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Alzheimer 1a mét bénh ly vé thoai hoa
than kinh va 1a nguyén nhan gy tr vong
ding thr tam ¢ Hoa Ky. Alzheimer dnh
huéng dén khoang 6,2 triéu nguoi, trong
khi chi phi chdm soc stic khée hang nam
chiém khoang 305 ty USD [1]. Bénh duoc
dac trung boi su tong h(yp protein bt
thuong dan dén viém day than kinh va ton
thuong céc té bao than kinh. Két qua gy
ra tro ngai vé tri nhé, nhan thirc va hanh
vi do su thiéu hut té bao than kinh va su
1i loan chiic ning clia synapse than kinh

[2].

Bénh Alzheimer va cac liéu phap diéu
tri Alzheimer truyén thong

Hién nay, mot sb thudc di dugc FDA
chép nhén trong diéu tri bénh Alzheimer,
bao gdm chét trc ché cholinesterase (Vi
ba loai thuéc chinh la: donepezil,
rivastigmine, va  galantamine) va
memantine [3]. Bénh nhan st dung cac
loai thube nay cho th?iy su cai thién nhe
vé chitc ning nhén thirc trong ba thing
dau tién, nhung 3-9 thang sau do, kha
ning (¢ ché suy giam nhan thic cia
thuc da giam dan. Ly do cac thudc nay
khong thé chita khoi bénh rat phic tap,
cha yéu lién quan dén co ché sinh bénh
phuc tap va chua dugc lam rd cua
Alzheimer. Quan trong nhét 13 thubc diéu
tri khong c6 kha ning kich thich tai tao té
bao thin kinh vén di bj tén thuong.
Ngoai ra, khi tinh trang bénh tré nén
nghiém trong, su suy giam hoat dong ctua
cac té bao trong co thé ciing wc ché sy
vén chuyén caa cac phan tir thude [4].

Do do, phuorng phap dleu tri bang thudc
con gip nhidu han ché vé hiéu qua ciing
nhu tinh chinh x4c. Tuy nhién, trong
nhitng nam gin ddy, liéu phap té bao gbc
trung md dugc phat trién manh va
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mang lai hy vong diéu tri Alzheimer t6t
hon bing cach ting cudng mirc do hdi
phuc chitc nang va tai tao cac té bao than
kinh d3 bj ton thuong [5].

Liéu phap sit dung MSC-CM trong
diéu tri bé¢nh Alzheimer

Té bao gbc trung md (MSC) 14 loai té bao
gbc duge nghién ctru nhidu nhét trong
diéu tri Alzheimer. MSC thuc hiéc chirc
ning bang cach tiét ra cic yéu té ting
truong, protein chéng viém, thy thé mang
va microRNA trong méi truong diéu hoa
(CM). Céc yéu t6 nay han ché sy mat té
bao thin kinh bing cich ngin can qui
trinh chét theo chwong trinh va kich thich
su ting sinh t& bao than kinh, sy hinh
thanh synap va su hinh thanh mach [6].
Ngoai ra, cic yéu t6 tang truong than kinh
(BDNF) va cac yéu t6 bao vé than kinh
nhu enzyme chdng oxy héa superoxide
dismutase 3 (SOD3) cé trong mdi truong
didu hoa tir nudi ciy MSC (MSC-CM)
gitip bao vé té bao thin kinh khoi su tiép
xuc voi ROS, lam giam sy tich tu
superoxide du thira va tang cuong kha
ning séng s6t cia té bao than kinh [7, 8].
Tac dung bao vé thin kinh cia MSC-CM
cling dugc phat huy nho cac tui ngoai bao
(EV), chung cung cap cac catalase chong
oxy hoa va cac yeu t6 co nguon goc tu
MSC khac nhu cytokines, protein,
miRNA, tham chi 1a cac ty thé khoe manh
gitip bao vé va phuc hdi hé than kinh
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[Hinh 1] [9]. Amyloid-beta (AB) duoc
quan sat thdy trong ndo cua bénh nhan
méc bénh Alzheimer (AD). Khi 4p dung
MSC-CM trong thir nghiém cho thiy
giam sy biéu hién cua AP gdy ra boi
oligomer & ca chudt va té bao ARPE-19.
Dé kham pha vai trd tiém nang cua céc
peptide dugc tiét ra tir MSC, nhitng nha
nghién ctu di so sanh cdu hinh
peptidomics cuia MSC-CM. Sau d6 phan
tlch tin sinh hoc cho thdy ring 3-8 trong
s 155-163 protein trong MSC-CM c¢b
thé duoc lién két voi
SIRT1/pAKT/pGSK3p/B-catenin, protein
lién két chit chd va con dudng tw hiy.
Dic biét, thong tin vé MSC-CM c¢6 thé
hiru ich cho viéc phong ngira va diéu tri
bénh Alzheimer théng qua lam giam
luong AP.

Tac dung ciia MSC-CM Ién céc té& bao
than kinh. MSC-CM chita c4c phan tir co
hoat tinh sinh hoc va cic yéu t6 dinh
dudong nhu VEGF-FGF-HGF-EGF voi
dic tinh wc ché qua trinh chét theo
chuong trinh, giam thoai hoa than kinh,
tang s6 lwong t& bao than kinh va tao
mach, thiic ddy qua trinh phuc hdi cia ty
song, ting mic d6 ATP-NADH ciing nhu
kich hoat cac con duong tin hi¢u khac
nhau & cip do té bao than kinh, ching han
nhu qua trinh phosphoryl héa AKT,
JAK/STAT3 [13].

mal
derived from sdipose tissue

Adult

Stem Cells

Secretome Mesenchymal
Stem Cells Decrease

Degencrative seurons
NMDA- Triggered calcium responses
Apoptosis, GluR 1, Anglogenesis.
Inflammation, Amylond [}

L6

t Oligodendrogenesis 1TNF-a

‘ lunc]n-ru:
remyelination

Microglia

Oligodendrocytes



Mot nghién ciru tién 14m sang trén chudt
bi ton thuong tiy séng cho thdy ring
mMiRNA-21 c6 ngudn gbc tir exosome do
MSC tiét ra co kha ning tc ché qua trinh
chét theo chuong trinh cia té& bao than
kinh bang cach giam biéu hién caa PTEN
va PDCD4 [10]. Trong mét nghién ciru
khac, miR-29b biéu hién qua muc trong
céc exosome tiét ra tir MSC da lam giam
su chét cia té bao thin kinh trong mé
hinh chuét méc bénh Alzheime, dong thoi
cho thdy su cai thién vé tri nhé va kha
nang hoc tap [11]. Zaldivar va cong su
(nam 2019) ciing cho thdy két qua kha
quan khi tiém MSC-exosome vao chudt
miéc bénh Alzheimer [12]. Ho chimg
minh ring exosome cé trong MSC-CM da
kich thich sy hinh thanh té bao than kinh
& ving ban céu ndo, lam ting tinh linh
hoat cuia h¢ than Kinh va cai thién tinh
trang SUy giam nhan thirc. Nhin chung,
c4c két qua nghién ciru tién 14m sang nay
déu cho thdy raing MSC-CM cung cip
moét liéu phap khéng co t& bao day hua
hen trong diéu tri bénh Alzheimer.

Viéc st dung MSC-CM trong diéu tri
Alzheimer dem lai nhiéu wu diém hon so
véi MSC vi khong gay ra déap ung mién
dich manh m€ cling nhu nguy co phat
trién thanh khéi u, do do an toan véi
nguoi bénh. Cac nghién ctru tién 1am sang
st dung MSC-CM trén chudt méc bénh
Alzheimer hiu hét déu dem lai két qua
tbt, tuy nhién con thiéu cac thir nghiém
lam sang trén nguoi. Do do, liéu phap nay
can dugc nghién ctru sau hon vé co ché
va tién hanh thém cac thu nghiém lam
sang trong tuong lai dé co thé thay thé cac
lisu phap truyén théng nhim cai thién
dang ké tinh trang bénh Alzheimer, ciing
nhu cac bénh thoai hoa than kinh khac.
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