- 3904 - DREYESHE  biomed.cnjournalscom Progress in Modern Biomedicine Vol19 NO.20 OCT.2019

doi: 10.13241/j.cnki.pmb.2019.20.023
TASTRIGE £ & M Bl ZR Pk i8R 9 A A SR AL AT
W B IR B AR M *
R AW R M E8I4% RECE!

(1 RGEBERR MR RE O EREM 2N A 37 K% 116033;
2 KIEBERRF MRS — BB R 127 K& 116033)

AT BHY AR T RIS £ 2R 5 R K HH A (AD) B F AAL B8 AR AR RN R0 B vm, 75 AR IB R A R
80 #] AD % 2 4 A B4 (n=40, R A £ &R &7 ) Fe i A (n=40, KA T REBRA E AR ET ), & M40 % &l K7 2, 5F ik
MR T e BAL R i R S A A BN Sn S AR AR K FAR TAL MR B R B R R R A, R TR A EA 2 FEH 87.50%,
RFEFZ TR 67.50%(P<0.05), %97 6 AN RAJG, B % &/ —i(MDA) B % G (AR) K- HAK, ELAF 5 44K T 5 14
L(P<0.05), B 40 % % 7 B AL BALEE (SOD ) K -F 4t &, AT R 485 F 4B 4L(P<0.05), 657 6 R, B & — AL R (NO),
A EAKRF(VEGF)RF#HH &, AAFRME T3 RA(P0.05), BFHFIEHINMA BHEHROANRABRES 12ANA,5
28 % 4 MMSE 3% 58 #77 & , &8 ) & 8F R 40 MMSE 3% 53 & T3 B 48(P<0.05), W4T B R K & R R gt 5 £ 57
(P>0.05), &5if: TRBKIRAEEERGIT AD 577281, THZBBEEH B BE S, & EH ALl dh i, 4
T,

KT TREK; £ 2R TR EHS R BAL RS R Ak Akl dk

hE4y2E:R749.16; R741.02  CHHFRIRAD: A CEHES:1673-6273(2019)20-3904-04

Effects of Butylphthalide Combined with Memantine
on Oxidative Stress, Endothelial Function and Cognitive Function

in Patients with Alzheimer's Disease™
ZHAO Hua', ZHONG Li-zhen', ZHANG WeF, WANG Jian-feng', CHENG Zheng-ping'
( 1 Second Department of Neurology, Dalian Central Hospital Affiliated of Dalian Medical University, Dalian, Liaoning, 116033, China;
2 Department of Geriatric, The First Affiliated Hospital of Dalian Medical University, Dalian, Liaoning, 116033, China )

ABSTRACT Objective: To investigate the effects of butylphthalide combined with memantine on oxidative stress, endothelial
function and cognitive function in patients with Alzheimer's disease (AD). Methods: 80 patients with AD were randomly divided into
control group (n=40, memantine therapy) and study group (n=40, butylphthalide combined with memantine therapy). The clinical effects
of the two groups were compared. The changes of oxidative stress, endothelial function and cognitive function before and after treatment
were compared and analyzed. The adverse reactions of the two groups were observed. Results: The total effective rate of the study group
was 87.50%, which was significantly higher than that of the control group 67.50% (P<0.05). At 6 months after treatment, the levels of
malondialdehyde (MDA) and -amyloid protein (AB) decreased in the two groups, and those in the study group were lower than those in
the control group (P<0.05). The levels of superoxide dismutase (SOD) increased in the two groups, and that in the study group was higher
than that in the control group (P<0.05). At 6 months after treatment, the levels of nitric oxide (NO) and vascular endothelial growth factor
(VEGF) in the two groups increased, and those in the study group were higher than those in the control group (P<0.05). At 3 months after
treatment, 6 months after treatment and 12 months after treatment, the MMSE scores of the two groups increased gradually, and the
MMSE scores of the study group were higher than those of the control group at each time point (P<0.05). There was no significant
difference in the incidence of adverse reactions between the two groups (P>0.05). Conclusion: Butylphthalide combined with Memantine
is effective in treating AD patients. It can effectively alleviate oxidative stress, improve endothelial function and cognitive function, and it
is safe and reliable.
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[ /R 7 16 BR 5 ( Alzheimer's disease, AD )& —F DA #:47 1k
NIRRT AT R 5 FEAFAE A AR RGBT TR, 2 K
FEAEFERN A, IR A ST T = A RS, H iR E
AD LA 1000 J7,AD C A BRIGAE . /O A5 LA K
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UCEINFITIBEIN 2N £ s A NIE N- 3L -D- RAHRZ
AP, T A 3 AD B 2= Re D) g2 ) B E g
71 GNFAT R AR, B E A A R T R
AD BEMIRTT T IORE R — R i p b i i i 2459 , HR
I7 I BE R A A AR PR IR 200 AT 5838 8 4T T 2RI
LENVARYT AD BE MG IRITRL, I HxT B A AR
2 DIRe DI RE RS sZ IR, LIBTR IR IRIR YT IS5 I
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1 7R 57

11 —fREH

TEHR 2015 4 5 F ~2017 4 6 F 18] Kk EERFR 2=t s ok
L EBRICIE I AD HE 80 i, i ARRUE : (1) T4 By
FFA Ch S PRS0 28 SIS WibR eSS = B (RS PR g 43 2 )1
T X AD FUMICHRE; (2) G2 BRER A R s i
W, MOk 2% (Mini-mental state examination,
MMSE)#¥43M<20 43, INEI D gz 1 R4, H R A0 i
14 % (Activities of daily living, ADL)$E4>12<<60 4 , 5415 2%
KA 45 5 WoniE RGN (3) B R RR IS AR5
FESE TIRIEAT . HEBRARME : (1)IT I L R AR Ui 5% 2520

M2 5 (2) AR A A R M IV PESRIR 5 (3) M

B AR A 5 (4) KM KR 5 (5)I 4R N A ™ A
fi. WG EINA R ERFAREE;(6) IO EIRER4
5 (DRI A BEN LR B35 53 Rt B2 (n=40 ) Fl
WF5E 4 (n=40) , Frp Xt RAL 5 19 6], 4 21 ], 4544 52~79 %,
SEHI(61.29% 3.72)% AR 2~10 4, SE44(5.17+ 1.88)4F ; s
FEE AR P 23 ), FEE 17 9. RS AL 18 i, 4 22 ], AR
W 53~81 2, F-19(62.88+ 4.71) % 55 1~11 4, SF3(5.11+
0.92)4F ; dpg B R . ch BF 21 {5, TR AF 19 ], WiZHANA R
SRR b2 G 2EE L(P>0.05) 6
1.2 BT H*

FT A BB ABL RS T RS 2 R A TR SR

g RERG | S XTE VR YT , [l I I3 iR 9 TR > 18
TRITIAMR S FE L, T8 Y SR8 3l . DA g il , X REEH
25T 35 4 M (BRI HT il 24 A0 AT BRZA W) Ll 4324 w1, 11 243
- H20130086, HLA% : 10 mg){Ay7 , 4 — A0 i3] & 5 me/d,
5 ARG & 5 mgd, 2 R /d, =T E 5 med,
10 mg /2, 5 mg MR, 55 DU A 4R 10 mg/ 1k, 2 Ik /d, BF5E4
FEXT IR SER R G T ORER (254 A RS 25\b A FRA R,
2515 H20050299, 4% . 0.1 g)i477,0.2 o/ ¥k, 3 Wk /d. Wid
BTSN 6 41~ H .
1.3 MERIEHR

(1) LB WAL R FVR YT Ja M RYT A%, LURYT Ja 9 MMSE
PR RAVE P EM bRl , MMSE R0 EE R =(GAI7 a4y -
VEITHTVESY ) IRITRTIES *100%, B EMRYE AN 00, WAk .
MMSE 143 it 3 K >20%; A &% :MMSE 343 3% K 10%
~20%; JCRL : MMSE 435 <10%, EA R = BRCR +
AR, () FTIRITHT AT 6 D H G R R E RS EH
Jikifi. 6 mL, 3000 r/min 2.0 8 min, B.002E48 12 cm, 43 B I ,
AT -30°CokA AR, SR AR BRI SR B VMR
(B-amyloid protein, AR )7K T ; e TR Gy W B 00 e 44
YAk (Superoxide dismutase, SOD) . P§ —.fi (Malondialde-
hyde, MDA) . Ifil%& M 4K H-F (Vascular endothelial growth
factor, VEGF) /K-, 7G4 A i e E YR A BRA
A 5 SR PGS A R B A — 4k & (Nitric oxide, NO) /K-, 3
F & A VS A R BRAA B 5 DL L B A 8 <)
EUIBHTT. ) TRITRT AT RS 3 GBI R 61>
A . WBITIES 124 A R MMSE 3438 200 B A )
B8, ZEFREIEE M GERE AR (BHCEE S Gef2 L
FAEFREST, B4 30 43, A fHl &, 38R R E AT Re i ar .
(4) WL ZH B VRTINS R B & AR L
L4 Git=HiE

K1 SPSS20.0 FAFHATH 30T . THECFERN AR AIE X
FRCRHF IR . THEZOR (s IIE IR R
By, LLa=0.05 R G HAa s K i

2 &R

2.1 MABREIGKFHLE
ST A AR g 87.50% (35/40), 5 3 5 Tt A 4 Y
67.50%(27/40)(P<0.05), N3 1 FizR,

x| MABRERKTREER[61(%)]

Table 1 Comparison of clinical efficacy between two groups[n(% )]

Groups Effective Valid Invalid Total effective rate
Control group(n=40) 16(40.00) 11(27.50) 13(32.50) 27(67.50)
Study group(n=40) 24(60.00) 11(27.50) 5(12.50) 35(87.50)
% 4.588
P 0.032

22 FEBETLERILR
AT PIZELEG# SOD MDA AB ACF I 5 et

=X (P>0.05) 697 6 A )5, il % MDA AR /K- 1%
%, BP0 T XF R 40 (P<0.05 ), i 40 H 3 SOD /KT,
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R2AABERLH LR (v2s)

Table 2 Comparison of oxidative stress between two groups( xzs )

SOD(U/mL) MDA ( umol/L) AB(ng/L)

Groups 6 months after 6 months after 6 months after

Before treatment Before treatment Before treatment

treatment treatment treatment
Control group
61.48+ 432 69.35+ 5.04* 479+ 1.15 3.52+ 0.96* 88.45% 9.73 74.89+ 9.23*
(n=40)
Study group(n=40) 61.40+ 5.25 78.09+ 4.51* 481+ 1.14 1.79+ 0.57* 88.38% 8.66 67.41+ 8.28*
t 0.074 8.173 0.078 9.800 0.034 3.815
P 0.941 0.000 0.938 0.000 0.973 0.000

Note: compared with before treatment, *P<0.05.

2.3 MABRENKINBELLE
TRYTHT, AL B NO VEGF /K Pt Z R IH I F = X

(P>0.05) 3897 6 ™ H 5, 413 NO VEGF K+, B
R4 = TSR ZH (P<0.05) , tn3% 3 B,

R 3 FWABRENKEINBELLE( xas,ng/L)

Table 3 Comparison of endothelial function between two groups( x=s, ng/L)

VEGF NO
Groups
Before treatment 6 months after treatment Before treatment 6 months after treatment
Control group(n=40) 42433+ 93.18 459.03+ 107.44* 43.08+ 5.88 4921+ 4.25*
Study group(n=40) 416.32+ 102.03 551.17¢ 116.12* 43.16x 4.92 58.97+ 4.34*
t 0.367 3.684 0.066 10.162
P 0.715 0.000 0.948 0.000

Note: compared with before treatment, *P<0.05.

2.4 MABREFENNINRELLE
IRITHT, IR MMSE P10 s e Ege 178 (P>
0.05) RIF A 3 A GRITIRER 6 AN H RSV R 1240 H

Wi B % MMSE 432 i 7, B4 )R] 5 i 98 41 MMSE 3
IR TR IR (P<0.05) , 3 4 T,

*® 4 WABEINNIIRE LB (225,53 )

Table 4 Comparison of cognitive function between two groups( xs, scores)

Groups Before treatment 3 months after treatment 6 months after treatment 12 months after treatment
Control group(n=40) 14.15% 2.26 15.75+ 2.63* 16.98+ 2.58® 18.27+ 2.21%
Study group(n=40) 13.96 2.41 16.96 2.34* 18.46+ 3.61* 21.55+ 3.42%
t 0.364 2.174 2.110 4.734
P 0.717 0.033 0.038 0.000

Note: compared with before treatment, *P<0.05; compared with 3 months after treatment, "P<0.05; compared with 6 months after treatment, “P<0.05.

25 MAREEGTHEARRRAER

S RRAHIRTF AR K2 8 IR R, fudhsk23k3m 2 i,
BB ANE 3 0, AT I 2 461, R HR 1 4, AN RN R AR
20.00%(8/40) s W5 IR T WA A A 9 IR RN, A4 2
SR 30, BIATEAE 3 4], AR TR 1 4], RN 2 ], RN R
N AR R 22.50%(9/40 ) s BN RSN &AL R LS TR G i12#
2 5(5>=0.075, P=0.785),

3 3
AD J I A UL | 1 3 B S s 22 S T

I T8 LA R RGBS, 2 B i 2 A s D AR BE MR 2T
YEGEZE s B P R RO RO RS, B I R,
FE T BES) RV RE ) s IR RE T 8 A0 R, e
RGN ALY, HETAOE AD [ BAR R L] 4 AN 153 B
Forh AR, IS N B N RE R A R N R — B2 R T .
AD BHEMRP R A - BT A0 1T 51 2 AL
ROV, BUEALA A ol o AN 2 R 3R, (A5 S A 1 i
1L REHERR, i i A — RSB R SO, 5 R AR 2B AT
A8, INTTTZ A ADUST) b A I A7 A Bz D) B Rt k- B3I 57 it
X A5 P , DA A6 S L 9059 A, i/l i, e U , e 25
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NI RESGE BOR B S 707 It o 56 6 W] BT R Ay 5

il Z )-8, 980 il N- B -D- RACERRZ R BE 0T

BEARHA A 4 Ar M SR EE AR Y D Pl 22 0 g e T2,

T T AR S HUAR B L25 490 , T A7 28080 i B G 2, 4 2% 13k

MUAE R AT AL , ST A LA A S, e D o, i

PRIBSHESR 5 DI I 1, DT T LA A 42 BB ) 4, S ] 2 3k

AD BEMZINREWE , FEMTAEIARIRER . RN AAT S,

Fb s LB ETRIT 6 A H R AL NS A N 2

REFR BRI FITdles , BT AL GRBCR HAE . SOD 2R N

B A IR EZ Y, HKE T Al AR bt i A O .

MDA AR Bt EAL 1, K-8 AR AT i) 22 Sz LA 240

ZRA B BRI . BETEADIFFEUE S, AR PR H A

AL FEE A AT FE I H U P R A, N2 5 T AD B9 16

HERE ., AU EAL R HOE AR RITREE 1 B- 43Il 4324 H1

y- 3 UGB IE S A5 BE M AR G A 3. NO |

VEGF #5721 R FI T PFOr MU N B D RE Y DL, NO o

T 2o S 5 IR A AT LA P A 5 9, AT 5 | RS- L

FAst. VEGF 1t AD [ 515 AR LTI ETE M AR E 1 3

Ak, BUE MGG LA A2 AR B0 ek = A A% 1Y) VEGF,

IIHTRITFE AR AC I B LA PN B2 TR et S PR R B A R

TORBRIE S SEEHUATIAGER , st 1 F4 R 25 R %) AR Y

WERAERT, AT Al DU S R (2 B8 AR A2 i, $ NO .,

VEGF /K, i 1 mT LASGE AL RHE Y0 Bt L4, 40 ] A

HRE A B 1 AR RN A NS R sy T HILIR

SEIIRER, A AMFTEAE RIL B, A R RV R A3 L

BICGE #2250, I T RBKR G SE B NINAYT 22 B, A

SIHTMAS R KA o (B TE R AR ADIF A B/, H.

Xof B BE VT I (E) 3, T RE S B A — € B IR 77 , s 24

TEREY IAEAS i SE A BTN 1], AR IBCSE Ay vmff A Kl
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