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Tom tit

Bénh bach cau man dong tiry (BCMDT) la mét bénh Iy dc tinh ciia mdu va tity xuwong
xay ra o tré em va nguoi lon. Hién nay, da co it nhat bon thé hé thuéc diéu tri da dwoc
sdan xudt va chieng minh la c6 hiéu qua diéu tri tuy nhién vin dé khang thudc van chwa
diege gidi quyét triét dé, do do can phdi tim kiém nhitng thuéc méi hodc phirong thire diéu
tri méi. Ngdi Ciru con duwot goi 1a cdy thudc ciru, cay thudc cao, ngdi diép, cd tén khoa
hoc 1a Artemisia vulgaris L. thugc ho Cuc. Ngdi ciru 1a mét vi thuse thdng dung, moc
hoang ¢ nhiéu noi tai Viét Nam, ngoai ra con c6 ¢ nhiéu nuéc chau A, chau Au khac.
Ngdi Ciru thwong dwoc ding diéu tri cac van dé vé tiéu hoa, chira ndn mera, thuoc giun,
sot rét... Nghién cizu nay tap trung vao viée danh gid tac déng gdy doc té bao K562 cua
cao chiét téng va cao chiét phdn doan cia ngdi ciru. Két qua nghién ciru da chirng minh
rang cao chiét tong cia cdy ngdi citu ¢6 khd ndng tkc ché sie phdt trién ciia dong té bao
ung thw mdu K562. Cu thé la su tdc dong ciia cao chiét 1én sw tang sinh ciia té bao ung
thw mdu K562 1a phy thudc vdo thoi gian va nong do cao chiét. Ngodi ra, cao chiét phin
doan chloroform cia ngai ciru cho thdy cé chita nhiéu hop chat tiém ndang diéu tri ung
thw mdu va can dwoc tién hanh nghién civu thém.

Tir khéa: Artemisia vulgaris, kha ning khdang té bao, K562, ngdi ciru
Abstract

ANTI-LEUKEMIA EFFECT OF AR CRUDE AND FRACTIONS EXTRACTS

Chronic myeloid leukemia is a malignancy of the blood and bone marrow that
occurs in children and adults. At least four generations of therapeutic drugs have been
produced and proven to be effective, but the problem of drug resistance has not been
completely solved, so it is necessary to search for new drugs or new treatment modalities.
Artemisia vulgaris, belonging to the daisy family, is a common medicine, growing wild in
many places in Vietnam, in addition to many other Asian and European countries. A.
vulgaris is commonly used in the treatment of digestive problems, vomiting,
anthelmintics, malaria, etc. This study focused on evaluating the cytotoxic effects of K562
of the total and fractional extracts of A. vulgaris. The results of the study demonstrated
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that the total extract of A. vulgaris has the ability to inhibit the growth of the leukemia
cell line K562. Specifically, the effect of the extract on the proliferation of K562 cells was
dependent on the time and concentration of the extract. Also, the chloroform fraction of
A. vulgaris has been shown to have many compounds that could be used to treat leukemia,
but more research is needed.

1. it van dé

Bénh bach ciu man dong tiy (BCMDT) 1a mét bénh 1y ac tinh ciia mau va tay
Xuong xdy ra & tré em va nguoi 16n. Khoang 90-95% bénh nhan mac BCMDT dugc phat
hién c6 su hién dién cta nhiém sic thé Philadelphia. Py 1a nhiém sic thé s6 22 méi dugc
hinh thanh do chuyén doan nhiém sic thé s6 9 mang gen ABL va nhiém sic thé 22 mang
gen BCR, goi la chuyén doan t(9,22), két qua dan dén viéc hinh thanh nhiém séc thé
Philadelphia, chira gen BCR-ABL. Gen BCR-ABL ma hoa protein thudc ho tyrosine kinase
la BCR-ABL c6 thé ty hoat hoa chirc niang khéi phat con dudng sinh ung thu va din dén
su phat trién ciia bénh BCMDT (Chereda va nnk., 2015). Do su ra doi ctia imatinib, mot
chat trc ché tyrosine kinase, bénh nhan BCMDT hién duoc hudng loi tir viée diéu tri
(Hochhaus va nnk., 2017). Tuy nhién, sau thoi gian diéu tri thi phat sinh van dé khang
imatinib. Hién nay, di c6 it nhat bon thé hé thude trc ché tyrosine kinase da duoc san xuét
va chig minh 1a c6 hiéu qua diéu tri tuy nhién van dé khang thudc van chua duoc giai
quyét triét dé, do d6 can phai tim kiém nhitng thuc méi hodc phuwong thirc diéu tri moi.

Ngai ctru con duoc goi la cay thude ctu, cay thude cao, ngai diép, c6 tén khoa hoc
la Artemisia vulgaris L. thuoc ho Cuc. Ngai ctu 1a mét vi thude théng dung, moc hoang
& nhiéu noi tai Viét Nam, ngoai ra con ¢6 ¢ nhiéu nudc chau A, chau Au khac. Pong y
coi ngai ciru 1a mot vi thude co tinh hoi 6n, vi cay, dung lam thubc chita dau bung do han,
an thai, diéu kinh. Ngoai ra, ngai ciru con duge dung diéu tri cac van dé vé tiéu hoa, chira
ndn mira, thudc giun, sot rét (Loi, 2004). Nam 2013, Sharmila va cong su nghién ctu hoat
tinh khang ung thu cia ngai ciu trén dong té bao ung thu gan (HEPG2) véi gia tri 1Cso
khoang 0,1mg duogc xac dinh bang phuong phap MTT (Sharmila va nnk., 2013). Chiét
xuat methanol caa cac bo phan trén khdng tir cay ngai ciru da duoc cac nha nghién ciu &
Thé Nhi Ky thir nghiém dé phan tich tac dung gay doc té bao ddi véi mot sé dong té bao
ung thu & ngudi va cac dong té bao binh thuong. Saleh va cong su di danh gia doc tinh
cua tinh dau chiét xuat tir chdi va 14 ciia cay ngai ctru vé tac dung tc ché sy phét trién cua
té bao ung thu. Céac két qua di ching minh rang quéa trinh apoptosis do tinh dau gay ra o
dong té bao bach ciu HL-60 qua cac con duong phu thudc caspase, lién quan dén caspase-
3, -9 va -8, duoc bat dau boi Bel-2/Bax/Bid, dan dén giai phong cytochrome c ra té bao
chat dé hoat hoa caspase. Két qua cuia 2 nghién ctru déu cho thay kha ning gay doc trén
cac dong té bao ung thu khac nhau. Dya trén nhitng quan st nay, cé4c tac gia cho rang
ngai ciru 6 thé 1a mot ngudn day hira hen cua céc chat chdng ung thu méi (Erel va nnk.,
2011; Saleh va nnk., 2014). Nam 2020, nhom nghién ctru Serbia di chirng minh chiét xuat
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methanol cua cy ngai ctiru ¢ kha niang gay doc té bao, thuc hién trén dong té bao ung
thu rudt két SW-480. Cac nha nghién ctu chi ra rang hoat tinh nay dugc gay ra boi cac
flavonoid va cac hop chat phenol khac cd trong cay (Jakovljevié¢ va nnk., 2020).

Nghién ciru ndy tap trung vao viéc danh gia tac dong gay doc té bao K562 cua cao
chiét tong va cao chiét phan doan caa Ngai cuu.

2. Phwong phap nghién ciru

2.1. Chudn bi cao chiét

Mau cay ngai ctru duoc thu hai tai ving Bay Nui tinh An Giang vao thang 9/2017.
Mau cay sau khi thu hai dugc loai bo cac 14 hu hong, sdu bénh va rira sach véi nude trude
khi tién hanh sdy kho & 40°C trong ti siy cho dén khi mau 14 kho hoan toan va c6 trong
luong khong thay d6i. Tién hanh xay va loc qua rdy dé thu dugc bot kho ngai ciru. Bot
dugc tién hanh ngam véi lugng methanol vira du, lac lién tuc trong 5 ngdy. Dich chiét
duogc thu nhan bang cach loc qua gidy loc whattman sau d6 cho bay hoi dung méi véi ap
suat thap & 40°C dé thu dugc cao chiét tho. Cao thd duoc dinh luong va hoa tan trong
DMSO (Sigma-Aldrich ) véi nong d6 cudi 1a 200mg/ml. Loc qua mang loc 0,45um va
0,22um trong diéu kién vé trung. Chia nho thanh timg eppendorf, bao quan & ti -20°C
cho t6i khi str dung (Nguyén-Kim-Phi-Phung, 2007).

Dé thu cao phan doan, dich chiét methanol tho cua ngai ciru dugc pha voi1 nudce va
1an luot chiét 10ng-1ong v6i cac dung méi theo 6 phan cuc ting dan, tir n-hexan tiép theo
1a chloroform va sau d6 bang ethyl axetate (EtOAc) va cudi cung 1a nudc. Sau d6 duoc
o ddc bang méy cd quay chan khong dé tao ra cac phan doan tuong tng.

2.2. Té bao va diéu kién nuoi cdy té bao

Céc té bao K562 dugc nudi ciy trong moi truong Roswell Park Memorial Institute
1640 (RPMI 1640, Sigma-Aldrich) c6 bo sung 10% huyét thanh nhau thai bo
(Thermofisher Scientific), 1001U/mL penicilin va 0,Admg/mL streptomycin (Sigma-
Aldrich) sau d6 u trong ti 4m 5% CO, & 37°C.

2.3. Thir nghig¢m ddinh gid doc tinh té bao

Té bao huyén phu duogc phan phdi vao trong cac dia 6 giéng ¢ mat do 10° té bao/mL
c6 hodc khong c6 sy hién dién cua cao chiét & néng d6 khac nhau. Sau thoi gian xir 1y, té
bao duoc nhudém bang thudc nhudm trypan blue dé danh gia tac dong cua cac loai cao
chiét 1én sy tang sinh cua té bao (Chi va nnk., 2012).

2.4. Phwong phdp phan tich sé ligu

Céc thi nghiém duogc thuc hién it nhét ba lan va duge phan tich béng phén mém
Graphpad prism phién ban 9.0.0. Phan tich hdi quy phi tuyén dugc thuc hién dé xac dinh
ndng d6 ngai ctru ma tai d6 trc ché 50% quan thé té bao (ICso). Su khac biét dang ké duoc
xéc dinh bang gid tri p 14 0,05. Dit liéu dugc trinh bay dudi dang trung binh + sai s6 chuan
cua gia tri trung binh
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3. Két qua nghién ciru va thio luin

3.1. Tdc déng cia cao chiét thd va cao chiét phdn doan ciia ngdi cieu trén dong
té bao K562

Cao chiét tong va cao chiét phan doan tir cdy ngai ctru duoc danh gia doc tinh trén
dong té bao ung thu mau K562 & cac ndng d6 khac nhau.

Két qua trén hinh 1 cho thdy cao chiét tong trc ché sy phat trién cta cac té bao K562
phu thudc vao ndng d6 cao chiét véi gia trj IC50 duge ghi nhan nhu trong bang 1. Nhin
chung thi khi nong d6 cao chiét cang tang thi s6 luong té bao séng cang giam.

Vi dich chiét thd ngai ctru thuong chira nhiéu thanh phan chat khac nhau, do d6 ching
t6i d4 tién hanh chiét long —long phan doan cao tong thanh 4 phan doan nho hon tuong Gng
v6i d phan cuc dung mai tang dan bang cach hoa tan dich chiét thd trong cac dung moi
khéc nhau, tir khéng phan cuc (n-hexan) dén phan cuc thap (chloroform), phan cuc trung
binh (ethyl axetate) va phan cuc manh (nuéc). Tiép theo, chling t6i tién hanh kiém tra doc
tinh cua cac cao chiét phan doan dbi véi su ting sinh té bao K562. Biéu tha vi la ching toi
phét hién ra rang phan doan chloroform va ethyl acetate da ngan chan rat hiéu qua su phéat
trién cua té bao K562, trong khi phan doan nudc thi khong c6 tac dong rd (Hinh 1).
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Hinh 1. ,Ké't qua danh gia doc tinh cao clfgié't tong
va cao chiet phan doan cdy ngai ciru trén té bao K562
Cao chiét phan doan chloroform va phan doan ethyl acetate cho két qua &c ché sy
ting sinh cua dong té bao K562 (gi4 tri I1C50 lan luot 1a 5,84 + 0,64pg/ml; 7,48 *
0,50pg/ml, bang 1) tét hon so voi phan doan n- hexan va nude. Nhu vay, két qua nay cho
phép két luan rang cao chiét phan doan chloroform va phan doan ethyl acetate cua ngai
ctru ¢6 chira nhiéu hop chét tiém nang diéu tri ung thu mau, can duoc nghién ciu thém.

69



http://doi.org/10.37550/tdmu.V]S/2022.05.338

Bdng 1. Gia trj IC50 cua c4c cao chiét thir nghiém trén dong té bao K562

Gia tri IC50 (png/ml)
Cao thd 44.27 £1.43
Cao phéan doan n-Hexan 28.50 = 1.48
Cao phan doan Chloroform 5.84 £ 0.64
Cao phan doan EtOAc 7.48 +£0.50
Cao phan doan Nudc 184.14 + 23.63

3.2. Sw thay déi hinh thai té bao dwdi tic déng cia cao chiét ngdi ciru

Hinh 2 minh hoa su thay d6i vé hinh théi ctia t& bao sau 72 gio t voi cao chiét tong
va cao chiét phan doan cta ngai ctru ¢ ndong d6 100pug/ml. Nhan xét chung, so véi té bao
& giéng d6i chung co6 thé nhin rd nhan va mang té bao thi ¢ cac nghiém thic xir Iy véi
cao chiét déu cho thay té bao bi co lai va khi nhuém trypan blue thi quan thé té bao gan
nhu bat mau hoan toan véi thuéc nhudm thé hién té bao di chét. Riéng & cao phan doan
nude thi cum té bao con song thiy rd nhan va mang t& bao con nguyén ven rat nhiéu.

Cao phin doan Cao phan doan Caophindoan Caophén

Déi chimg Cao thé n-Hexan  Chloroform EtOAC doan Nudre

Hinh 2. Két qua quan sat hinh thdi té bao duwdi kinh hién vi soi ngwoc
khi xu Iy te bao voi cac cao chiét cay ngai cuu
3.3. Déc tinh ciia cao chiét ngdi ciu theo thoi gian trén dong té bao ung thuw mdu K562
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Hinh 3. Phan tram té bao TCCY va TCCY-T315I
song theo thoi gian dudi tdc déng cia ngdi ciru
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Dua trén gié tri ICso & thi nghiém trén, ching t61 tiép tuc danh gi4 kha nang tc ché
su ting sinh t& bao K562 cuia cao chiét ngai ctru theo thoi gian. Két qua duoc thé hién qua
hinh 3 cho thdy, s6 té bao sdng sau khi t v6i cao chiét ngai ciru giam dan qua timg ngay va
dén ngay thtr 4 thi hiu nhu khong con té bao séng. Trong khi ¢ giéng ddi chung khong co
cao chiét ngai ctru thi sb té bao sdng ting dan theo ngay va dat mat do cao ¢ ngay thir 4.

Két qua nghién ctru di chimg minh rang cao chiét tong ciia ciy ngai ciru ¢6 kha ning
{rc ché sy phat trién ctia dong té bao ung thu méu K562. Cu thé 1a su tac dong cua cao chiét
1én su tang sinh cua té bao ung thu mau K562 1a phy thudc vao thoi gian va ndng do cao
chiét. Ngoai ra, cao chiét phan doan chloroform ctia ngai ctru cho thiy c6 chtra nhiéu hop
chit tiém nang diéu tri ung thu mau va can dugc tién hanh nghién ctru thém.
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