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ABSTRACT Objective To evaluate the efficacy and safety of Guilingji Capsule ( GLJC ) in the elders with
mild-to-moderate cognitive impairment who diagnosed as the Shen-marrow deficiency pattern in Chinese medicine
(CM) . Methods A multi-center, randomized, double-blind, controlled trial was conducted. From September
2018 to September 2020 in 13 hospitals across the country, a total of 348 participants admitted were randomly
assigned to the experimental group and the control group according to the simple random method, with 174 cases
in each group. In the experimental group, participants received GLJC (2 h before breakfast in light salt water,
2 capsules/time, once a day ) and Ginko biloba extract tablet mimetic ogent (1 tablet/time, 3 times a day ),
while the control group received Ginko biloba extract tablet ( 1 tablet/time, 3 times a day ) and GLJC mimetic
ogent ( 2 h before breakfast in light salt water, 2 capsules/time, once a day ) . The intervention duration lasted
for 24 weeks. After 24 weeks of treatment, the efficacy and safety of the two groups were compared. The primary
outcome included the Mini Mental State Examination ( MMSE ) and Montreal Cognitive Assessment ( MoCA )
Scale. The secondary outcomes included Alzheimer's disease Rating Scale-Cognitive Project ( ADAS-Cog ),
Activities of Daily Living ( ADL ) Score, the Chinese Medicine Symptom Scale ( CM-SS ), serum acetylcholine ( Ach ),
acetylcholinesterase ( AchE ), Bcl-2-associated X protein ( Bax ) and B-cell lymphoma-2 ( Bcl-2 ) . In addition, the
safety evaluation was mainly based on the incidence of adverse events. Results Compared with baseline, the
MMSE score and the CM-SS score of two group were significantly increased, the ADAS-cog score of two groups
were significantly reduced at 12th week and 24th week ( P<0.01, P<0.05) . The MoCA scores of experimental
group was significantly increased at 12th and 24th week ( P<0.01), and serum Ach levels was significantly
increased at 24th week ( P<0.05) . Serum Bax and AchE levels of control group was significantly decreased at
24th week (P<0.05), the MoCA score of control group was significantly increased at 24th week ( P<0.01), the
ADL score of control group was significantly reduced at 24th week ( P<0.05) . Compared with the control group
at the same time, the experimental group showed a higher effective rate of improvement in the symptoms of
GLJC is
effective and safe for the treatment of mild-to-moderate CI with Shen-marrow deficiency syndrome, especially for

“forgetfulness” and “waist and knee soreness” after 24 weeks of treatment ( P<0.05) . Conclusion

improving learning and memory ability, which is equivalent to the effect of Ginko biloba extract in tablet.
KEYWORDS Guilingji Capsule; Ginko biloba extract tablet; Shen-marrow deficiency syndrome; cognitive
impairment; randomized controlled trial; Chinese patent medicine
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7.1 EZHERE MMSE. MoCA.
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XfHR 27 16.30+4.30 20.37+5.71"  21.30+5.58"
MCI i3 34 2274+278 19.47+4.31"%% 20.68+4.18"*
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PR 27 31.20+10.27 19.59+13.83" 18.29+12.18"
MCI &3 34 12.19+6.71 23.05+12.42*% 20.58+12.67*"
XTHE 42 12.15+7.11 21.10+12.55" 19.15+12.31"
VCI k% 37 21.44+8.30 16.39+7.41"* 13.75+6.77""
XIHE 45 20.72+8.36 15.30 + 8.54" 12.59+£7.12"
s SAALATTRILCE, 'P<0.01; SARALIMILEE, ©P<0.01

5 W4LIAITHT)S ADL P4y Heds (£6) SHA
AL LA, SRR IRALR AT 24 J5 ADL BT
¢ W ik (P<005), AD. VaD. MClt # 4 41 12,
24 J& ADLZEL W 43 B % (P<0.017'P<0.05). 5 Xf
HEZH [ 1L 4%, 5041 AD . VaD B #4797 12, 24
J8 ADL B PE 73 AR (P<0.05), MCI & 1697 127
24 J#] ADL 3¥r Tt (P<0.05 ),

7)

EARMHFLL i, MAREIRIT 12, 24 AP EE

W2 B IE HEAE (P<0.01), 55xF IR 4H [A) 4 1

N
"
’

20 AD. VaD il VCI 5897 12, 24 J&

B2 E A AR 4 BRI (P<0.05), MCI B #3577 24
R B IEAGE S T AFEAIG (P<0.05 ).

®7 WHIRTANE P ERIEREER B R (7, X+s)

Y AL I Ry BT 12 JH BT 24 ]
BEfE R% 161 19.48+585 16.26+5.63° 13.82+5.20"
R 165 19.97+591 16.62+577° 13.96+5.20"
AD ki 58 2097+4.70 16.81:+4.18"“ 13.83x4.54""
MR 51 21.24+6.04 17.24+554" 14.22+5.10"
vaD i 32 22.72+657 1553:7.34"“ 13.84:4.89""
I 27 23.85+6.19 17.59+6.43" 13.89+5.54"
MCI ¥ 34 16.76+529 17.03+6.13  13.59+529""
W 42 17.10+4.74 1538570 13.14+5.18
VCl X4 37 20.16+580 16.65+4.84"" 13.27+3.96""
IR 45 20.04+4.44 16.09+4.04° 13.93+3.95

T 5AMAITRTILES, "P< 0.01; SX IR FII LE:, * P<0.05

7 AP TR (£ 8) iRYT 24
Ja, PR R BRI A R 25 e gt e X

(P>0.05).
R8P
Wi W R B
4 R G ) () m) % (%) P
TR 161 72 83 6 0 55.27
0.894
o} HE 165 75 87 3 0 54.55

8 4 v IR A IRAS TP AT AR B (R

9)

RV S - ERFOIRTT 24 JH )5 P BRIk f

BONTAL, SIRATT CHEET TR ARy
ETAIRAL, ERAGEE L (P<005).
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RO PP EAPIRS IR AT RCR
gl (161 4)) AL (165 i)

ik R ) AR (%) AR B ARER (%) 4l P 1
s 89 55.28 71 43.03 0.027
EE S 51 31.68 49 29.70 0.698
IR Rk 95 59.00 69 41.82 0.002
e 2R R 76 47.20 79 47.88 0.903
TR 69 42.86 68 41.21 0.764
Hhib ik 45 27.95 54 32.73 0.348
vt 74 45.96 74 44.85 0.840
oy 72 44.72 79 47.88 0.567
ZJnr 21 13.04 28 16.97 0.321
THIFTILT 49 30.43 58 35.15 0.365
HE 57 35.40 50 30.30 0.327
Ik 57 35.40 58 35.15 0.962

9 PHALIRYT I LI PR 28 T A e LA (R
10) SAR4LAIrmreE:, R 4iay7 24 Il Ach
TR (P<0.05); X B 41IR YT 24 JA 17 Bax.
AchE &t i FEAIK (P<0.05 ),

10 AR IF R EEY R a3t 4 47
BEREANREM 4 Bk, Hriiahd 3 Bl E kg
3B (AVERGEESE 1 B, 2PEMifRIE 1 6], Mk
P ] ), xR 1 BEE KA 1 B (S A
141 ). PALBHE AN RSB EERLE, 2551
RN (P>0.05), f&HEHSABAY T, AR
HOFRIACEE . SPERGASE . Skl A R R R
Ja ST EME 2, B IR RIS, JERRROA
o MR IEEIE Y KPS R, JRREED
FURIB LS . AR R 2K Uil TE# 3 18 Bl
HoriR a4l 10 FIR, XFHRAL 8 Bk, WL A I T%
RILE, ZRIGITH#E L (P>0.05), FAEER
2512, 24 FJE I, RE L. FEHE I, TR
(ALT, AST). B Zifig (BUN, UREA, CREA) X
O L ISR LB B 5 A, SR etk R AT

it

Cl oMLK B/, R ALAENN, 2 i JIE TS K 452
P, WERRGC . ERINIRERAL, BikikEZ T

B, AZasitl. SRMNBEILIE T545, ( R0k ) = -
CNIRAE, SERURE, REROmINEEA: " B EORE A RE, b
T, B OEAEN, BRI AR, AR
BAEEE, AE BN, iiEfb=R, B82S g,
Bt esE, WA . A, 1k, Fil. Bk
FHE TR, B (BEFOE) = “EER, BEN
BAR”, B9 ClLEER T AZERE. B, It
N =R IS
WEIRK . s BJREMEAE,, WA B M BT S N R AR
PRI IR 2

Al REE R P RERF, NIR(=E L
2) R B ARC ek . 4 28 1k
T2 bE 2, (b E 2 ) 2015 AR R JT T 20 BR
ik, WARLA S, BE. W, EK. R, 8
BH. . R Mo, 2. #hEIE. 2
WM. RA L HEL ZFILH . TR B K
HEh . AM. AGYRIER s 2y . M2
W2y FEINR S dE A2 . TR L T A
2y, R AR T iR R M A TR R
PEPEREAR, RIS TIRESCEE, JfsR T A
O B RS S VE R VR, R TR R " A
DALLS RN . RESNR S sk R 24, Rl R AR
BIBAZS T4k, JHELAGSFEIERE . B . #V<Ga
ghz b, VISRGIBERCRN . AMLE, ERhbmiAT . 2%
AN TR, DI ELAG SR SRl L [ B A=
BB R IR, A 5T B A n] B 1k A Rh
KRN R/ NEE A ZR, T REZE ph 28 0 5
% 1 BEAR m S TICRE ) PP, BB T E
BT NS EA Rg2, HA G K BRI S il 28 T2 fi
SERMIVERT, M Rl I 2, R R A R R
HZAK, LA Cl K BUIG 2 21 b Bk DR PR i 2208
- ( brain-derived neurotrophic factor, BDNF ).
#h 24 KT (nerve growth factor, NGF ). 5- ¥
o, e ( 5-hydroxytryptamine, 5-HT). 2= B ¥ i
% (norepinephrine, NE). Ach. HH#% £ B % %% i
( choline acetyltransferase, ChAT ) %28 [H 1 K sy
JRfZk, e ThBER IR 20,

R 10 PIANGITRIG M REB By B (X+s)

ZH 5 (kA P 1] 1fiL3% Bax (ng/mL)

1fiL¥ Bel-2 (pg/mL)

17 Ach ( pmol/mL ) 117 AchE ( pg/mL )

5 161 TRITH 36.74 + 47.97
55 24 JH 31.41+33.47
X R 165 TRIT 38,08 + 39.57
o5 24 JH 30.20 + 27.50"

528.91 + 1046:.27
367.12 £595.51
412414 901.23
380.13 +724.06

230.61 = 209:64
275.61 £247.14"
197.89.+150.10
229.21 +211.56

460.89 +511.79
595.25 + 1 436.00
465.11.£5657.28
384/83'+215.52"

TE: SAHIRITHIILE, P <0.05
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AT LR TN, AR ME MMCIE &
B U E R & A A T BE. MMSE . MoCA. ADAS-
cog M 1% BB 5 1T, 5 % R AR AT I 7 RGO 24,
HAE B MIERITRL, H%ertRir. fibEinsr
24 JAJEx g CMERRRRA AYMGEE O W T
BRI B BEAh, il R AT B R R B I Ach
o, WHAYTETIG MG AchE . Bel-2. Bax & &G
S . Ach J2: X IE AR fiE 28 4t ) E B 4 2058 Tl 2 —
B ERE . IR e 2 A 414
T Ach B 2 B A IS RO 38 K 0 R I, &
AR CLEE T FREREE R ™, U il SR i e ml fig
A A R AR ST T 1, AT R R 12 )
ICICRETT o XA ClLEE, FORTR RN 5 R &
A CLFAT A/ AT i 25 SRR B, faib 4 T i ad 2 =
MMSE. MoCA 14y, [%1k ADAS-cog ¥ /3 LA ik 35
AD. VaD #1 VCI [ AN ETaE, mixt MCI B TC
B s2, UiPH S BEIE FIFE AD. VaD #1 VCI
FF G R H

ARG IAEA . Z s BEHLIUE B I
PRAFFE, i FE P AR XZ AR CI I AY I 28 A 58 fef A
il WERAT G 2P Cl, WFFT 4l e Jexd Bk
JP RO 2 AT PN, B AL 1) 7 AN
6] Cl AT 430, ML B AS [R] 59 S0 4 75 1 4 i &5
BV IR EE X BAE CLIIF R, 7RG RN 5 ik b
HA w2 ab, &, HajE RSN FEA
IR 1 R B, AN MMSE . MoCA .
ADAS-cog &%, XA [ s 1 28 10 5 B RIASBE 1 78
IR EL, JE SR T T & 4T B A R 1) 2 3% DL RS
WERAS A XA FA SN D BERR AT UEA T VEMY, E—2
FF R S s AT

g LTIk, it AR AR T B R RE B E Y
MMCIE, &¥5m S, [BE 4N Z2Thak, LLik
FIMEENATIREM HIW, S, HL2etseur.

( Brigh: Bl vg 7250 [ 24545 BR 2 A AR AifF 5T
FERD

F 28 52 2 AT Al R G 100 H AIBLA O] i
UL N (B e | 1IN (B 22 O G LK Ve [ IR LK VS
FPEIDCREE R . | RS AN S 4 Ry P o

2 % x W
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