIr i P25 25 2% . Eomail: interactions and cyclic adenosine monophosphate signaling
25967952@qq.com pathway. MBD/BDD could significantly prolong or increase

# WIEEE BB . BFSE 7 A 4 T25 %% . E-mail . the total time spent and distance traveled in the central grid of
giangzhe@cqtcm.edu.cn PSD model rats, and significantly shorten the cumulative
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immobility time (P<<0.05). After treatment with MBD/BDD, the number of genes that changed in rat brain tissue was much higher
than that in the FLX group, and there were significant differences in gene profiles among the PSD model group, MBD/BDD
group, and FLX group. There were 1 351 differentially expressed genes (DEGs) between the MBD/BDD group and the PSD model
group, of which 178 were significantly down-regulated and 1 173 were significantly up-regulated (P<<0.05). Above 1 351 DEGs
were involved in neuronal differentiation, chemical synaptic transmission regulation. They were significantly enriched in axonal
guidance, cholinergic synapses and neuroactive ligand-receptor interactions. The top 30 genes in terms of up-regulation in the brain
tissue of rats of MBD/BDD group were all associated with neuronal proliferation, development, differentiation, and migration.
After MBD/BDD intervention, the expressions of Fezf2, Arx, Ostn, Nrgn genes, brain-derived neurotrophic factor and tyrosine
kinase receptor B protein in brain tissue of rats were significantly increased (P<<0.05). CONCLUSIONS The anti-PSD effect of
MBD/BDD may be related to the up-regulation of the expression of genes related to neuronal proliferation, development,
differentiation and migration, as well as the promotion of neural structural and functional repair.

KEYWORDS modified Baihe dihuang decoction; post-stroke depression; network pharmacology; transcriptomics; neuroprotection

L2 FEHBSEHF

25 R S AT (post-stroke depression, PSD) J2&—Ff A
i 5 v i R SR AT DA R0 B A R A AR TR R R AE I
IRERGAE . PSD R4 v 5 B DI AE L 24 1/3 (7%
e AR 2 RIS R R B A AR, 5 E EE AR AN (R
PSD (75 = 1 e 1 HAPOAR Lz ghiB 28 [W]R,
AR IR B, FEERI X A & R R O 25
ARG A SRS, BB RS AR AT, B4R
K, AN PORIR F XS PSD B ALl 24T 1
WA AH M AT G — WA o

FHOCTFSEUESE AL G 25 (2 [R5 64 & & s A S L
SEW A A RIS IR TR Y B HE I A
(B EEmg ) IR R A R BOR 2 85 2 — , Hilm IR
IR Ty s A& R 9T s ) HL 2 A R o2 HRTIRYT PSD
B E ARG T AN A A LB N (modified Baihe
dihuang decoction, f&j # “MBD/BDD” ) J& %t T 1& & = 2
TSI RIS Jr , SR 7E A G Hb 07 I Al S 56 |
b AR A WAL BB R 2T . e RS IR
MBD/BDD X PSD #1547 W i) e 4 1, ml A5 2%
I A LA RE R, o3 LR 22 T e, B O AR O
T RO IR R AL IR SE B R AR A
YEHBIBLEI R AR . At ASBIFSTAE I 2% 2 B2 3 Al
AR LA L, UL PSD AR R B 4, )28 46 75 MBD/
BDD HI T PSD [V 7EAE T S RIBL & 78 0 1 W%
TT 2L T & PSDIRTT BT 2457

1 #7#
1.1 FENEH

A 5T Br AL A 32 % 4L 5 StepOnePlus 3K B %%
6 5 B B A 4% )2 W (quantitative PCR, qPCR) Y |
QuantStudio™ 3 ¢ 3 32 A qPCR X ( 3% [ Thermo Fisher
Scientific 23 &) ) , Universal Hood II % i iU 1% £ 4c (26
Bio-Rad A7) )%,
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A HE SR A4 G AL R (T
543 51 g 200901, 200501, 190901, 200801, 190801 .
200701.,200901) 4y g 51 PR 25 BFSEBE I T2l it , 22
P TP 2R B T B AR S B O L

ELMR SV TT (fluoxetine hydrochloride , FLX) A ( PH:
X 415 20200511, KiAS 10 mg) Wy [ F M PO 25 254
FRZS ] 5 5 RNA $EBGAF (415 9109Q) 1 H H A Takara
N cDNA 55 —5E A sl R £ (LBR gDNA) VSEHTE
PCR /" 34 F# W (4L 4351 24 11139ES10., 11184ES03)
e A 22 A Rk () ey A BIR A Wl s RNA SCE ]
2R B L 2 RORE AR R & (LS 43 51 i #ET530L
MRZMBI126) #J1 [ 5 [F Tlumina 2 7] 3 G 5 G UL
2278 3% 41 (brain-derived neurotrophic factor, BDNF ) i
SEREDLAR | Sl 1% 2 R 37 14K B (tyrosine kinase recep-
tor B, TrkB) . 5 B Bt 4K (4t 5 43 Jill 7 ab108319,
ab187041) ¥4 [ 3BT (11 ) 52 5 4 BN W) 5 B IR 8-
WLEhE 1 (B-actin) HLAAR (L5 ET1702-52) i [ B 48 %
AW EARAT B w5 R A Y (CHRP) Fic 9 1L =
Pt 1gG Pt (HE5 A0208) Wy 1 £ = K AE W AR A R
VNI
1.3 KIEEhY

SPF 4l SD KK 32 H, /&R H 180~220 g, & JK
T3 R 2GRS B S 56 s i T i B At , g 2B =V nl e S
1 SCXK (ii1)2017-0003, FiA sh¥y 44 3% T E i o
G B 2 2 = L % (B 12 h G A28, =i
2422 °C, MIXHRJE L 55%) , A M POK. ARBF5E 7
SR Pl th 2 e S 5 3 ) AR R A 2 D St v
(S HEALS YLS2020-11) , Ff ™k A S 56 0 4 5 LA
i FH AR SCHLE
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2 AE
2.1 MBHEFHR
2.1.1  MBD/BDD {ifi £ 4645 ) 45 5 Bz L HE TR AR 1Y
ik

{# F ETCM %45 2 (http : //temspw.com/) 5341 MBD/
BDD (LA AL, I 468508 T M AL T 2 P S T A
WG . DARRIR 25 0 2 FR ARy G878 ETCM i
J 6% MBD/BDD (35 7 S AR SCHE L, K
73514535 MBD/BDD FE PEAL 5 1) S ORERE D 4R
2.1.2 MBD/BDD MR FH KL R AR i 1

LL “depression” “antidepressants” “depressive disor-
der” 4 A K & in] , i 1 GeneCards (¥ /% (https : //gene-
cards.org/) Fll OMIM $#& /& (https : //omim.org/ ) FE BN AR
IEAHCHE 5 o X GeneCard B8 22 H AH DG HEAR 73K F 10
) 35 PRI OMIML 50808 2 v 8 A 5 DX 1A T 32, 45 210470
HRAE AR SC HL I 4R, JF 67 5 “2.1. 17 00 v 4% MBD/
BDD #ILJE [N A 17 28 X, Bsg 4 |, Bl #S MBD/BDD 47
ABAHOCHE R4
2.1.3 41350 2% 5 A -4 B AR 2% Y
Hy g

¥ “2.1.17 300~ ) MBD/BDD 15 1 £k A 4 #0032 [H i
“2.1.2" T F 1) MBD/BDD HT AR AH O PRI AE A 45 55, Al
JH Cytoscape P RALARPFFG L LH 73 5 246 (285 v | 3%
AR R AR EAE ) o BLY2.1.27 5T F MBD/BDD
BUHATAH G55 PR A2 00 1y i 0 2 1 A A4 i B STRING
B4 ) (https : //cn.string-db.org/) , B %E #F 4 “homo sa-
piens” , K H Cytoscape ] W Tb 1 444 H 2K 11 it - 25 11 o
HH H 4 F (protein-protein interaction, PPI) [ 2% | 3 )
“TSV R RAT
2.1.4  HUERIE R AL R A B0 e 3 B S AT

R A DR R 28 254 2 (Kiyoto Encyclopedia of
Genes and Genomes, KEGG) il #4347 0] FH T & B 259
VB DGR A 538 B o AT (8 A R 3.4.0 B P 1Y
“clusterprofile” £, LA P<<0.05 MFrifE 1T KEGG i 1% 1Y
A
2.2 FHYIEKE
2.2.1 &ML PSSR

58, X R B T Sk e G e i FA . R BRAR A
RIK 12 h, 28 0.9% [ UL L2480 (5 mL/kg, I8 1S T 1) iR
P, DA RMO [, X6 35090 e kT B2 5 TSt h 2 )
1, 258 Ao ML Bl bk S9h S KA SN Sk ; 25 FL810h
Bhbk , FH 3l ke e P 2 2502 2 Jik S 350 N sl bk, 3 22
FUR B KA —BUET] O B2 B G KA B E 2 i
(42 0.235~0.260 mm) 11 J& & B 22 5 2% N B8 sl ik iz
BRHME A BN BN KA IR OF [, 3 s ™, BES UK

TEZED; 2023455 34 45 20 1

S MA S AETE PR B, H R SR 1R, B (e 1 )
WEFE, T8 TR PR AN BT 130 UL A RN 38, BDBEAILE 52 AN
[l IS [ 1 min 257K 24 h 286X 24 h 45 °C R #E:
5 min  WIBFAE 24 h KPR 30 min (TR 160 4/min) |
4 °CYKK Hh ik 5 min] HINEL, B K 1~2 8, B 31k, %
221 d, LI PSD ALK

K 15 PSD BERLR B BE ML 2> PSD BB 4] \MBD/
BDD 41[12.6 g/kg, LA 245 Bt i), 3% BRI IR &
1.8 ¢/ (kg-d) By 7 AF e 58 i 73] . FLX ZH [ BH A% X AR, 2.3
mg/kg , 4 BRI R Tt 0.33 mg/(kg-d) 19 7 551
181, 55t G B2 (I 20 K B 32 AR ) 1 F AR 3R
AL, IS AL Z AT R , 5418 H . MBD/
BDD ZH Al FLX 20 K S B AR 259 (LUK ORI ) | 25
P % FE ZH FN PSD A5 U 20 R BRE B A5 AR R 1R
HEE21d,
2.2.2 Froymihs

(1) W37 525 (open field test, OFT) : T4 20 K45 2
S5UFHEAT OF T, SE802 E 24 100 cm X 100 cm X 60 cm
W FF i, SRR 4 B 25 A TR A 1Y E T
W o ¥ A K EUICE A & F Rl g sk 5 min N7E
RO DT A% AR 28 I B[R] R AT HE ) SR S, AR R ER
B 1Y

(2) 5 38 Y7 Uk S 56 (forced swimming test, FST) : T
55 21 RESEEIG KT K B T /K b 7 3 55
[ AE A 5 60 em, B4R 40 em; /KR (20 +2)°C, 7K
{37 %55 30 em]H, R HIFKAE IV 2 min J5 , 12 5% H: 5 min P
1 RIS Sl s 1] (LA sk FLIA] T S AN 2
TERASE DS ARET) .
2.2.3  FESRANY S5 EYE R0

FSTJi5 , 25 41 K B4 0.9% S M Hb Z 41 (5 mL/kg, I
JEE TS BRI AR FE , BB AN 2H 2O T HE LS RNA | 34T
FES A SCZER EEFT DNA Y18 X iiZH 2L iy
RNA HE17 il it I 7 ASRAS I AT 3 SR e 1A B, I
12 4l 2% 5 % ik % [H (differentially expressed genes,
DEGs) ; X Jirf DEGs #1735 F 4 {4 (gene ontology, GO)
WM, BT DisGeNET 4 % (https : //www.disgenet.
org/ ) FFATHER AR SME B A2 40T, B T3 [ [ 7 AR
e 5k X 8548 2 (https - //www.ncbi.nlm.nih. gov/gene ) #£ 17
AEE B2 T e SN Ty b R T R R 2R 5
S A A A 5E M
2.2.4  HUFEDN KR HARIK R SIE

G546 IR LRI A )5 B o BT g L, e B
i R4 3 A R AT mRNA APk Bk (SERT
qPCRIE) , BEHR 2 A~ LAY P 2838 5% #0112 1 KF
FRIRIIE (Western blot 1) .
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(1) mRNA 7K P-4 - $2 Ht MBD/BDD 41 #1 PSD 41
K EUIR 41215 RNA, 64T qPCR 43 #T o [ A4 3= A 45
cDNA #ifiz 1 wL, SYBR Green Master Mix 5 uL, I .
e 51 CEAKR T 5 S K B L3R 1) 4% 0.4 pL, G
RNase 7K % 10 pL. Jz W 554 4 95 °C Tl 22 ¥4 2 min;
95 °CZE 1 10 5,60 °CiE K /AEM 30 s, F: 40 M EFRA, LIH
TS -3- WA R i U (GAPDH ) 4 N 2, 2K 27 e il
% B LR AR X ik i

*1 BHEEMSIMFEIIMEYKE

A JEl(5'=3") A bp
GAPDH - TGTGAACGGATTTGGCCGTA 183
Fii#: ACCAGCTTCCCATTCTCAGC
BDNF Fif: CAGGTTCGAGAGGTCTGACG n
Fii: CAAGTCCGCGTCCTTATGGT
TiB [: ACCAAACCAATCGGGAGCAT 107
Tl ATGTCTCGCCAACTTGAGCA

Ferf? Filf: CCACTTACCCACCATCGGAG 108
N CCAGCAGAAAAAGCTTGGGG

Are [4##:GGCCCGAGTGCAAGAGTAAA 86
N CATTTTGCACGGGCTTCTCC

Ostn Flf: CCACCCACAACCAGAGAAGA 14
Ml TGTCAAGGGGAGACCCGAAG

Nign [4if: CTGCTCCAAGCCAGACGAC 101

Fif#: CCATGTGGCCCCGAAAACT

(2) 8 F /KA« $2 5 PSD 41 . FLX 41 1 MBD/
BDD 41 K FUINAH ZUR R , 200 I AR AR B S
HEAT HL UK 0 B85 O % B L BT, B S Jin A BDNF, TrkB
B-actin—HT (FBE LI A 1:1 000) , 4 °CIFE 117 ; Uk
S AR, T (R R 1:1 000) , ZIEBFE 1 h,
ECL & fo )5 hif% , LA B 98 11 5 WS 8 1 (B-actin) [ K
FEME FLE R H 8 A ik it
2.3 FitFFE

%1 GraphPad Prism v9 3 F X 848 #4758 1107 o
B LA x + 5 R, 2241 1] B4R FH BA 1) 0L )y 2545
B, ik — 20 WP LG SR ] LSD-r A 36 o A 56 /K 1
a=0.05,

3 HFHR
3.1 MEHEBEENSITER
3.1.1 B G kA

L0 175 MBD/BDD 16 ¥E4L &9 132 Ff, i 7E L
4937 5 JLOH BEAFIARE A OCHE LR 1 3334, M
A VR T I PR RN ARAE A S FE L PRI A 728 X, e
345 MBD/BDD LR AH AL L [F] 1314

20 43 -H0 45 (TR LA) JR R T A e PR35 i Rl 20
AP 5 SRS YOG R | IX S8 Y 43 /£ MBD/BDD
PUIWAR T A T EEME R . A Y PPIIN 4% (] 1B)
oA e (B R AR BAE R 8 ) 124 - Fi 1 024
2%, 9 A R R R B/INHE R BRI 9 4N P R U
R ILIB. AKTI. INS. ESRI1. CASP3. GAPDH. IL6.
CREB1.TNF,Mix 5K 25 T MBD/BDD Hiil b
FAM L,
3.1.2 KEGG i w45

131 AR S 5 R 32 2 0 4 T4 80 1k B Ak -2 £
AHEAEH AR BT (cyclic adenosine monophosphate,
cAMP) JE il T U AT IR E KRR R 5 55 5 R
15 5 [ 1 (hypoxia-inducible factor-1, HIF-1) %545 53
o FIR(E S I S BN 21,20, 14,1414
A, [ fESE: MBD/BDD & HEHUIARE FH A S 5A 12
32 YL LER
3.2.1 AT A R

OFT 45 R i/, 5725 (X HR 4L e 5%, PSD AU 4 K
FEUTE R0 T A 6 3% 118 S i [ B HLA T 20 17 B g 1 (. 3
45 B8 (P<<0.05) 5 55 PSD BRI ZH #4254k
SR IR A8 A 2 f S AR sl 3G i (P<<0.05) o FST 452
IR, 525 U0 BR2E LA, PSD R 20 K R B A Bt
] i K (P<<0.05) ; 15 PSD LRI LA, 45 25141 K
SRS 201K h i 1) ¥ 5 3% 46 4 (P<<0.05) o &%
L2,

ALL5-H R 2s
WA SR B MY 0 €0 e MR 5 5 B < MR DRI R R
1 MBD/BDD #i#lBB1H % $0 & if ik 45 R
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150 ==

50 = 5000 =
L
o * b
240 - Y v 4000 =
= v
z b o 4 b I g oty
pac] p © 9 Aah y 2
230 - rYyy 52 3000 =1
= 1 u
%, v Has £, 000
=20 5 2000
) : &
= ]
10 - 1000 =
0 T T T T 0 T
2% PSDAE  MBD/  FLX4L X PSDAE
e gl BDDHL i)

AT TT R AL B S ]
a: 525 HX B LR, P<<0.05;b: S PSDRAIA A, P<<0.05,

B ATk R

b b
A Yoy
a
L[ , "
_I_ vvw 2 100 = ?
= ] b
A A % an A 'b'
K Ty
B 50 w _i’
o
T T 0 T T T T
MBD/  FLX4l 2% PSDAE  MBD/  FLX 4L
BDD 4] s 41 BDD4l

C. B3R

2 MBD/BDD X} PSD # 2 kK RITAFRIEM (x £ 5,n=8)

3.2.2 FEEAWT5AEWE B a R

B AL PR 45 3R R , 4 MBD/BDD T 1l , KRR
il 4 B3k & A AR AR I L R I 2 F FLX 4, Hoh ek
VR Ay A R FLX ZH Y 245 (K1 3A) , H PSD AR AIZ |
MBD/BDD 4 . FLX 41 1% 3 [R5 47 75 B 1 22 55 (|81 3B) o
MBD/BDD 415 PSD #5441 2 [8] () DEGs 4L 1 351 4, H:
1 178 4~ i & T l[log.FC< — 1.0, P<<0.05; FC K25 545
%4 (fold change)]. 1 173 4 2 | ¥ (log.FC>1.0, P<
0.05) (&13C),

FIXF 3R DEGs 19 GO & S 45 R s , i 1 351 4
DEGs ¥ Kt 2050k A2 5 fil A% 3 40 (25 28 5
P BT & B TS LT DisGeNET £d8 4 11
EAELE R R, X DEGs T B SAE M R 012
P2 A T B R 7 B R PR A A RE S92 A O
IHE SR RN B 2 A e R 5 51 5 IR AE S i
I 28 308 A TR - 32 AR B0 P O T 3 AL R
MBD/BDD *f PSD i 3257 1 1 I BE 55 52 Wi #2845 4 1%
DIRemIE =A%,

A 1) 55 [ [ 57, TAE ARS8 Be SR 40 R vl %0, 5 PSD
PRI b %5, MBD/BDD 2 A U414 i 3% FiE H

e BE HE 44 1 30 467 1 3 A (AN Fezf2, Arx . Ostn  Nrgn
Emx1 .Foxgl .Emx2 Nr2el .DIx) ¥ 520 K8 |
SHAEFIERS A G AHABIFE I ARTE FLX A & B ik 5k
F) J 3% 75 1k ; MBD/BDD 41k RN 2 40 i 2 9 L
T R B2 HE 24 T 30 037 B9 L K (A Fgf20, Rlim  Robo4.
Lat  Tstd1) ¥ 5 R N 55 76 5 R A A2 LA 5%, B
KEBSr B IRAE FLX A b ] i T . i — 228 GO 43
Hr& ], MBD/BDD 41 K FUisi 41 2 b iy 30 >335 1Y
FE R 5 v i & B KM B2 BT y & 3L T PR (y-aminobutyric
acid, GABA) e #2070k RN A BT RS % &
LR H AN DX kA A A G s MBD/BDD 41 Fl FLX
2 K BRI 2L 2 R 30 AT 9T 35k PR U 5 35 A 1 A
P BRI G P R G R TR S
T R AV SRR G,

3.2.3 AN MR A RIB R RIS,

X B S A R b b R A 4 A SRR
(Fezf2.Arx ,Ostn Nrgn) #£17 mRNA KR, % 24> H
DL 2278 3% 7 (BDNF  TrkB) k4 14 H IR 5611 , 45
R(E4) BoR, 25 TG , KRR 2 R B K
FE A PARX ek B B 2 TR (P<<0.05).

Eit]
I MBD/BDD 415 PSD #1114 g —
3 FLx 415 pSD Al !_
: ) —
1500 — E — E
= _ SN
| —— 14 LR
3 — PSDFURLZ
S  MBD/BDD#
1000 — W rix
® =——_
g i 57
: 1 N
500 = 0
—1
L
Z score 134
0
0 — T T T
; e . — —5 0 5 10
il RILTIH ek bR R —
log, FC

AR FRIB AT O

B. A DR LA FAE]

C. MBD/BDD 4155 PSD i 74[] 2 [a] DEGs 1k LLi[#]

B3 J|AXRMNAAPBEXERRZEINENLFRL

TEZED; 2023455 34 45 20 1
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S
]

I MBD/BDD 4]

a
I a
a
I a
] T T 0

T
Fezf2 Arx Ostn Nrgn BDNF

A IE A FR A (x £ 5,n=8)
a: 525 PN IR Fb e, P<<0.05,

'S
S
1

I AR 1 AR G 23k

R mRNA R Feik it
1

o

B. EARBRIEHIEA (X +5,n=8)

BDNF S s Sl e s s aue s «s /|5 D)

. e —

v w140 kDa

TIB e ——— —————0) |2

S-actin - —— — ——— — —— — — > | kDa
2519 MBD/ FLX %[ MBD/ FLX % MBD/ FLX
X8 BDD 41 */## BDD 4l *J/ BDD 4]

TrkB Ho@H 4 4 4 4

C. A1 FIRIGIEHL K &

4 EEFE mRNA K E A FRIEHIEIE

4 iFig

PSD J2 1 I8 5905 1) WL KRE 2 — o VE NPTl
ARZY , 5-F% (0 Ji vk B 14 B B UM i 571 (selective serotonin
reuptake inhibitors, SSRIs )& I K1 Y7 PSD ) —28 254 .
SR I R S ik /s, SSRIs 238 il £ 35 4 H Ifi JXURS: , A0 4%
T Wi H IR0 H 1 (intracerebral hemorrhage, ICH) X
G0 AR B, IR SSRIs 2 A4 H ifit XUKS: e oK IR
F SSRIs # 5 50% , Horf & A= TCH B KU /&7 409%™ P
I S A A 5 T S e ol K A AR T U= N =

T2y B AN RN A 7RSO SRR AN
(HAS3) TIRRR)Z AT, MBD/BDD 4814 77
& 8 7 IR T %, T PSD A RO B, E B
LI A . T2 r fEpamiayr o B B
LR IR BEAREME AR A ORI S R
& 2 245 6 MBD/BDD 1597 PSD A4 36 4 i 23 e 78
FERE ST T 40T, S 243845 T MBD/BDD Ht Al AH G
BEIEER 1314, WS , A3 o A4 21 43 - A D 286
PPI M %% , 3147 KEGG i 4 & 543 #71 % B, MBD/BDD
1697 PSD (IHLEI AT BEBS K IL 1B AKT 145 2SR, S5
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