MDA géy hai cho da day. Trén nhirng danh gid  viém trén mo hinh gay ton thuong da day cap
ciu trac dai thé va mo hoc cua da day cdc cao tinh bang ethanol, dién hinh nhit 1a & cao bop
chiét ciing cho thdy tac dung lam giam va ngan  bdp liéu 0,72 g/kg.

ngtra sy hinh thanh nhitng diém loét va qu4 trinh
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TREN MO HINH RUOI GIAM CHUYEN GEN SNCA
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Toém tat

Bénh Parkinson (Parkinson’s disease - PD) la mot trong nhitng bénh thodi hoa than kinh phd bién va phirc tap & ngudi
voi trigu chimg 1am sang dlen hinh 14 r6i loan va suy giam kha nang van dong (MS). Céc biéu hién ctia MS trong PDlado
sy mat cac té bao din truyén thin kinh dopamin trong liém den (substantia nigra - SN). C6 nhleu mod hinh rudi gidm
chuyén gen SNCA da dwoc chimg minh c6 dac diém tuong dong v6i PD ¢ ngudi. Trén md hinh ru01 gidm, kha ndng vén
dong duge danh gid bang thir nghiém hanh vi bo cua 4u trung theo ti€u chi hinh dang duong di va toc do di chuyén cua au
trung Trong nghién cru nay, nhém nghlen ctru (mg dung thir nghiém hanh vi bo cta 4u tring rudi glam trén ching rudi
giam chuyen gen SNCA 1a md hinh dé sang loc tac dung diéu tri Parkinson cua dugc liéu Viét Nam. Két qua nghién ctru
cho thdy, trong s6 20 cao chiét ethanol 90% tir dugc lidu phét hién dugc 3 cao chiét bao gdbm: Ha kho thao (Prunella
vulgaris L.), Ba kich (Morinda officinalis How), Thach ting dudi ngua (Huperzia phlegmaria L.) ¢6 tac dung cai thién
kha nang van dong cua au tring bac 3 ru01 giam chuyen gen SNCA gay PD. Pong thoi, trén thir nghi¢ém danh gia kha nang
ghi nhé ngan han cia au trung rudi glam cung cho thiy & ndng dé 4 mg/ml, ca 3 cao chiét nay déu co tic dung cai thién
kha ning ghi nhé cia 4u tring bac 3 rudi gidm PD. y

Tir khéa: Alpha-synuclein Drosophila melanogaster, Hanh vi van dong, Thir nghiém tri nhé mui, Cao chiét duoc liéu

Summary
Screening the Effect of some Plant Extracts on Alpha- Synuclein Drosophila melanogaster Model
of Parkinson’s Disease

Parkinson’s disease (PD) is a common and complex degenerative brain condition among humans, with typical clinical
symptoms including disorder and deterioration of motor symbol (MS). Symptoms of MS in PD are due to the loss of nerve
cells involved in the transmission of dopamine in the substantia nigra (SN). Drosophila with genetically modified SNCA have
been proven to have similar characteristics to PD in humans. The behaviors of motor functions in Drosophila model were
evaluated by trailing path and the speed of the larvae. The research has assessed the crawling behavior of larvae by SNCA
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transgenic Drosophila as a model for evaluating the effectiveness of Vietnamese botanicals in treating Parkinson’s disease.
Among 20 herbal extracts, 3 have been discovered to improve motor functions in third-instar larvae modified with the SNCA
gene: Prunella vulgaris L., Morinda officinalis How, and Huperzia phlegmaria L. Concomitantly these extracts at 4 mg/ml
are effective in enhancing short term memory among stage 3 SNCA larvae.

Keywords: Alpha-synuclein Drosophila melanogaster, Locomotor activity, Odor-taste learning assay, Plant extracts.

1. it van dé

Bénh Parkinson (Parkinson’s disease - PD)
¢6 biéu hién rdi loan van dong phd bién nhat va
la bénh thodi hoa than kinh phd bién thi hai
(sau Alzheimer) véi ti 16 mic khoang 100-200
bénh nhan/100 000 ngui, chiém 2% dan sb do
tudi tir 60 tudi tror 1én va trén 3% dan s6 do tudi
trén 80 [1]. PD ddc trung bdi céc triéu ching
nhu: di dung kho khan, cir dong cham, tay chan
clrng, rung, co mat bi liét va cac chirc nang khac
nhu rdi loan nhan thirc/hanh vi/gidc ngi [2].
Hién nay, chua cé thube diéu tri khoi PD, céc
thube chi c6 tac dung giam céc tridu ching va
lam cham tién trién cta bénh. Do d6, viéc
nghién ctru tim ra thudc/ san pham chirc ning
diéu trj PD la can thiét va la thach thirc 16n cia
cac nha khoa hoc trong nuéc ciing nhu trén thé
gi6i. Trong khi d6, Viét Nam c6 nguodn tai
nguyén dugc liéu vd cung phong phia. Pa co
nhitng bai thuc din gian lam giam cic triéu
chirng cua bénh PD, nén viéc sur dung duogc liéu
trong diéu tri 1a rit c6 tiém ning.

Rudi giam (Drosophila melanogaster) 1a sinh
vat ¢6 kha nang ung dung rong rdi trong viéc tim
hiéu co ché giy bénh & muc do phan tir hay cac
van dé sinh hoc co ban tir sinh 1y cho dén than
kinh, chuyén héa, c6 hon 70% gen tuong dong
vGi bd gen clia ngudi [3]. Rudi gidm c6 ngudn
gen thuan 1¢i cho viéc nghién clru cac bénh lién
quan dén di truyén va 1a mé hinh c6 gia tri kinh
té cho nhitng nghién ciru sang loc thude diéu tri
bénh. Parkinson 1a hoi chirng thoai héa than kinh
ddc trung béi sy mat cac té bao than kinh
dopaminergic trong chat nén, hinh thanh céc thé
vii noi than kinh dang soi (thé Lewy) va rdi loan
van dong ngoai thap. Mac du rudi giém c6 mot hé
thong than kinh trung wong chira it cac don vi té
bao than kinh hon so vé6i con nguoi, nhung chung
¢6 céc loai chit dan truyén thin kinh nhu GABA,
glutamat, dopamin, serotonin va acetylcholin.
Mot s6 gen c6 lién quan va da duoc sir dung dé

gy mo hinh rudi gidm Parkinson trén thé gi6i nhur:
SNCA, PINK1, Parkin, DJ-1 va LRRK2. Protein o-
synuclein dugc ma hda boi gen SNCA, mét trong ba
gen thudc ho synuclein (a, B, y) & nguoi. Mot sb dot
bién diém trén gen SNCA nhu A30P, A53T... da
dugc chimg minh 14 ¢6 lién quan dén sinh bénh hoc
Parkinson va c6 cac dic diém kiéu hinh tuong dong
vO1 PD & nguoi nhu suy giam kha nang van dong
v mét té bao than kinh sinh dopamin theo tudi [4].
Do do6, trong nghién ciru nay, nhoém nghién ctru sir
dung dong rudi gidam chuyén gen SNCA dé nghién
ctru sang loc tac dung cua mat s6 cao chiét duogc
liéu Viét Nam.

2. Pbi twong va phwong phap nghién ciru

2.1. Péi twong nghién ciru

Céc dang cao chiét dugc liéu sir dung trong
nghién ciru nay 1a san phim cua cua tiéu du 4n
First: “Hop tac nghién ctru sang loc dugc liéu ¢
tac dung ngin ngira/ hd trg diéu tri bénh suy giam
tri nhd va co ché tac dung”, do Ngan hang thé
gidi tai trg (2017 - 2019). Quy trinh chiét duogc
mo ta tom tit nhu sau: duoc liéu dugc sdy kho,
xay tho, ngdm vdéi ethanol 90%, & nhiét do
thuong 2 lan, mdi lan 5 ngay. Cac dich chiét
dugc gop lai va thu hdi dung méi dudi ap sudt
giam dén can. Cin duoc phuc vu cho cac nghién
clru trong thi nghiém tiép theo. Hiéu suét cua céc
cao chiét dugc chi ra trong Bang 1.

Chung rudi gidm phuc vu nghién ctru: Pugc
cung cip boi GS. Masamitsu Yamaguchi, Vién
Cong nghé¢ Kyoto, Nhat Ban vdi 3 dong:

- Dong driver: rudi giam dinh huéng biéu hién
protein GAL4 tai m6 ndo. Ki hiéu: Elav-GAL4
(ma s6 #8760).

- Dong bénh: rudi giam chuyén gen SNCA ma
hoa cho protein alpha-synuclein mang dot bién
A30P cua nguoi. Ki hi¢u: UAS-SNCA/A30P (ma
s6 #33804).

- Dong ching sinh ly: rudi gidm mang gen
biéu hién protein GFP. Ki hiéu: UASmCDS8-GFP
(mi s6 #108068).
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Bang 1. Danh séach céc cao chiét dugc liéu dwoc sir dung trong nghién ciru sang loc tac dung diéu trj Parkinson trén mé hinh
rudi gidm chuyén gen duoc ddnh gia bang thir nghiém hanh vi bo cua du trung (Crawling assay)

STT Tén Viét Nam Tén khoa hoc B{ phin ding = Hiéu suat
1 Bach chi nam Millettia pulchra (Colebr. ex Benth.) Kurz Ré cu 9,29
2 Thach tung dudi ngua Huperzia phlegmaria L. Ca cay 19,27
3 Cai can Corydalis balansae Prain Ca cay 24,50
-+ Lac tién Passiflora foetida L. Canh la 13,89
5 Ha kho thao Prunella vulgaris L. Ca cay 4,55
6 Diéunhuom Bixa orellana L. Canh la 9,77
7 Bo may Clerodendron cyrtophyllum Turcz Ca cay 12,22
8 DPon mat troi Excoecaria cochinchinensis Lour. Canh 14 10,58
9 Ba kich Morinda officinalis How Ré cu 22,98
10 iBach tatlé Tribulus terrestris L. Qua 2,80
11 Tam gui cay dau Scurrula parasitica L. Canh la 11,12
12 Hanh ta trong tai Ly Son Allium ascalonicum L. Than 13,92
13 ' Bach dan chanh Eucalyptus maculata Hool La 13,68
14 Hoang tinh cach Disporopsis longifolia Craib Cu 13,05
15 Hoangky Astragalus membranaceus (Fisch.) Bunge Ré 33,72
16  Rau ding Glinus oppositifolius L. Ca cay 10,03
17 i Che dang Ilex kaushue S.Y . Hu La 15,00
18  Tai meéo Abroma augusta (L.) L. f. Canh 14 1,56
19 Bach di¢p Hechychium coronarium Koenig Than ré 4,88
20  iVién chi Polygala arvensis Willd. Ré 19,49

2.2. Phuong phap nghién ciu

2.2.1. Nhan dong rudi gidm chuyén gen
SNCA mang bénh Parkinson va dong chirng sinh
ly phuc vu nghién ctru:

Tién hanh lai voi ty 1& duc- cai cac cap rudi
b me (1:1), thyc hién phép lai di truyén theo
so dd sau:

- Phép lai 1: tao dong dbi chimg sinh Iy P: @
elav-GAL4 X 4 UAS-GFP-CDS8 (ty 1¢ 1:1) FI:
elav—-GAL4 UAS-GFP-CD8 Ki hiéu: GFP.

- Phép lai 2: tao dong bénh Parkinson biéu
hién protein alpha-synuclein P: @ elav-GAL4 X
d UAS-SNCA (ty 1é 1:1) Fl: elav-GAL4
UAS-SNCA Ki hi¢u: SNCA.

Rudi gidm dugc nudi trong mdi truong thirc
in co ban (chira 5% cao ndm men, 5% dudng,
1% agar, 3% stra bot, 0,5% acid propionic va
0,4% natri benzoat). Thirc an cho rudi dugc thay
3 ngay mdt lan, dam bao cung cip ngudn dinh
dudng diy du cho rudi dén khi lam thi nghiém.
Nhém rudi bénh ly duoc diéu tri mau nghién ctru:
Rudi bd me duoc lai (ti 18 1:1) va nudi trong moi
truong thirc dn co ban c6 bd sung miu cao chiét
vGi nong d6 2 va 4 mg/ ml. Rudi duoc nudi trong
phong thi nghiém & nhiét d6 25 + 1°C véi chu ky
12/12 gio sang/ tdi (sang tir 7 - 19 gioy). Céc thi
nghi¢ém danh giad hanh vi dugc thuc hién trong
giai doan sang tir 9 gio dén 18 gio.

2.2.2. Thir nghiém danh gia téc do di chuyén
ctia 4u tring (crawling assay):

Thi nghiém tién hanh theo nghién clru cua tac
gia Nichols va cs. (2012) [5], trén au trung rudi
giam béc ba cua thé hé F1 (ca b me va du trung
F1 déu dwoc nudi trong moi truong co ban c6 bo
sung cac cao chlet) Lwa chon cac au trung bac 3
rudi gidm duc nham dam bao tinh 6n dinh cua
hanh vi. Chuyén 4 u tring vao méi trudng thach
agar 1,5% trong dia petri duong kinh 12 cm dé
ching bo ty do trong khoang 60 gidy. Ghi lai
video va phan tich téc d6 di chuyén cua 4u tring
bang phan mém Image J 1.53.

2.2.3. Thir nghiém danh gia kha nang ghi nhé
mui cta du tring (odor-taste learning assay):

Dua trén nghién ciru cua tac gia Gerber va cs.
(2013) [6], thir nghiém danh gia tri nhd ngan han
dugc tién hanh trén au trung rudi giam thé hé F1
duoc lai boi rudi bd me (dugc nudi trong moi
truong thirc dn co ban c6 bd sung cao chiét voi
cac liéu lan luot 1a 2 va 4 mg/ml). Thu nghiém
bao gom 2 giai doan nhu sau:

- Giai doan luyén tap duoc tién hanh trén 2
nhém d6i nguge nhau: mot nhom au trung tiép
xtc v4i n-amyl axetat (AM) voi phan thuong la
duong sucrose (+), sau do tiép xtc voi 1-octanol
(OCT) ma khong c6 phan thuong (ky hiéu la
AM./OCT). Nhém thtr hai tién hanh tap luyén
nguoc lai (ky hiéu AM/OCT,). Qua trinh tap
luyén lap lai 3 lan.

- Giai doan kiém tra: hai nhom 4u tring sau
d6 dugce kiém tra trén méi truong thach khong co
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phan thuéng dudng dé lwa chon gira AM va
OCT. Két qua dugc danh gia bang chi s6 hoc tap
(LI) theo cong thirc nhu sau:
56 4u trimg bén AM — $6 du triing bén OCT

Téng s6 u trung
86 du tring bén OCT — S& au trimg bén AM
PREF oo = i

Tong s6 au trung

PREF,, + PREF

PREF , =

L=

2

Trong d6: PREFAM la chi s6 wu tién AM

PREFOCT la chi s6 wu tién OCT

LI 1a chi s6 hoc tap (Learning Index).

Néu: LI> 0 cho thdy 4u tring c6 kha nang hoc tap hay
ghi nhé.

LI~ Ochoﬂlayaummgldlongookhananghoctaphayg}u nhd.

LI < 0 cho thay mui gay khé chju cho rudi gidm.

3. Két qué nghién ciru

3.1. Két qua sang loc danh gid tac dung cai thién
hanh vivan dong ciia du trimg bdc 3 ruéi giam

Suy gidm chirc ndng van dong la tridu
chitng lam sang dac trung cua bénh
Parkinson [7]. Do vdy, tho nghiém nay la
tiéu chi quan trong dé nghién ciru chan doan
bénh cing nhu sang loc cao chiét co tac
dung diéu tri Parkinson. Sau khi phan tich
quang dudng di chuyén ctua au tring rudi
giam trong 45 gidy, nhom nghién ctu tinh
dugc toc do di chuyén va hinh dang duong
di cua au trung dugc thé hién trong Bang 2
va Hinh 1:

Bing 2. Két qua danh gia tac dung ctia cac cao chiét dugc lidu trén md hinh rudi gidm PD
dugc danh gia bang hinh thr nghiém hanh vi bo

i % Téc do trung binh (mm/s)
STT Tén mau g
2 (mg/ml) | 4 (mg/ml)
I. GFP (Nhém chirng sinh 1y) 1,020 + 0,02%%*
I1. SNCA (Nhém chirng bénh 1Y) 0,916 + 0,02
I11. Nhém diéu tri cao chiét dwgc liéu
1 Bach chi nam 0,845+ 0,07 0,725 + 0,04
2 Thach tung dudi ngua 1,047 + 0,02%* 1,045 + 0,04*
3 Cai can 0,890 + 0,06 0,796 + 0,05
4 Lac tién 1,02 8+ 0,06 0,835 + 0,05
5 Ha khé thao 1,112 £ 0,05%** 1,079 + 0,06**
6 Diéu nhuém 0,983 + 0,06 0,854 + 0,05
7 Bo may 0,883 + 0,04 0,705 + 0,06
8 Rau ng6 trau 0,895 + 0,05 0,814 + 0,05
9 Ba kich 1,082 + 0,03%* 1,044 + 0,03**
10 Bach tat 1é 0,831 + 0,06 0,982 + 0,04
11 Tam giri cay dau 0,982 + 0,04 0,904 + 0,05
12 Hanh ta trong tai Ly Son 0,945 + 0,04 0,799 + 0,04
13 Bach dan chanh 0,669 + 0,04 0,893 + 0,03
14 Hoang tinh cach 0,782 + 0,03 0,899 + 0,05
15 Hoang ky 0,853 + 0,05 0,802 + 0,06
16 Rau dang 0,973 + 0,05 1,000 + 0,05
17 Che ding 0,789 + 0,04 0,834 + 0,03
18 Tai méo 0,818 + 0,04 0,869 + 0,04
19 Bach diép 0,979 + 0,04 0,783 + 0,05
20 Vién chi 0,924 + 0,04 0,813+ 0,07

Chii thich: * p < 0,05; ** p < 0,01, ***p<0,001 s0 sanh véi I6 chimg bénh Iy (SNCA).

Két qua Bang 2 cho thiy 4u trung rudi gidm 16
bénh ly (SNCA) c6 toc do di chuyén thip hon 16
sinh 1y (GFP) khoang 11%, dat y nghia thong ké
voi p < 0,001. Trong 20 cao chiét dugc 11eu o
nong dd thir nghiém 2 va 4 mg/ml, c6 3 maiu cao
chiét bao gébm: Ha kho thiao (HKT - Prunella
vulgaris L.), Ba kich (BK - Morinda officinalis
How), Thach tung duéi ngya (TTDN - Huperzia
phlegmaria L.) c6 tic dung ting khi ning vén
dong trén rudi giam Parkinson thong qua tiéu chi

n=35-45 cd thé/lé.

danh gia bang téc d6 di chuyén cia 4u trang bac
3 rudi giam (gia tri p dugc chi ra ¢ Bang 2 va
duoc thé hién cu thé & Hinh 1).

Panh gia vé dic diém di chuyén cua 4au
trung bac 3 trong cung khoang thoi gian 1a 45
gidy, ching t6i nhan thiy au trung ¢ 16 bénh ly
(SNCA) di chuyén mét cach rdi loan, khong co
dinh huéng va quy dao khong rd rang, va co
téng quing duong van dong trong 45 gidy thap
hon dang ké so véi 16 sinh ly. Au trung bac 3 &
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16 rudi SNCA duoc diéu tri bang ca 3 miu cao
chiét Ha kho thao, Ba kich, Thach tung dudi
ngwa vé mot huéng xac dinh, quy dao di
chuyén theo xu hudng duong thing hon, va c6
téng quing dugc van dong trong 45 gidy nhiéu
hon dang ké so vgi 16 rudi SNCA khong dugc
diéu tri bang cao chiét, v6i gia tri thong ké nhu
chira ¢ Hinh 1.B.

Tir nhitng két qua danh vé toc d6 van dong va

quang dugc di dugc cua 4u trung bac 3 cho thdy
4u trung rudi gidm chuyén gen SNCA mang bénh
Parkinson bi suy giam hanh vi van dong va diéu
tri bang 3 cao chiét ha kho thao, ba kich, thach
tung dudi ngua c6 tac dung phuc hoi su suy giam
vén dong cua au trrung rudi. Do do, 3 cao chiét
dugc liéu nay dugc nhém nghién ctru tlep tuc
danh gia tac dung trén kha nang hoc tap va ghi
nhé ngin han.

A)
‘\\ T .
. A . NS
. \
N\
GFP SNCA
) i
/ /
) / . { i
’ \ - P o
i L
‘//’\ o~ i
/ Nt
SNCA+TTDN (4mg/ml) SNCA+BK(4mg/mi) SNCA+HKT(4mg/mi)
B)

80 -

SNCA

e ok *

60+

20+

Quang dudng di chuyén trong 45 sec
(mm)
=N
o
i

GFP 0 2 4

Aot ke ek ok

2 4 2 4 (mg/mt)

TTEN

HKT BK

Hinh 1. Tac dung cai thi¢n kha nang van dong cua cao chiét thach ting dudi ngua, ha kho thao, ba kich
(ndng do2va4 mg/ml) trén au trung rudi gidm chuyén gen SNCA mang bénh Parkinson.
A) Hinh anh duong di ctia Au tring rudi gidm; B) Két qua phan tich quang dudng di chuyén cua 4u trung rudi gidm. n=35-45
ca thé/16. * p < 0,05; **p < 0,01, ***p<0,001 so sanh voi 16 chitng bénh Iy (SNCA). GFP: 16 chiing sinh ly. SNCA
(16 bénh ly): ruéi glam chuyén gen SNCA mang bénh Parkinson. TTDN-2,4; HKT-2,4; BK-2,4
(16 méu thir): ruéi giam chuyén gen SNCA mang bénh Parkinson duwgc diéu tri bang cao chiét thach ting duéi ngua;
ha khé thao; ba kich ¢ cdc nong do 2mg/ml va 4mg/ml.

288

Tap chi Dwoc ligu, tap 27, s6 5/2022




3.2. Két qua ddnh gia kha ndng hoc tdp va ghi
nhé ngdn han

Téac dung cua cao chiét trén kha nang hoc
tap va ghi nho ngan han cta 4u trung rudi glam

Parkinson dugc danh gia bang thir nghiém tri
nh¢ mui. Thong qua chi s hoc tap LI, kha
ning ghi nhé ngin han s& dugc so sanh gitra
cac 16 nghién ctru.

SNCA

1.0

*kk *

0.5

T\
N\

LI
N
&—1

\\

*% *%*

0.0f--cvvveeeeees

-0.5 T I [ I

GFP 0 2 4

TTDN

BK

Hinh 2. T4c dung cai thién tri nhé ngén han cua cao chiét Thach tung duéi ngua, Ha kho thao, Ba kich trén 4u tring béc 3
rudi gidm chuyén gen SNCA. n = 144, vdi * p < 0,05; ** p < 0,01, ***p<0,001 so sanh vdi 16 bénh Iy (SNCA).

Két qua Hinh 2 cho thiy u trang rudi gidm ¢
16 bénh 1y (SNCA) c6 chi sb hoc tap LI thap hon
16 chirng sinh ly (GFP), su khac biét c6 y nghia
thong ké v&i p < 0,001. Au trang rudi gidm dugc
diéu tri bing cao chlet Thach ting duéi ngua, Ha
kho thao, Ba kich nong d6 4 mg/ml c6 chi s6 hoc
tap LI cao hon so véi 16 bénh ly, su khac biét co
y nghia thong ké véi p < 0,05. Mac du vay, diéu
tri bing cao chlet Thach tiung dudi ngua, Ha kho
thao, Ba kich nong d6 2 mg/ml khong anh huong

tGi tri nhé ngan han cua 4u tring rudi gidm SNCA.

4. Ban luan

PD la mot bénh ly than kinh phuc tap, nguyén
nhén gdy ra PD hién con chua rd rang. Cac nha
khoa hoc cho rang c6 2 nguyén nhdn gay bénh
Parkinson 1a yéu t6 di truyén va yéu tb moi
truong, bén canh do6 sy lao hoa cling la mot van
de can quan tam. Chi riéng nghién ctru vé cac yéu
t6 di truyén, hon 20 dang don gen cua PD da
dugc mo ta va hon 100 locus da duoc xac dinh la
yéu t6 nguy co ddi v6i PD [8]. Chinh vi tinh chét
phirc tap cta co ché bénh sinh nén cho dén nay
van chua c6 thudc dic hiéu diéu tri bénh. Viéc
tim nghién ctru thudc diéu tri PD dang 1a mot
thach thirc 16n cua cac nha khoa hoc.

Hién nay, nhiéu nghién ctru sir dung rudi gidm
lam mé hinh dé danh gia PD boi wu thé vé mat
dao dirc, yéu t6 kinh té, tinh hop ly vé di truyén
va sinh ly. Mot sb gen lién quan da duogc st dung
dé gay mo hinh rudi gidm Parkinson trén thé gioi
nhu: SNCA, PINK1, Parkin, DJ-1 va LRRK?2 [9].
Protein a-synuclein dugc ma hoa boi gen SNCA,
mot trong ba gen thudc ho synuclein (a, B, y) ¢
nguoi. Mot s dot bién diém trén gen SNCA nhu
A30P, AS3T... da dugc chimg minh c¢6 lién quan
dén sinh bénh hoc Parkinson [10] Nghlen cuu
ctia Mizuno va cs. (2010) dung rudi gidm chuyén
gen SNCA 1am md hinh nghién ctru PD, m6 hinh
nay biéu hién triéu chirng suy giam kha niang van
dong va mit té bao than kinh tao dopamin theo
tudi [11]. Gan day nghién ciru cia Nguyen Trong
Tué va cs. (2021) trén m6 hinh rudi giam chuyen
gen SNCA st dung GAL4/UAS dé biéu hién
protein o-synuclein & md ndo cho két qua rudi
gidm c6 biéu hién kiéu hinh dic trung cua bénh
Parkinson nhu suy giam kha niang van dong (¢ ca
giai doan 4u trung va rudi _truong thanh) va rut
ngan tudi tho [10]. Thuc té, nhiéu md hinh rudi
gidm chuyén gen SNCA ciing da duogc sir dung va
chirng minh 1a ¢6 thé tao ra mot s6 dic diém kiéu

Tap chi Dwoc liéu, tip 27, s6 5/2022

289




hinh tuong df)ng PD cua con nguoi [11]. Do do
mo hinh rudi giam chuyen gen SNCA mang bénh
Parkinson 12 m6 hinh tiém niang dé nghién _ciru
thr nghiém ciing nhu sang loc dugc liéu hd tro
diéu tri bénh Parkinson.

Cai thién téc d6 di chuyén 1a tiéu chi dic
trung nhim danh gid tac dung cua cao dugc
liéu [én chuc ndng van dong cua 4u trung rudi
glam Ket qua thyc nghiém cho thiy 4u trung
rudi gidm & 16 bénh 1y c6 téc d6 di chuyén
chdm hon so voi 16 sinh ly, sy khac biét ¢ y
nghla thong ké (p<0,05). Ngoai ra, 4u trung
rudi gidm 16 bénh ly c6 quy dao di chuyén
khong rd rang va khong c6 dinh hudng so voi
quy dao duong di cua 16 sinh ly. Diéu nay phu
hop véi két qua nghién ctru trude d6 cua Varga
va cs. (2014) [12]. Ket qua nay cho thiy thir
nghiém hanh vi bo cua 4u trung c6 thé dugc sur
dung dé nghién curu sang loc dugc ligu diéu tri
PD. Trong s6 20 duoc liéu nghién ciru & nong
do 2 va 4 mg/ml, c6 3 mau cao chiét: Thach
ting dudi ngua, ba kich, ha kho thao cho thiy
tac dung cai thién chirc nang van dong cua 4u
trung rudi gidm, tdc do di chuyén trung binh
cua 4u trung cao hon so véi 16 bénh ly, su khéc
biét c6 y nghia thong ké (p<0,05). Nghién ctru
cua Varga (2014) cho thay sy khiém khuyét
van dong & 4u trang rudi gidam chuyén gen
SNCA la do giam giai phong dopamin & synap
[12]. Hon nita nghlen clru cua Ryabova (2014)
dd ching minh rudi gidm chuyen gen SNCA
mang dot bién diém A30P c6 thé gay ra cac rdi
loan chirc nang khop than kinh (synap) thong
qua phan tich cau tric than kinh co NMJ tai
nhom co s6 4 cua 4u trung bac 3 rudi glam nhu
giam sé lugng va dién tich cac nat than kinh
[13]. Nhu vay, day co thé 1a dich tac dung cua
3 cao chlet Ién chirc nang vén dong cua 4u
trung rudi gidm chuyén gen SNCA mang bénh
Parkinson.

Cung véi dic diém dic trung cia PD 1a suy
giam hanh vi vén dong ¢ trén, suy giam tri nh¢ la
mot déu hiéu thuong gip lién quan den cac rbi
loan khong van dong & nguoi PD, xuat hién khi
qué trinh thoai héa anh hudng dén cac té bao than
kinh ¢6 chirc ndng trong viéc ghi nhd va mac do
tap trung [14]. Chung t6i sit dung mo hinh danh
gia kha ning hoc tap va ghi nhé mui nhim danh
gid tac dung ctia cao duoc liéu 1én kha ning ghi
nhd ngan han cua 4u triung rudi glam Két qua
thuc nghiém cho thiy kha ning ghi nhé mui cua

au tring rudi gidm & 16 bénh ly kém hon so voi 16
sinh ly, sy khéac biét c6 y nghla thong ké (p<0,05).
Két qua nay tuong dong voi nghién ctru cua Zhao
(2015) [15]. Diéu nay cho thiy mé hinh phu hop
dé danh gia tac dung cua cao chiét c6 tac dung
cai thién PD. Thach tung dudi ngua, ha khoé thao,
ba kich nong d9 4 mg/ml cho thiy tac dung cai
thién chire nang ghi nhé cua 4u tring rudi gidm
¢6 chi s6 hoc tap LI ting 1én so v&i 16 bénh ly, su
khac biét cé y nghia thong ké p<0,05. Trong khi
d6, & muc liéu thip hon 1a 2 mg/ml, thach ting
dudi ngua, ha kho thao, ba kich khong thé hién
hiéu qua tac dung. Diéu nay cho thiy tac dung cai
thién tri nhd ngin han trén du trung rudi gidm
SNCA ciia 3 cao chiét phu thudc vao liéu nghién
ctru. Nghién ctru cua Volders (2012) [16] chi ra
chirc nang hoc tdp va ghi nhé mui trén ru06i
gidm lién quan truc tiép toi té bao Kenyo (KC),
hinh thanh cdu trac hinh thai ving MB
(Mushroom body) thugc hé than kinh trung wong.
Nhu vay, diy c6 thé 1a dich tac dung cua cao
chlet 1én chirc nang ghi nhé mui cta 4u tring rudi
gidm chuyen gen SNCA mang bénh Parkinson.
Tuy nhién van can nghién ctru siu hon dé khang
dinh chinh xéc.

5. Két ludn

Str dung mé hinh rudi giam chuyén gen SNCA
gdy bénh Parkinson dé nghién ciru sang loc 20
cao chiét dugc liéu phat hién dugc 3 cao chiét
bao gdm Ha khé thao (Prunella vulgaris L.), Ba
kich (Morinda officinalis How), Thach tung duoi
ngua (Huperzia phlegmaria L.) c6 tac dung cai
thién dang ké hanh vi van dong cia 4u tring bac
3 rudi gidm chuyén gen SNCA giy PD. Pong thoi,
trén thir nghiém déanh gia kha nang ghi nho ngin
han cua 4u trang rudi gidam ciing cho thay 3 cao
chiét ‘nay c6 tac dung cai thi¢n tri nhd ngan han
ciia Au trung rudi gidm chuyen gen SNCA. Két
qua nghién ctru nay lam tién dé cho céc nghién
cru tiép theo dé danh gid tac dung diéu tri
Parkinson cua cac duoc liéu Viét Nam trong thoi
gian toi.

Loi cim on: Két qua thu dwgc trong nghién ciru nay la
san pham cua dé tai cap Vién Durge ligu (2021-2022):

“Trién khai mé hinh Parkinson trén ruoi gzam thuc nghiém
va dp dung danh gid tdc dung ciia mot so j cheoc ligu”. Nhém
tac gia xin chan thanh cam on tiéu dw an First (2017-2019):
“Hop tdc nghién ciru salOng loc duwoc liéu co tac dyng ngan

ngu'a/ hé tro dzeu trz benh suy giam tri nho' va co ché tac

.....

cao chlet duoe liéu phuc vu nghién ciu nay
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Tom tat

Téac dung hd tro didu tri bénh gat cua cao chiét ethanol 80% tir day dau xuong [Tinospora sinensis (Lour.) Merr.] dugc
nghién ctru bao gdbm cac thuc nghlem danh gia céac tac dung ha acid uric mau, glam dau va khang viém trén chudt nhit tring.
Khao sat kha nang ha acid uric mau cta cao thir nghiém dugc thyc hién trén mé hinh chudt gdy ting acid uric mau boi kali
oxonat. Tac dung giam dau dugc khao sat trén thyc nghiém mam néng, tic dung khéng viém dugc dénh gié trén mo hinh gay
phu chén chudt boi carrageenan. Két qua cho thay & phac d6 diéu tri du phong, 16 bénh cho ubng cao chiét day dau xuong
(lidu ubng 0,231 g/kg va 0,462 g/kg, trong duong 2,5 g va 5 g dugc li¢u kho /kg) co ndng do acid uric mau tré vé mirc gia tr1
binh thuong, twong tu tac dung ctia thude ddi chiéu allopurmol (lidu udng 10 mg/kg). Bén canh d6, cao chiét ethanol 80% tir
day dau xuong con thé hién gitip lam kéo dai thoi gian chiu nhiét ciia chudt véi kich thich nhiét do mam néng va giam 00do
pht chan chudt gay baoi carrageenan, thé hién tac dung giam dau tuo‘ng tur véi 16 diéu tri bang thudc déi chleu 1a morphin (10
mg/kg, tiém phic mac) va tac dung khéng viém tuong tu Celebrex® liéu udng 25 mg/kg. Tom lai, cao chiét ethanol 80% cua
day dau xuong c6 tic dung du phong diéu tri bénh gat.

Tuwr khéa: Ddy dau xuong, Ha acid uric mau, Giam dau, Khang viém.
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