HHE P EESE A 2k 2022 4F 12 H 4 42 545 12 1 CJITWM, December 2022, Vol. 42, No. 12 -1484-

- bR -

HE 2% APPIPS T XU B8 R i 1/ BRI 5 JAK2/
STAT3/SOCS-1 {5518 & 1Y 52

Rk R T O E

WME B WEAEZGA APP/PST ek ik BB R & G 2 (JAK2) /455 #3258 Tk
%W -F 3(STAT3)/ tafie B F12 5 3ph) 4 1( SOCS-1) 12 5 i@ 39 % we, AT L& REEZ% 5% (AD)
T AR, ik K 36 2 APP/PST s R ALa A APP/PST 20, % Ak 5 (donepezil ) 414=
A 2% (SHD) 41, 7% ¥ 12 & C57BL/6JNju )Rk A =48 (WT) 48, Donepezil 24 0.92 mg /(kg-d)
A THR S A% FEREMRER, SHD4# 1359/ (kg -d) ¥ATH T A B FHKIE, WT 44
APP/PS1 40 § Sk magshk, S5 %457 4 B, KA Morris Kk g 3 Aok & 52 3+ R R a93A
Fahht, RERFENZNREDLRAYZARBEYE; & RIEFENT D RiED XAy Z MRy TAL; 8
IR e g B Ml 2 ik (ELISA) A= 2ot R &84 X2 (Real-time PCR) oAl /s Rk & o A 9 27 58 )
F a (TNF-a ) =& @fiaiZ 18 (IL-18 ) 894 F AL mRNA R K-TF; RAEZ G LiriE (Western
Blot) #ml /s iDL & T45446%4d (IBA1), KA 4mE%E G (GFAP), JAK2, p-JAK2-Tyr1007.
STAT3. p-STAT3-Tyr705. SOCS-1 #9%& & kA KT, LR 5 WT 4kde, APP/PST 4/ R -F & 4K
B, kAR e AR A m (P<0.01), FAFERE. BAFRRAT G B 8 Fo R 28 0 (P<0.01),
5 APP/PS1 283t 4%, Donepezil 2842 SHD 28/s R -F & #H KA. #F ok & 342 F b 45 R B0s, U (P<0.05,
P<0.01), FH&-F & k4. B 7% G LRt 845K 3% 4 (P<0.05, P<0.01), 5 WT 2a3t4, APP/
PS141/ Rk CA3 #» DG R AP 2 L & A T E EZZ Y (P<0.01). 5 APP/PS1 481k %%,
Donepezil 282 SHD 21/ K% % CA3 #o DG R 4 2 ;T4 & A AT R k55 B 3 m (P<0.05, P<0.01). 5
WT 2Bt %5, APP/PS1 28/ R 5 TNF-o #= IL-1B8 #4 % & mRNA K -F 3 (P<0.01), 5 APP/
PS1 4atb%, Donepezil 284= SHD 28/ R.i% % ¥+ TNF-a #= IL-1 B %4& % mRNA K- r (P<0.05,
P<0.01), 5 WT 4k, APP/PS1 41/ R85 + IBA1. GFAP. p-JAK2-Tyr1007/JAK2. p-STAT3-Tyr705/
STAT3 #»= SOCS-1 #9%& & £ ik K-F 5+ & (P<0.01). 5 APP/PS1 41rb%, Donepezil 4L4= SHD 41/ £,
#I % IBA1, GFAP. p-JAK2-Tyr1007/JAK2. p-STAT3-Tyr705/STAT3 #= SOCS-1 #5% & & ik K-F .
(P<0.05, P<0.01), &it A X7 Ti@adphlih2 £k & APP/PS1 R L RART B, HAUH T
45 44 JAK2/STAT3/SOCS-1 12 5@ %A # .,
KEIF MREERR; 2R 7 AWE K0 RAT B ; JAK2/STAT3/SOCS-1 12 5 i@ %
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ABSTRACT Objective To observe the effect of Shenghui Decoction on the janus kinase 2 ( JAK2 ) / signal
transducer and activator of transcription 3 ( STAT3 ) / suppressor of cytokine signaling 1 ( SOCS-1 ) signaling
pathway of hippocampus in APP/PS1 dementia mice, and explore the mechanism that Shenghui Decoction
. Methods Thirty-six APP/PS1 mice were
randomly divided into APP/PS1 group, donepezil group and Shenghui Decoction ( SHD ) group, another twelve

improved the synaptic plasticity of Alzheimer's disease ( AD)

C57BL/6JNju mice were set as control ( WT ) group. Donepezil group was given a suspension of donepezil at a
dose of 0.92 mg/ (kg - d), SHD group was given Shenghui Decoction at a dose of 13.5 g/ (kg -d ), WT group
and APP/PS1 group was given an equal volume of pure water. Each group was continuously treated for 4 weeks,
and the cognitive function of mice was evaluated by Morris water maze test and platform jumping test. Nissl staining
was used to observe the pathological morphology of neurons in the hippocampus of mice. Golgi-Cox staining was
used to observe the changes in the dendritic spines of neurons in the hippocampus of mice. ELISA were used to
detect the levels of tumor necrosis factor-« ( TNF-« ) and interleukin 18 (IL-18 ) in the hippocampus of mice.
Real-time PCR was used to detect the mRNA levels of TNF-« and IL-1 8 in the hippocampus of mice. The protein
expression levels of ion-calcium-binding protein ( IBA1), glial fibrillary acidic protein ( GFAP ), JAK2, p-JAK2-
Tyr1007, STAT3, p-STAT3-Tyr705 and SOCS-1 in the hippocampus of mice were also detected by Western Blot.
Results Compared with the WT group, the escape latency, total swimming distance and error times in the
APP/PS1 group were significantly increased ( P<0.01), while the number of crossing platform, time staying in
the target quadrant and step down latency were significantly reduced ( £P<0.01) . Compared with the APP/PS1
group, the escape latency, total swimming distance and error times in the Donepezil group and SHD group were
reduced ( P<0.05, P<0.01), while the number of crossing platform, time staying in the target quadrant and step
down latency were increased ( P<0.05, P<0.01) . Compared with the WT group, the number of neurons in the
CA3 and DG areas of the hippocampus of the APP/PS1 group and the dendritic spine density were significantly
reduced ( P<0.01)
hippocampus in the Donepezil group and the SHD group and the dendritic spine density were increased ( P<0.05,
P<0.01) . Compared with the WT group, the content and mRNA of TNF-« and IL-1 3 in the hippocampus of the
APP/PS1 group were significantly increased ( P<0.01) .

. Compared with the APP/PS1 group, the number of neurons in the CA3 and DG areas of the

Compared with the APP/PS1 group, the content and
mRNA of TNF-«a and IL-1 8 in the hippocampus of the Donepezil group and SHD group were increased ( P<0.05,
P<0.01) . Compared with the WT group, the protein expression levels of IBA1, GFAP, p-JAK2-Tyr1007/JAK2,
p-STAT3-Tyr705/STAT3 and SOCS-1 in the hippocampus of the APP/PS1 group were increased ( P<0.01), while
the above phenomenon was reversed by Donepezil and SHD ( P<0.05, P<0.01) . Conclusion Shenghui
Decoction could improve hippocampal synaptic plasticity of APP/PS1 mice via inhibiting neuroinflammation, and
its mechanism may be related to its inhibition of JAK2/STAT3/SOCS-1 signaling pathway.

KEYWORDS Alzheimer's disease; Shenghui Decoction; neuroinflammation; synaptic plasticity; JAK2/

STAT3/SOCS-1 signaling pathway
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( suppressor of cytokine signaling 1, SOCS-1) {5
538 B EA R R RE VR AT, MRS S
% ) AT 22 fik AD P22 T RN S fil B A0, O RE A 28 ik
(2

AD Jg THIE S R “HIR” WJEWE. AD B
BIAEmG, HAW 50N IReRIMAE, HbhHE -
ML OMIRTE . RS RN, K, #ME
M FR O PRI 5 A Bilh AD By H 20AE
A B A BR R CHRUE S « (00T ), HATRM B fa g
FDLMAERITE 2y, MiBIT sz iy "0,
AU AT Z I, A2 v T e k2
RAELE APP/PST it/ B N I D BE RV 74 15 A
ZAL, HEARERE RS B A UGS AD S il ] 57
FPER ™ 2 ST RS T S SR A I Y
LA, AWK APP/PS i & /N BUAE S AD Y,
P JAK2/STAT3/SOCS-1 {551 5 11 25 17 i 3%
S fi Al YA RY A3 HLA, AT AR A BTG AD St
SRR

RIS

1 zh¥)  SPFZufrk APP/PS1 /N 45 H,5 A,
ik 25~28 g, M [ b 50 Ak B AR W) BB I A
B2 &) [ ATIE 5 SCXK (5T ) : 2014-0004], #H
[] i st 1% 15 5 19 25 % IR CB7BL/6INju /) B
15 H, g [ kst geim FIAESe g RAT IR A [ S
AfjES . SCXK ((51) : 2016-0006], #h4¥yiE =Tt
Hh S 2 R BE 25 525G UL SPR sl B [ shi sk
o ZFVF TR S . SYXK (5B) : 2017-0067], iR
& 23~25C, MXHEE 50%~60%, #h¥n] [ hise
FOK o ARSI 2 B 25 K2 s e B B
ettt (No. 82130119 ),

2 PRIl ZRURST R (5 mg, T2
WA RRAF, 5. 1706065 ), i #E (30 g, =
MAE R PR A, =i W, HiE*5: 190301 ) ; 1l
285 (12 g, WIALRT AR 2, e Ml RS, it
5:18030100); A2 (9g, KFEHFHIKH, 7~
M. AR, 5. 201902018); A& (159, K
TR A, e ik, it 201807002) 5 H
IFF (6 g, BdbA TRk, o L WL,
A170901 ) ; ik (6 g, MY ifEhill, F=H. (h7g
#5:1903150212 ); R~ (15 gio & R EL 2541,
FEHE: AL, #5. 20190314290 M1~ (15 g, 14
B2k B, e i, #iE5: 201901108.)%
Fph (9 g, ZRHEPAKF, o 2, #S.

1902110430 ). T4 Tk A 2051 b v 1€ 25 K 2 25 2 e
TRk =~ B SE E T A 2 bR . IRA KR, Sk A,
2K 5 R 2R AN, JF N 2 TR A R AR 2
1.35 g/mL,

3 HHEGE BRY A (HL5: GP1043 ),
R YL A (it GP1045), i Servicebio
N 7). TRIzol ( #it 5. P2043045), £ [E Thermo
Scientific /A 7. ¥ 5 5t R & (45 SA017A),
SYBR Premix Ex Taq #¢ Ot & #it it il & ( fit 5
1701244 ), H A& TaKaRa 22wl /) B8 35 36 5
T a (tumor necrosis factor-a, TNF-a ). /DA
4 ffL /% 18 (interleukin-18, IL-1B ) [ B¢ f
e B g 150 &, e H R Elabscience 23 A (it
5. E-EL-M0049c. E-EL-M0037c). & T 45 4% &
% 11 (calcium-binding protein, IBA1) & $it /)y i
Prik (Ht45: A12391), B BT £F 4 e v & 11 (Glial
fibrillary acidic protein, GFAP ) %t/ Ryiik (it
51 A14673 ). JAK2 G/t RBUAR (4t : A7694 ),
p-JAK2-Tyr1007 = $t /) Rt 1k ( 4t 5 AP0531),
STAT3 G Hi /M Rtk (it 5: A11216 ), p-STAT3-
Tyr705 b/ Ebiik (Ht5 . AP0070). SOCS-1 4
PR (A5 :A0820), B - WLBh#E T ( B -actin)
b/ EAUE (5. AC026 ), 19 I ABclonal
vHEl. HRP ARiCI ST — bt (L5 183629), ®
7L Servicebio 2 #), Morris 7K 2 & ( #12-. Morris-
ZH, ZHOERR ), kRl (#1955 :SA202, T1753E
). AU (A5 . AP280-2, %[ Microm
oy HED). KRV R AL (LS. CM1520, 72 [H Leica
N ). ZUIRERFFRY (B1S . Synergy2, 5[ Bio-
Tek A Al ). R HE AL (#S: IMMAGE 800, 3%
¥ Beckman Coulter /A 7 ), %¢ )t PCR X ( A5,
Rotor-Gene Q, 7% [E QIAGEN 2] ). #5111 Tk Y
(#145: DYCZ-26B, Jbmi/x—{X#8) ). BEK &
% (#I%. SYSTEM GelDoc XR+, Z[H Bio-Rad /%
Al), IEEERMET (#1%5 . ECLIPSE E100, HA
Nikon 22 @] ).

4 Sl KT ENEESEEE, RE
SPSS 23.0 #iA: i LA 734 36 H APP/PS1
gLl APP/PST 4H . A= 3% ( Shenghui
Decoction, SHD) 41, £Z:Wk5F (Donepezil ) 4i;
4 12 B, 5% 12 JA.C57BL/6JINju /s B2k =5
H (WT) 4. S 384 i T K i PRS00 &
#y 22 Donepexzil 4% 1 SHD 41 1) 45 2 3%, D
Donepezil 41 #t SHD 41 43 5l #% 8 0.92°'mg / (kg - d )
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F113.5 g/ (kg -d) BYFIEHEH Z280RSF A4 27
B2, WT 2051 APP/PS1 20 4 88 20 mL / (kg-d )
5 AR AR, B REZ 1K, &L
B4,

5 Kill4ghs Kok

51 AT R BIFSEHRIE, &% IR R
W 5T 24T Morris 7K 2K B S2 I Bk & sc e
Morris 7K 2K B S 56 47 28 A LA T 55 50 12 [] 48 A 5
5, BT SE IR AE & RN /N UG 2% 2T e
77, 75 T ERA S ) FH 28 T 5 YRR F A 2 BR 45 7
B FRIPEA /N BRETEAZRE TT o Bk 15 S 00 D0 R VR AR 0T s
BRUCEAN /N 22 2] e RE

5.2 JEIRYn AT RAle , AR B BE R
3 HUNREATIRRIFAL R (3 % /K&, 10 mL/kg),
WSk IO , AE UK oK B oy SR S Ay, e — o
4 % RIS T, 75— B /R Y O
o BN ANE Z R BAWEE 24 h, A,
BV RALEZ DI S wm BRI . RS
J& 2 (100%—75% ) XKL E TR AL B, ¥
Je RG220 min, ZEEK eI A 5 min, —
HRGE, M EE R, B T WEU R, H
Image J T3R5 X #2040 .

53 mi/RMEYE K4 4UE T i Solution A
F1 Solution B #4245 LU BITR 21 AR, 25 iR REE [E &
2 J8 J5 ¥ #% 2 Solution C &, It T =il EOCH &
3K, VIHL100 wm JER9Y] F, # Solution C i
FIREOEHE 3 K. Milli-Q /K setl R, B ET
Fi Solution D .Solution E 1 Milli-Q B s ATR A (4%
1 1: 2 HBRA Do Milli-Q 7K M) /-, (i R
LBE (50%—100 %) Wik, —HIZREM, remie
A, B TWEI R, H Image J iFREATZ IR

54 ELISAKI A1 A%kl 5, M paEL
PEHL 6 /N ERAEA TR AL B, Wik B, K oS
M, B -80CHRAfr. BN, #414!. PBS=
1: QO WELBIIMA PBS, EHAIZUFE{LAI3K, B4 T

BLHLLL 12 000 1/ min B0 15 min, BRI, %
TR ELISA 50 & vd B A5 ke, FH AR (X AE 450 nm
PR OB B, bR, IR S
TNF-« F1IL-1B8 HYFEEAKF-,

55 Real-time PCRGM 17 #)e, A
HFEHLEER 3 H/NREATIREE AR, Bk U, vk
FIEGE, 53 -80 CHRATE, JEHT Real -time PCR
¥ I A1 Western Blot # I, B 4 i 41 21,
A TRIzol U 2 BUifE & B mRNA, # 8 & A XK
I mRNA 4l 55 Flk B, 4% 1 TaKaRa i % 5% 1 57l
B UL A i SR, R SR AR 37 €L 15 min,
85 C. 5 s, Wikk3)51i R SYBR Premix Ex Taq ¢
S R R G Y R N R R, B PCRX
Poms, Y& 895 C. 10 min, 95 C. 15 s,
58 C. 1 min, 72 C. 30s, 3tz ) 40 4~ 1 K,
B2 22 Hr sz g5 1, Hod A Ct=Ct g gy -
Ctysums A ACtEACtypy- A Clypma. /DR
TNF-« F1IL-18 519 & N2 GAPDH 594 T4
YT A RA R ARMEAE, 5197501
#1.

5.6 Western Blot f& il H ik 77 1) 1 & 41 41,
AT 1 RIPA 24 IR B0 & B R 1, B
4 CTE.LHLLL 12 000 1/ min &0 15 min, B B
. BCA HE 1AM G kB, A 4x &
AMRATR, & 100 CHlskZME 10 min, #%18 SDS-
PAGE ¥ it 12571 £ il £ 10% 23 85 i F1 5% e 4 it
WK LFE . LUK RIERRRE ., B 5 % Mg Wit 1 h,
T A TBST # B¢ J (1) — 4t IBA1 (1:1 000 ), GFAP
(1:1000), JAK2 (1:1 000). p-JAK2-Tyr1007
(1:1 000). STAT3 (1:1 000). p-STAT3-Tyr705
(1:1 000), SOCS-1 (1:1 000). B-actin
(1:1000), & 4THFFEIHR . TBST Yk 3 Ik, &K
10 min, & TBST #FeJ5 0 — 4, =iRFF 1 he
TBST ¥EMiE 3 ¥k, 4E¥k 10 min, i ECL & (5,
BB S A E Rk A&, H image J it
SRR KA

&1 NG YT

ElE/E2S B2l FHICEE (bp)
TNF-« Forward: 5 -CAGACTCATGATGACAGAGG-3’ 381
Reverse: 5 -GAGATGTACAGGATCTTCCC-3’
IL-18 Forward: 5"~ CACTGGTTCCGAAAGGGACTC-3’ 153
Reverse;5’ - CTGAAGCAAAAATCGCCACCT-3’
GAPDH Forward: 5° -CATCCGTAAAGACCTCTATGCCAAC-3' 171
Reverse: 5° -ATGGAGCCACCGATCCACA-3’
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6 Siiterires  isH SPSS 23.0 #FxTSLE
PEgEAT AL 3, SCRBE L X + s Fon. R Shapiro-
Witk AS: B0 S B0 B E AT IE S8, AR A IEAS
A5 W Kruskal-Wallis H 15 55:, P<0.05 2% %A 4
TR A IERTENH One-Way ANOVA, 7%
FFEH E] Fe AR F LSD ¥, 5 ZARSFIT A oA
K H] Tamhane's T2 1 ,P<0.05 J 2= 3 A G 7 ,

# R

1 HA/PR— BB 5 WT 4, APP/
PS14l/NREER:. 5%, BABEmMIGEY, Bk
KOG ES %, 5 APP/IPS1 4%, Donepezil
ZH A1 SHD 4I/NRAEEE . Z RRBLIFF; , TGkt
HEBEERMAEE., £A/NUIRK Kb & o A
fbo LR, BER TR AL/NRIPET 3 H

2 HA/NBRATHFRMZER (F2, 3, K1)
5 WT 41 b#, APP/PST 4/ GRSk
SRR AR O S R (P<0.01), ZEET- IR
B, BARGRRAS B B[R] RITRE AR 25> (P<0.01 ),
5 APP/PS1 41 It %, Donepezil 41 #1 SHD 41 /] il
S VRRIN L Tk B AR A AR U EO /D> (P<0.05,

-1488-

P<0.01), ZEFEE. Hbna B S BRES [ Rk

Wi hm (P<0.05,

P<0.01 )

&3 AAPRBRG LRI (x+s)
ik n AT (W) IR (s)
wT 12 6.29+2.27 25.38 + 6.41
APP/PS1 12 16.44 + 5.28" 11.70 £ 547
Donepezil 12 12.51+3.53" 18.20+3.89°

SHD 12 11.38 +3.58 " 19.72+6.57 %"
T 5 WT 4l ke, "P<0.01; 5 APP/PST 41 [L 4%, “P<0.05,
44 P<0.01

3 FH/MREREOZRILE (£4, B2)
5 WT g b4, APP/PS1 4H/NRLiE T CA3 1 DG IX
Pz ICEE s/ (P<0.01), 5 APP/PS1 4 114,
Donepezil 21 fil SHD 41/l if & CA3 1 DG X #fi £
JUKCE A BT (P<0.05), 4 AP HLEE, /Ui
 CA1 il CA4 XM em B b A, H2ERT
Geit2EE X (P>0.05),

4 FU/PNRE RO R E (25, BI3)
5 WT 4 Ib4E:, APP/PS1 #H/NELiE t CA3 1 DG X
P2 O R BE A s/ (P<0.01), 5 APP/PS1

R 2 44/ Morris KK E SLIHERRLE. (X+s)

215 n FERE (s) Wk B (em) ZERATE- AR () AR IR B At (s)
WT 12 13.78 +5.02 434.43 +61.36 12.89+2.19 22.99 + 3.48
APP/PS1 12 24.26 + 3.54* 615.51 + 52.39" 572 +2.28* 13.69 + 3.99*
Donepezil 12 18.79+4.10% 545.93 + 70.86 * 9.06£3.31% 17.66 +2.66"
SHD 12 17.04 + 3.87 " 509.17 +61.45% 8.95+325% 20.14 £3.19%%
5 WT 48, *P<0.01; 5 APP/PS1 41 1t#, “P<0.05, “*P<0.01
I L Bl R I W I e e I
'l ’ = & 1'-"'1 l"- i ...;‘ . -"-. h .-’ g . —:; . ."-.
/ fm N e )\ - [ (i #A
& L . - Lt f ] i i = ™
[ il [ |yl =4 I { \,I ! =0 ".
| 1= 3 | P ]
\ / v e L \ (] \ ST
\ [} .-'.. i ll --'. ___._\‘__‘J i.f ". & Ilr-.__\__ -1 / ‘.] F ) J
Iy | = N s T !
i - -”@ ! i ] " m e, - I m I

W A WT 4l; B2 APP/PS1 41; C 2l Donepezil 41; D >y SHD 41

B 1 4 4/ Morris KB E R T 5L AR LI A

F4 AAUNIG DO AR L (4 /mm?, X+s)
25 n CA1 CA3 CA4 DG
wT 3 820.31 + 50.24 1100.23 = 60.32 398.87 +29.58 1623.14 £44.12
APP/PS1 3 780.29 +45.08 903.24 + 45.23* 330.26 + 38,46 1380.47 = 52/13"
Donepezil 3 791.48+55.19 980.23 +36.09 360.14 £41.23 1454.04£67.22"
SHD 3 79623 + 40.21 100421 +46.21° 38047 +40.89 1 506,87+ 58.43 "

e 5 WT 4l Hs,

*P<0.01; 5 APP/PS1 4 [t5:, “P<0.05
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1A
o A1, A2, A3, A4l WT 41; B1. B2, B3, B4 i APP/PS141; C1,. C2. C3. C4
}y Donepezil 41; D1, D2. D3. D4 Jy SHD 4 ; 21 (455 3k Irde hy i 470 e sl i X ik

B2 44UhRIESEREALR  (x200)

20 %, Donepezil 41 1 SHD 4H /) L i &5 CA3 Fil
DG X i o 2 i FE 3 ( P<0.05, P<0.01 ).

RS54 AUNRUE S R RO AR ILEL (Xs)

ZH 5 n CA3KX (/10 pm) DGIX (4/10 um)
WT 3 11.92+1.32 10.86 + 0.86
APP/PS1 3 5.89 +0.98* 6.54 + 0.89*
Donepezil 3 8.44+129° 8.15+1.08°
SHD 3 9.21+0.984% 8.94+1.16°4

T 5 WT A e, "P<0.01; 5 APP/PST 41 ¢, © P<0.05,
£4P<0.01

5 /NS F TNF-o M2 IL-18 FikKF
Fhds (£6) 5 WT4ltbis, APP/PST 41/ ilifE L
1 TNF-o FTIL-1 B 1Y 7 & B B 34 m (P<0.01), 5
APP/PS1 41145, Donepezil 41F1 SHD 4/l
TNF-a F1IL-1B B &> (P<0.05, P<0.01),

*x6 A4/NFIHFFD TNF-o K IL-1B8 FiEAKF A

(pg/mL, X+s)

417 n TNF-« IL-1p
WT 6 63.98 + 14.22 36.11+9.74
APP/PS1 6 134.62 + 16.75* 63.81 +10.43*
Donepezil 6 104.96 + 11.85°" 49.69+9.38"
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FUAE S5 TNF-« A1 IL-18 (9 mRNA 33k 7K 57 B &
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KFKFILE (X+s)
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SHD 3 0.61+0.09°% 0.48+0.13°%

5 WT 4 #, *P<0.01; 5 APP/PS1 41 [ %, “P<0.05,
24 P<0.01
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