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BAY LA MOT HOA U'C CHE UNG THU VU THUC NGHIEM

TREN CHUQT BANG POC TE BAO VA APOPTOSIS
Pham Thi Nguyét Hang"*, Tran Thi Hong Vin', Pham Minh Hiéu', Pham Anh Ting’,
Phi Dinh Uy', Nguyén Vin Hiép', Lé Thi Xoan', D6 Thi Ha', Nguyén Thi Ngoc Bich’,
Trin Pinh Nghia?, Hoang Thi Tuyét Nhung’
Vién Duoc liéu; *Truong Dai hoc Duoc Ha Noi
*Email: phamhangtoyama@gmail.com
20/4/2026 Chap nhéan dang: 16/5/2026
Tém tit

Nhan bai:

Nghién ciru nay dugce tién hanh nhim danh gia tac dung chéng ung thu vii thuc nghiém cua cao dinh chuén chiét xuit tir
than 1& bay 14 mot hoa (Paris polyphylla var. chinensis - PPC). Cao chiét dugc chuin hoa theo ham luong bén hop chit
saponin chinh (paris saponin H, paris saponin D, gracillin va polyphyllin D, tdng ham lugng trén 10%). Cao chiét PPC thé
hién tic dung trc ché ting sinh té bao ung thu v 4T1 in vitro v6i gia tri ICso 1a 125,7 pg/mL. Trén m6 hinh chudt Balb/c
dugc gy u va thyc nghiém bang té bao 4T1 va diéu trj bang PPC v6i hai muce lidu 200 v 400 mg/kg/ngay trong 28 ngay, két
qud cho thdy PPC liéu 400 mg/kg lam cham 10 rét sy phat trién khoi u tir ngay thir 8. Ca hai murc liéu déu lam giam dang Kké
khéi luong khéi u so cap so v6i 16 bénh 1y. Nhuom TUNEL cho thdy cao chiét PPC thiic déy qua trinh apoptosis cua té bao
khéi u, co ché nay co the lién quan dén thanh phan polyphyllin D trong cao chiét. K&t qua nghién ciru cung cip thém bing
chimg khoa hoc hd tro tiém ning phat trién san phdm tir bay 14 mot hoa trong hd tro diéu tri ung thu va tai Viét Nam.

T khoéa: Bay la mét hoa, déc té bao 4T1; Khang u vu thuc nghiém; TUNEL.
Summary
Paris polyphylla var. chinensis Smith Inhibits Experimental Breast Cancer in Mice via Cytotoxicity and Apoptosis

This study was conducted to investigate the experimental anti-breast cancer activity of a standardized extract derived from
the rhizomes of Paris polyphylla var. chinensis (PPC). The extract was standardized based on the content of four major
saponin compounds - paris saponin H, paris saponin D, gracillin, and polyphyllin D - with a combined content of over 10%.
The PPC extract demonstrated inhibitory effects on the proliferation of 4T1 breast cancer cells in vitro, with an ICso value of
125.7 pg/mL. In a Balb/c mouse model of experimental breast tumor induced by 4T1 cells, treatment with PPC at doses of
200 and 400 mg/kg/day for 28 days revealed that the 400 mg/kg dose significantly slowed tumor growth from day 8 onward.
Both doses markedly reduced primary tumor weight compared to the untreated group. TUNEL staining indicated that the
PPC extract promoted apoptosis in tumor cells, a mechanism likely associated with the polyphyllin D component of the
extract. These findings provide additional scientific evidence supporting the potential for developing Paris polyphylla-based
products as a complementary treatment for breast cancer in Vietnam.

Keywords: Paris polyphylla var. chinensis; 4T1 cytotoxicity; Experimental breast cancer; Anti-tumor activity, TUNEL.

1. Pit van dé

Theo théng ké dén nim 2025 cua WHO, ung
thu vi d3 xut hién & moi qudc gia trén thé gisi
va 12 loai ung thu phd bién nhit & phu nir tai 157
qudc gia trong nim 2022. Tinh dén nim 2022,
khoang 2,3 triéu phu nir da dugc chan doan méc
ung thu vu va gdy tr vong cho 670. 000 ca trén
toan cau. Yéu to nguy co cua mot ntra s6 ca ung
thu v & phu nit chii yéu 14 gi6i tinh va tudi tac.
Khoang 99% sb ca mic ung thu va xay ra & nit
gidi, chi khoang 0,5 - 1% ca méc ung thu vu la
nam gidi [1]. Tai Viét Nam, khoang 24.600 ca
ung thu vt mac méi va hon 10.000 ca tir vong do
ung thu vu vao nam 2022. Cac bién phap diéu tri
ung thu v hién nay bao gdm phau thuat loai bo
khoi u, xa trj dé giam nguy co tai méc & va va
cac md xung quanh, két hop vé6i diéu tri noi khoa
dé diét té bao ung thu (liéu phap hocmon, hoa tri

hodc li¢u phap diéu tri huéng dich) [1]. Tuy
nhién, cac phuong phap nay thuong d1 kém voi
nhiéu tic dung khong mong muén va van ton tai
nguy co tai phat cao.

Bay 1la mot hoa (Paris polyphylla var.
chinensis - PPC), hay con goi 1a thit diép nhét chi
hoa, tao huu, cia d6 (H'Mong) thudc ho Bay la
mdt hoa (Trilliaceae); phan b6 & Trung Qudc, An
Do, Nepal va Myanma. O Viét Nam, cay phan bo
& Moc Chau (Son La), Pong Vin (Ha Giang) va
mot s6 noi khac. Nghién ctru vé thanh phan hoa
hoc cua Paris polyphylla (PP) cho thiy saponin
1a thanh phan chinh cua loai ndy, ngoai ra con ¢
cac nhom chat khac nhu anthraquinon, flavonoid,
sterol, polyacetylen va 1 s6 hop chit phenolic.
Bay 14 mot hoa dugc dan gian sur dung tri viém
ndo nhiém truyén, viém mu da, lao mang nio,
hen suyén; con dung tri yét hau, bach hu, tré em
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1én soi c¢6 viém phdi, quai bi, 10i dom. Nghién
ctru dugce 1y cho thiy PPC c¢6 nhiéu hoat tinh sinh
hoc, nhu ddc té bao ung thu, ha s6t, giam dau,
khang vi sinh vat, cAm mau... trong do ndi bat 1a
tac dung gdy doc trén té bao ung thu vu
[2],[3],[4]. V& mit co ché, PPC trc ché sy phat
trién cua cac té bao ung thu thong qua viée kich
hoat sy chét theo chuong trinh (apopt051s) hoat
hod autophagy, bét giit chu trinh té bao, hoat hoa
cac gen we ché ung thu nhu connexin 26, tc ché
su bam dinh, xAm 14n va di cin thong qua viéc
lam giam biéu hién cia MMP-2 va MMP-9, va
trc  ché peroxisome proliferator-activated
receptor-gamma  coactivator (PGC)-1 alpha
[2],[5]. Polyphyllin D la mét saponin steroid
chinh trong ré PPC, di dugc ching minh c6 kha
ning e ché su sdng sot cua té bao MCF-7 va
MDA-MB-231 (v6i gia tri ICsp lan luot 1a 5 va
2,5 uM) thong qua co ché kich hoat apoptosis va
thac day ty thuc bao qua con duong JINK1/Bcl-2
[6],[7]. Nghién cu’u chi ra cay bay 14 mot hoa la
mét duoc liéu tiém nang huéng dén didu tri ung
thu va dong thoi c6 thé mo ra cac hudng nghién
ctru vé bénh ung thu khac.

Tai Viét Nam, Ly Hai Triéu va cs. dd budc
dau chimg minh PPC c6 tac dung giam thé tich
va khéi lwong khéi u trén mé hinh chudt bi gy u
v bang té bao 4T1 nhung khéng thay ddi vé mo
hoc khdi u bang phuong phap nhugm H&E. Hon
nita, trong nghién ctru nay chua danh gia dugc co
ché gy giam thé tich khéi u cua cao chiét PPC
[8]. Do vay, nghién ctru ciia ching t6i tiép tuc
danh gia vé kha ning gay doc trén té bao ung thur
va 4T1 cling nhu co ché khang u va thyc nghiém
nham cung cap thém nhing bang chung khoa hoc
cho viéc dinh huéng phat trién san pham tir bay
la mét hoa & Viét Nam.

2. Nguyén liéu va phwong phap nghién ciru

2.1. Nguyén liéu va chiét xudt

Cay bay 1a mot hoa duoc thu hai tai Lao Cai
(thang 7/2017) va duogc giam dinh tén khoa hoc
la Paris polyphylla var. chinensis Smith boi

Trung tam Tai nguyén Duoc li¢u, Vién Duogc ligu.

Cao dinh chuén tir than r& bay 14 mot hoa 13 san
phim cua dé tai “Nghién citu cdy bay la mot hoa
theo huong hé tro dieu tri ung th wvi” do
PGS.TS. P Thi Ha lam chi nhiém. Quy trinh
duoc mo ta tom tit nhu sau: Than ré bay 1a mot
hoa khé dugc chiét béng ethanol 70% (3 lan, 2.5
gid/1an). Dich chiét duoc loc, gop va cd chan

khong thu cao long (2:1). Cao dugc loai tap bang
phuong phap con-nude (thém nudc, dé qua dém),
loc 14y tia va sdy kho thu cao dinh chuén (ky
hiéu PPC), chita ham luong téng 4 hop chét paris
saponin H, paris saponin D, gracillin va
polyphyllin D trén 10% va hiéu suat thu hoi
saponin cua toan quy trinh trén 70%.

2.2.Té bao va dong vat nghién ciru

Dong té bao 4T1 c6 ngudn gdc tir ngan hang té
bao Hoa Ky (CRL-2539 ™_ ATCC, Rockville,
MD, USA) va dugc nuoi céy trong moi trudng
DMEM c¢6 bo sung 10% huyet thanh thai bo, 1%
Penicillin/Streptomycin. Té bao duoc nudi cay o
37°C, 5% CO»/ 95% d6 4m cho dén khi phat trién
t6i mirc phit 70% bé mat dia nudi, cay chuyén 3
lan dé té bao phat trién on dinh, lic d6 té bao da
san sang dé thyc hién thi nghiém.

Chut nhit tring, ching Balb/c, giéng cai, 6-8
tuan tudi, can nang 18-20 g, khée manh, dat ti€u
chuin thi nghiém duoc cung cdp boi cong ty cb
phan Galovis quéc té, thon Thuong, x3 Hong Son,
Ha Noi. Chudt duge nudi 6n dinh & 22 + 1°C,
chu ky sang t6i 1a 12/12 h (chu ky sang tir 7:00 -
19:00). Chudt dugc nudi 6n dinh trong 7 ngay
truée khi tién hanh thi nghiém.

2.3. Héa chdt va thudc thir

Moi truong DMEM, Trypsin ~ va
Penicillin/Streptomycin  100x (Thermo Fisher
Scientific Inc., Hoa Ky); huyét thanh thai bo
(FBS, Sigma-Aldrich, Hoa Ky); 3-(4,5-
Dimethylthiazol-2-y1)-2,5-diphenyltetrazolium
bromid (MTT, Sigma-Aldrich, Hoa Ky);
Doxorubicin (Sigma-Aldrich, Hoa Ky); kit
Elabscience® One-step TUNEL In  Situ
Apoptosis (Elabscience, Hoa Ky) va cac hoa chat
khac dat tiéu chuan nghién ciru.

2.4. Phuwong phap danh gia tac dung doc trén
té bao ung thu 4T1

Sau khi té bao moc duoc khoang 80% dia nuoi
cdy, Tach té bao ra khoi dia petri bang trypsin-
EDTA 0,05%, @ 4m 2-3 phuat. Hoa lodng dung
dich huyén phu bing méi truong DMEM, rira va
dém sd lugng té bao. Tai phan bd té bao trong
mdi trudng mo6i voi mét do 7x10% té bao/giéng
vao dia 96 giéng, nudi cay & 37°C/ 5% COo/ 95%
do am trong 24h. Sau 24h, thém vao mdi giéng
cac nong d6 khac nhau cua cao chiét duoc lidu.
Méi n(‘Sng d6 duge tién hanh thu nghiém trén 3
giéng va thi nghiém duoc tién hanh lap lai 3 lan.
48h sau khi 0 mAu, tién hanh danh gia kha ning
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song sot cua té bao bang thu nghiém MTT [9].
Thir nghiém MTT dugc mé ta ngan gon nhu sau:
20 pL dung dich MTT dugc thém vao moi gleng
té bao, u trong 4h ¢ 37°C, 5% CO»/ 95% d am,
sau do tién hanh do mét d6 quang & budc séng
570 nm bang may doc microplate reader (Human,
M5). Mat d6 quang phan 4nh s té bao séng, tinh
bang % té bao sdng=Ay/A.x 100, trong d6 As 1a
mat d0 quang cua mau, Ac 1a mat do quang cua
dung moi pha mau.

2.5. Phuwong phap danh gia tac dung khang u
trén mé hinh ung thu vii thuc nghiém gdy boi té
bao 4T1

Tiém té bao 1 x 106 t& bao 4T1 (pha trong 100
uL méi truong DMEM) vao mé dém tuyén v sd
4 [81,[10],[11]. Sau 7 ngay tiém, khéi u s& dat thé
tich khoang 50-100 mm?, khi d6 chudt duge chia
ngau nhién thanh 4 16 thi nghiém (10 con/16) dwa
trén kich thude khdi u va trong luong co thé.

Nwéc RO

- L6 ching bénh 1y: chudt duoc tiém té bao
4T1 va uéng nudc RO hang ngay trong subt qua
trinh thi nghiém.

- L6 diéu tri: chudt dugce tiém té bao 4T1 va
ubng cao chiét PPC (liéu 200 va 400 mg/kg) hang
ngdy trong sudt qua trinh thi nghiém.

- L6 dbi ching duong: chudt duge tiém té bao
4T1 va tiém tinh mach dudi chudt véi lidu 5
mg/kg doxorubicin mdi 4 ngdy trong sudt qua
trinh thi nghiém.

Céc 16 chudt duogc diéu tri trong vong 28 ngay,
kich thude khdi u dugc do tai cac thoi diém nhu
trinh bay trong Hinh 1 va khéi luong co thé duoc
theo ddi hang tudn. Po kich thudc khdi u bang
thuge kep (caliper) dé do 2 duong kinh vudng
goc cta khdi u. Sau diéu tri, khéi u so cdp duoc
tach dé do thé tich va khéi luong, dong thoi danh
gi4 hoai tir va apoptosis lan luot bang nhudém
H&E va TUNEL.

PPC (200 va 400 mg/kg; 0.p)

Doxorubicin (5 mg/kg; i.v.)

I

Day -7 Daly 0 4 8 11

15 18 22 27 28

>

*‘ T

Tiém té bao 4T1 Chia I

Do kich thwéc khéi u

Tach khéi u dé can,
do kich thuéc va
nhuém héa mé

Hinh 1. So d6 thiét ké thir nghiém danh gi4 tac dung trc ché khéi u in vivo cia PPC

- Thé tich khéi u = (LxW?)/2 (mm’), trong d6 L
1 truc dai nhit va W 1a truc ngin nhit cta khdi u.

- Phin trim ting truong khdi u =
(Vi—V0)/Vox100, trong d6 Vi: thé tich khdi u
ngay thir i; Vo: thé tich khdi u ngay 0.

- Ty 1& phin trim Gc ché khbéi u =
(VeL—V1)/VBLx100, trong d6 Var: thé tich khéi
trung binh khdi u so cap cua 16 bénh ly; Vr: thé
tich khéi trung binh khéi u so cip cua 16 diéu tri.

Phén tich mé bénh hoc

Khéi u sau khi duge tach ra duoc cb dinh
trong dung dich formalin 10% trong 48 gio &
nhiét d6 phong, sau do6 dugc xtr 1y dtc parafin va
cat thanh cac 14t mong vé6i d6 day 5 pm. Mau mo
duogc khir parafin bang xylen, sau d6 dugc hydrat
hoa qua day ethanol voi ndng d6 giam dan (100%,
95%, 90%, 80%, 75%). Tiép theo tiéu ban dugc
nhuém H&E va TUNEL dé danh gia muc do hoai
ttr va apoptosis.

Ddnh gid hoai tir bang phwong phdp nhuém
H&E

Cac tiéu ban sau khi dugc hydrat hoa dugce rira
bing nudc cit va nhudém Hematoxylin Harris
trong 5 phut, tiép d6 rira dudi voi nude chay 10
phut va nhuém Eosin 1% trong 4 phut. Tiép tuc
rica 1 phat dudi voi nuée chay, loai bd thude
nhudm thira bang ethanol 95-100% va tiy ethanol
bang xylene. M4i lat cit dugc nho 1 giot moi
truong gin Epredia™ Aqua-Mount Slide
Mounting Media (Hoa Ky) va gin lamen. Hinh
anh tiéu ban dugc chup bﬁng kinh hién vi soi
nguogc Olympus (Nhat Ban) v6i d6 phong dai 4x.
Dién tich hoai tr trong toan bd lat cat khéi u
dugc xac dinh bang cach sit dung phdn mém
phén tich hinh anh QuPath
(https://qupath.github.io) trong d6 vung hoai tir
va toan bd dién tich khdi u duge khoanh ving
riéng biét. Ty 1¢ phan trim dién tich hoai tir dugc
tinh toan bang cach lay dién tich vung hoai tu
chia cho téng dién tich khdi u, cung cap chi s6
dinh lugng phan anh mtc do tén thuong va hiéu
qua diéu trj trén mo6 khoi u [12].
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Ddnh gid apoptosis bang phirong phdp nhuém
TUNEL

Thir nghiém TUNEL duoc thuc hién bang bo
kit One-step TUNEL In Situ Apoptosis Kit (Red,
Elab Fluor® 594) nham phat hién cac té bao chét
theo chuong trinh trong mé khdi u. Cac tiéu ban
sau khi hydrat hoa dwoc ria bang PBS (3 x 5
phut), lam khoé va xtr 1y vdi Proteinase K ¢ 37°C
trong 20 phut. Cac tiéu ban duogc u voi dung dich
TdT Equilibration Buffer & 37°C/ 15 phut, tiép
tuc U voi dung dich Label working solution ¢
37°C/ 60 phut trong diéu kién tranh anh sang.
Sau khi rtra lai bang PBS (3 lan, 5 phtt/lan), phu
dung dich mounting medium c6 chira DAPI dé
nhudm nhéan va ge"ln lamen. Hinh anh dugc chup
bang kinh hién vi huynh quang (Olympus, Nhat
Ban) ¢ d6 phong dai 40x va tién hanh dém s
luong té bao duong tinh v6i TUNEL va DAPI.
Ty 1€ apoptosis (%) dugc tinh theo cong thic:

Ty 1& apoptosis (%) = (sb t& bao TUNEL
dwong tinh/ tong s6 té bao nhuom DAPI) x 100.
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Chi sé nay phan anh muc do chét té bao theo
chuong trinh trong khéi u, tir d6 gop phan danh
gi4 hiéu qua gy doc té bao cua PPC.

2.6. Xur Iy 56 liéu

Céac sb lidu duoc trinh bay ¢ dang két qua
trung binh + SEM. Phan tich thong ké dugc tinh
toan bang phan mém SPSS, sir dung kiém dinh
one-way analysis of variance (ANOVA) tiép theo
bang post hoc test (Tukey HSD, Dunnett's T3
hoac LSD) hodc Kruskal-Wallis test tuy tung
truong hop cu thé. Gia tri p < 0,05 biéu thi su
khac biét c6 y nghia thong ké.

3. Két qua

3.1. Téc dung gdy doc trén té bao ung thu vii
4T1

Tac dung cua cao chiét bay 1a mot hoa duogc
tién hanh in vitro trén dong t& bao ung thu va
4T1 bang phuong phap MTT. Két qua ¢ Hinh 2
cho thiy cao chiét PPC c6 tac dung trc ché ting
sinh té bao 4T1 vai ICs 14 125,7 (123,4 - 128,0)
pg/mL. Doxorubicin duoc str dung lam d6i ching
duong véi gia tri ICso 1a 0,2423 (0,1456 - 0,3770)

Doxorubicin
100+
80
-
S 60
S
< 40
o~
204
0 I | 1
0 2 4 6
Néng dd (uM)

Hinh 2. Biéu dd % wrc ché tang sinh té bao 4T1 theo ndng d ciia cao chiét PPC va Doxorubicin (n = 3/16).

3.2. Tac dung wrc ché khéi u thuc nghiém trén
chudt gdy bai té bao 4T1

3.2.1. Khéi lwong chudt, phan trim ting
treong, khdi lwong va phan tram @e ché khéi u so
cap:

Bang 1 cho thdy trong lugng chudt cé xu
hudng giam dan qua cac ngay. Trong d6, 16 chudt

dugc didu tri bang Doxorubicin giam khdi lwong
nhiéu nhét so véi 16 bénh 1y (p < 0,05; p <0,01; p
< 0,001). Cac 16 chudt duoc didu tri bang cao
chiét PPC c6 mirc do giam khéi lwong chudt
khong khac biét c6 y nghia thong ké so véi 16
bénh 1y.
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* Bénh Iy
20} = PPC 200 mg/kg + PPC 400 mg/kg
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Hinh 3. Khéi luong chudt theo cac ngay didu tri (n = 7/16)

Két qua & Hinh 4A cho thiy khdi u cua 16
bénh 1y c6 toc do ting truong cao va ting dan
theo thoi gian, trong khi do, téc d6 ting trudng
khdi u cua 16 tiém doxorubicin thip nhit, tac
dung 1am cham qua trinh phat trién khdi u cia
doxorubicin bét diu co tac dung tir khoang ngay
11 dén ngay 15 sau khi diéu tri. Cao chiét PPC
ciing 6 tac dung 1am cham sy phat trién ctia khoi

A B
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u bit ddu tir ngay thtr 8 sau khi didu tri & ca hai
mirc liéu (p <0,05), tuy nhién, nhitng ngay sau
chi cao chiét PPC liéu 400 mg/kg méi cé tac
dung lam cham ro rét sy phat trién cua khdi u véi
gi tri p dugc chi ra trong Hinh 4A, trong khi liéu
200 mg/kg ciing c6 xu hudng lam cham nhung su
khac biét chua dat y nghia théng ké.

@0‘ ’

2000

= = 500 A
& &,

1500 4

1000

Khéi lwong khéi u so cép (mg)

mg/kg

200 400 5
PPC Doxorubicin

Bénh Iy

Hinh 4. Téc dung (rc ché khéi u so cp ciia PPC trén mo hinh chudt Balb/c ung thu vi gy boi té bao 4T1. A) Phan tram phat
trién khoi u theo tig ngay; B) Hinh anh minh hoa khoi u so cap sau khi boc tach; C) Khoi lup'ng khoi u so cap. (n = 7/18); p
<0,05; “p<0,01; " p <0,001 so véi 16 bénh 1y & cung thoi diem

Két qua khdi luong khéi u so cip ¢ Hinh 4B
cho thiy 16 chudt bénh 1y c6 khéi lwong u 16n
nhét, trong khi 16 chudt duoc diéu tri béng cao
chiét PPC ¢ cac mirc lidu va doxorubicin c6 khbi
lwong khéi giam dang ké voi sy khac biét dat y
nghia thong ké (p < 0,01).

Két qua phan trim trc ché khéi u & Bang 1 cho
thdy 16 chudt tiém doxorubicin c¢6 phin trim trc
ché khéi u cao rd rét tir ngdy 11 va cao nhét &
ngdy 22 voi phan trim @c ché 1a 74,17%. Cao
chiét PPC ¢ mirc lidu 200 mg/kg c6 xu hudng tc
ché khdi u chua rd rét trong nhitng ngay dau
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nhung ting dan trong nhiing ngay sau va dat dinh
& ngay 27 véi 51,77% tic ché khdi u so cip.
Trong khi d6, cao chiét PPC & mirc lidu 400

mg/kg c6 tac dung e ché khdi u manh ngay tir
ngay thi 4 va cling dat dinh & ngay 27 véi kha
nang trc ché 52,27% khdi u so cap.

Bang 1. Phan trim trc ché khdi u cua timg 16 theo ngay (n = 7/16)

Lo % trc ché khoi u
Ngay 0 Negay 4 Ngay 8 Ngay 11 Ngay 15 Ngay 18 Negay 22 Ngay 27
Bénh Iy 0 0 0 0 0 0 0 0

PPC
(200 mg/kg) 0,90 13,93 3111 33,47 35,36 33,53 30,01 51,77

PPC
(400 mg/kg) 4,85 27,50 30,68 45,65 47,90 41,19 46,97 52,27
Doxorubicin 122 14,79 28,97 49,56 59,19 62,02 70,98 74,17

(5 mg/kg)

3.2.2. M6 bénh hoc khdi u so cép:

o

Hinh 5. Két qua nhuém H&E. A) Hinh dnh nhuém H&E (40x) cta cac 16 thi nghiém, miii tén chi vi tri hoai tir; B) Phin trim
dién tich hoai tr ctia céac 16 (n = 4/16, “p < 0,05 so v6i 16 chimg bénh 1y).

Quan sat m6é hoc trén cac tiéu ban nhudm
H&E cho thay cac khdi u 4T1 ¢6 dac diém phat
trién cha yéu dang dic (solid pattern), kém theo
cac vung hoai tir trung tam rong. Phan tich dinh
Iuong cho théy su khéc biét rd rét vé ty 1€ hoai tir
gitta cac nhom thi nghiém. Nhoém bénh 1y (khong
diéu tri) c6 ty 1€ hoai tu cao nhat, chiém 69,32%
tong dién tich khbi u. Piéu tri bang thudc ddi
chimg duong doxorubicin cho thiy giam dang ké
ty 1€ hoai tr so v&i 16 chiing bénh 1y (ty 1€ hoai tu
dat 51,73%, p < 0,01). Diéu tri bﬁng cao chiét
PPC (liéu 200 va 400 mg/kg) trong 28 ngay ciing
lam giam ty 1¢ hoai tir dang ké, véi gia tri 1an luot
1a 58,41% va 55,75% (p < 0,05). Két qua nay cho
thdy cac khdi u khong dwoc diéu tri phat trién

Mb bénh hoc khéi u so cdp dugc danh gia bang
phuong phap nhuém H&E va nhuém TUNEL.
Két qua nhuém H&E dugc chi ra ¢ Hinh 5.

*x

% dién tich hoai tw

mg/kg

400
PPC Doxorubicin

nhanh va hinh thanh cac vung hoai tir trung tdm
rong, trong khi cac can thiép diéu tri lam giam ty
1& hoai tir trong khéi u tai thoi diém danh gi.

Phuong phap nhu¢m TUNEL va dugc danh
gi4 théng qua phan trim apoptosis. Két qua &
Hinh 6A cho thiy 16 bénh 1y cac t& bao duong
tinh TUNEL thua th6t, hon so v&i cdc nhém
dugc diéu tri bang PPC (200 va 400 mg/kg) va
Doxorubicin (5 mg/kg). Két qua phan trim
apoptosis & Hinh 6B cho thdy 16 bénh 1y ¢6 phan
tram apoptosis thip nhat. Cac 16 diéu tri bang cao
chiét PPC (200 va 400 mg/kg) va Doxorubicin (5
mg/kg) déu cho phan trim apoptosis cao hon
dang ké (p < 0,01 va p < 0,05).
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Hinh 6. Két qua nhuém TUNEL. A) Hinh anh nhuom TUNEL va DAPI (40x) cua cac 16 thi nghiém; B) Phén trim té bao
apoptosis cta cac 16 (n = 4/16); "p < 0,05; *p < 0,01 so v&i 16 chitng bénh 1y.

4. Ban luan

Mot s6 nghién ciru trén thé gidi da ching minh
bay 14 mot hoa co tiém nang hd tro didu tri ung
thu; nghién ciu ndy nhim muc dich bd sung
thém nhitng bang chimg khoa hoc vé tiém ning
gy doc t& bao ung thu va tc ché sy phat trién
khéi u va thuc nghiém cua dugc li€u nay ¢ Viét
Nam. Truée khi tién hanh danh gia trén mé hinh
dong vat thuc nghiém, chiing t6i tién hanh danh
gid tac dung (rc ché ting sinh trén té bao 4T1. Két
qua cho thay cao chiét c6 ICso vao khoang 125,7
pg/mL, twong duong voi cac nghién clru trude do
[13]. Tk ket qua trén dong té bao 4TI, chung toi
tip tuc tién hanh danh gia tac dung tc ché kh01 u
trén mo hinh chuét BALB/c gy u va bang té bao
4T1. Té bao 4T1 1a t& bao ung thu vi duogc tach
ra tir khéi u trén chudt BALB/c duong tinh véi
MMTV (Mouse Mammary Tumor Virus). Dong
té bao nay c6 loi thé gay ung thu cao, xam lan, dé
di can dén cic co quan khac va co thé giy ung
thu va tuong tu trén nguodi nén thudng duoc su
dung trong cac nghién ciru tac dung tre ché khéi u
cling nhu di can trén dong vat thyc nghiém [14].

Két qua cia nghién ctru cho thdy cao chiét
PPC c6 kha ning lam chim sy phat trién cua khéi

u tir ngay thir 8 sau khi ubng, tuy nhién chi c6
mirc liéu 400 mg/kg co tic dung duy tri dén ngay
27. Cao chiét PPC & mirc lidu 200 mg/kg c6 xu
huéng 1am giam khéi luong khéi u so cap, tuy
nhién sy khac biét nay chua dat y nghia thong ké.
Trong khi d6, muc liéu 400 mg/kg co tac dung
giam khéi luong khéi u so cép ro rét. Két qua
phan tram tc ché khéi u qua cac ngay ciing cho
thidy mirc licu 200 mg/kg ctia PPC c6 phan trim
{rc ché thap hon nhung ting dan qua cac ngay,
trong khi murc lidu 400 mg/kg co tac dung wrc ché
khdi u manh ngay tir ngay thir 4 va ciing dat dinh
& ngay 27. Két qua nay ciing twong ty nhu nghién
ctru trude day ciia nhom tac gia Ly Hai Triéu va
cs. [8].

Phuong phap nhuém TUNEL duoc sir dung dé
phat hién cac dau 3°OH ty do cia ADN. Trong
qué trinh apoptosis, ADN bi phan cét thanh cac
doan c6 d6 dai xac dinh va c6 dau 3°OH tu do.
Do do, phu:cmg phap nhuém TUNEL c6 thé phat
hién cac té bao trong qué trinh apopt051s Két qua
nhuém TUNEL cua nghién ctru cho thiy ca hai
mirc lidu ciia cao chiét PPC (200 va 400 mg/kg)
déu lam ting phan trim té bao apoptosis. Do do,
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kha ning tc ché khdi u clia cao chiét PPC co thé
thong qua thic ddy qua trinh t& bao chét theo
chwong trinh. Két qua nay phu hop véi céc
nghién ciu truéc d6 trén cay Paris
polyphylla var. yunnanensis [13]. Mot nghién
ctru khac trén té€ bao ung thu tuyén tién liét cling
cho thiy cao chiét con ctia bay 14 mot hoa ciing
c6 tac dung gay apoptosis va ngan chan chu trinh
té bao [4]. Tac dung nay c6 thé dén tir thanh phan
saponin, dic biét la polyphyllin D, dad duoc
ching minh trudéc ddy cd kha nang lam tang
apoptosis trén cac dong t& bao MCF-7 va MDA-
MB-231 théng qua lam giam biéu hién cia

Cao dinh chuan bay 1la mot hoa (Paris
polyphylla var. chinensis) ¢ tic dung gay doc té
bao ung thu vu 4T1 véi gia tri ICso 1a 125,7
pg/mL. Dong thoi cao chiét nay cé tac dung uc
ché su phat trién cua khéi u trén mo hinh chudt
BALB/c bj giy u vu thuc nghiém bang dong té
bao 4T1 thong qua lam giam dang ké toc do phat
trién va khoi lugng khéi u so cép. Co ché uc ché
su phat trién khéi u cta cao chiét bay 14 mot hoa
c6 thé thong qua thic ddy qua trinh apoptosis cia
té bao ung thu.

Loi cam on: Két qua thu dwoc trong nghién ciru
nay la san pham cua dé tai cap Vién dwoc liéu (2024-

2026): “Trién khai mo hinh ung thu vii in vivo trén
chu¢t Balb/c bang phwong phdp cdy ghép té bao 4T1
va dp dung déanh gid tic dung chong ung thuw vii cia
mot $6 dwoc lieu”.
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procaspase-9 va Bcl-2, trong khi lam ting bicu
hién cua Bax [7].
5. Két luin
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