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Tom tat

Ung thu biéu moé té bao gan (hepatocellular carcinoma - HCC) 1a dang ung thu gan phd bién nhat, thudng phat trién
trén nén bénh gan man tinh va xo gan. Py 1a mot ganh nang y té toan cau. Nam 2024, ung thu gan dtng thir 3 v& nguyén
nhan gay tir vong do ung thu trén thé gidi, trong d6 HCC chiém t6i 90%. Tai Viét Nam, HCC hién 1a nguyén nhén hang
déu gay tir ~vong do ung thu va dimg tht hai ve ty 1¢ méic méi. Su phat trién ciia HCC 13 két qua cua tuong tac phirc tap
giita cac yéu td nguy co (virus HBV/HCV, ruou, r6i loan chuyén hoa) va cac bién ddi phan tir ndi sinh. Qua trinh viém
man tinh kéo dai kich hoat tai tao té bao, gdy stress oxy hoa va tich liiy cac dot bién gen chu chét nhu TERT, TP53,
CTNNBI. Cac con duong tin hiéu té bao nhu Wnt/p-catenin, MAPK/ERK va PI3K/AKT/mTOR déng vai tro then chét
trong viéc thuc day ting sinh té bao va khang apoptosis. Quan ly HCC doi hoi chlen lugc khac nhau dya trén giai doan
bénh. Cac liéu phap triét can nhu phau thuat cat gan, ghép gan va dbt song cao tan (RFA) ap dung cho giai doan sém. O
giai doan trung gian va tién trién, niit mach hoa chat (TACE), xa tri chon loc (SIRT) va cac li€u phap toan than (thuoc tac
dung tai dich, urc che chot kiém soat mién dich) da cai thién dang ké tién luong sdng. Y hoc ¢d truyén dong vai tro bd trog
quan trong xuyén sudt tién trinh bénh. Cac hoat chat thién nhién da dugc chimg minh c6 kha ning trc ché tang sinh, kich
thich biét hoa té bao va ngan ngura di can thong qua viée didu hoa cytokine viém va céc tin hiéu phan tu. Sy két hop giita
y hoc hién dai va cb truyen mang lai trién vong kiém soat bénh toan dién va nang cao chat luong song cho bénh nhan.

Tir khéa: ung thu biéu mo té bao gan, co ché bénh sinh, liéu phap mién dich, y hoc cd truyén, viém gan virus

Abstract

Hepatocellular carcinoma (HCC) is the most common form of primary liver cancer, typically arising in the context of
chronic liver disease and cirrhosis. It represents a major global health burden. In 2024, liver cancer ranked as the third
leading cause of cancer-related mortality worldwide, with HCC accounting for approximately 90% of cases. In Vietnam,
HCC is currently the leading cause of cancer-related death and ranks second in terms of cancer incidence. The
development of HCC results from complex interactions between major risk factors—including hepatitis B and C virus
infections, alcohol consumption, and metabolic disorders—and intrinsic molecular alterations. Persistent chronic
inflammation drives repeated cycles of hepatocyte regeneration, induces oxidative stress, and promotes the accumulation
of critical genetic mutations, such as those in TERT, TP53, and CTNNBI. Key cellular signaling pathways, including
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Wnt/B-catenin, MAPK/ERK, and PI3K/AKT/mTOR, play pivotal roles in enhancing cell proliferation and conferring
resistance to apoptosis. The management of HCC requires stage-specific therapeutic strategies. Curative approaches, such
as surgical resection, liver transplantation, and radiofrequency ablation (RFA), are primarily indicated for early-stage
disease. In intermediate and advanced stages, transarterial chemoembolization (TACE), selective internal radiation
therapy (SIRT), and systemic therapies—including targeted agents and immune checkpoint inhibitors—have significantly
improved patient survival outcomes. Traditional medicine serves as an important complementary modality throughout
the disease course. Natural bioactive compounds have been shown to inhibit tumor proliferation, promote cellular
differentiation, and prevent metastasis through the modulation of inflammatory cytokines and molecular signaling
pathways. The integration of modern medicine with traditional therapeutic approaches offers promising prospects for

comprehensive disease control and improved quality of life in patients with HCC.

Keywords: Hepatocellular carcinoma, pathogenesis, immunotherapy, traditional medicine, viral hepatitis

1. Giéi thi¢u

HCC 1a thé phd bién nhat ciia ung thu gan
nguyén phat, chiém khoang 90% cac ca mac va
thudng phat trién trén nén xo gan hodc viém gan
man tinh [5]. Dy hién 1a mot ganh ning y té
nghiém trong trén pham vi toan cau. Theo béo
c4o cua Hiép hoi Ung thu Hoa Ky (ACS) va T
chic Y té Thé gioi (WHO) nam 2024, ung thu
gan dung thir 7 vé sb ca mac méi (865.300 ca)
va thir 3 trong cac nguyén nhan gay tir vong do
ung thu trén thé gidi (7,6%) [1], [21]. Pic biét
tai Viét Nam, HCC 1a nguyén nhan hang dau gay
tr vong lién quan dén ung thu va dung tha hai
vé ty 18 mac méi, véi hon 25.000 truong hop tir
vong duoc ghi nhan mdi nam [3], [19].

Co ché bénh sinh cia HCC 1a mét qué trinh
phirc tap dién ra qua nhiéu giai doan, chiu tac
dong boi su tuong tac giita cac yéu to ngoai sinh
nhu virus viém gan (HBV, HCV), rugu, doc td
Aflatoxin va cac bién d6i noi sinh & cap do phan
ti [7], [10]. Qua trinh viém man tinh kéo dai kich
thich su tai tao té bao, din dén tich liy cac dot
bién gen quan trong (nhu TERT, TP53) va kich
hoat cac con duong tin hi¢u té bao bat thuong
(Wnt/B-catenin, MAPK, PI3K/Akt), tir d6 thuc
day tang sinh té bao va hinh thanh mach méau
méi [7], [9], [18].

Maic du y hoc hi¢n dai da dat dugc nhiing tién
bd dang ké v6i cac phuong phéap diéu tri triét can
(phau thuat, ghép gan, RFA) & giai doan sém va
cac lidu phap toan than (TACE, thudc tac dung
tai dich, liéu phap mién dich) ¢ giai doan tién
trién [6], [14], [15], [16], nhung cic phuong

phap nay van ton tai nhitng han ché nhu nguy co
tai phat cao, chi phi 16n va nhiéu tic dung phu
anh huong dén chat luong séng ciia ngudi bénh
[7], [10].Trong bdi canh d6, y hoc ¢ truyén
(YHCT) véi cac dugc liéu co6 lich st st dung lau
doi dang nhan dugc su quan tdm 16n. Cac nghién
clru gan ddy da chi ra rang cac hoat chét tir thao
dugc khong chi co tac dung hd tro bao vé gan
ma con can thigp tryc tiép vao cac con dudng tin
hiéu phén tir, gitp e ché su phat trién va di cin
ctia té bao ung thu [4], [8], [11].

Bai tong quan nay nham trinh bay mot cach
hé théng cac dit liéu hién c6 vé dich té hoc cua
ung thu biéu mo té bao gan, cdp nhat cac co ché
bénh sinh phan tir cha yéu, déng thoi tong hop
va phan tich céac chién lwoc diéu tri hién nay.
Ngoai cac phuong phap diéu tri theo y hoc hién
dai, bai viét cling xem xét cac bang chimg khoa
hoc lién quan dén mét sb can thiép c6 ngudn gbe
tir y hoc ¢ truyén trong boi canh phong ngira va
hd trg diéu tri ung thu biéu mé té bao gan.

2. Tinh hinh dich t& trong va ngoai nwdéc

Ung thu gan dugc phan loai thanh hai nhém
chinh dwa trén nguén gdc khoi phat. Ung thu gan
nguyén phat phat sinh tir cac t& bao ctia nhu mo
gan, trong khi ung thu gan thtr phat (ung thu di
can gan) 1a hau qua cta sy lan di cin té bao ung
thu tir cac co quan khac dén gan [2]. Trong s6 cac
thé ung thu gan nguyén phat, HCC 1a dang ph
bién nhat. Py 1a mot loai ung thu ac tinh, dic
trung boi kha ning xdm 14n va tién trién bénh,
thuong gdp & nhiing bénh nhan cé bénh gan man
tinh hodc gan tién trién, dic biét 13 xo gan [5].
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Hinh 1. Gan bj tén thuong boi sy xam l4n cua HCC

Theo bao cdo ndm 2024 cua Hi€p hoi Ung thu
Hoa Ky (ACS), dua trén phan tich dir liéu
GLOBOCAN 2022, ung thu gan 1a loai ung thu
phd bién thir 7 trén thé gidi véi khoang 865.300
ca mic méi wdc tinh [1]. Mot théng ké cia WHO
vao thang 2 nam 2024 ciing cho thiy ung thu gan
chiém vi tri thi ba trong nhitng nguyén nhan gay
tr vong do ung thu khi théng ké co 760.000 ca
tir vong, chiém khoang 7,8% tong sb cac ca tir
vong do ung thu [21]. Trong d6 HCC chiém
khoang 90% céc trudng hop méc ung thu gan
[12].

Tai Viét Nam, dit licu GLOBOCAN 2022
cho thdy ung thu gan 1a nguyén nhan hang dau
gdy tor vong do ung thu (23.333 ca, chiém
19,4%) va dung thir hai sau ung thu va vé sb ca
mic méi hang nam (24.502 ca, chiém 13,6%)
[1]. Téi thang 7/2024, GS. TS.BS Lé Trung Hai
- Chu tich Hoi Gan mat Viét Nam, Phan hoi Phau
thudt Gan mat tuy Viét Nam cho biét HCC la
nguyén nhan giy tir vong nhiéu nhat do ung thu
v6i sb mac moi va tir vong hang nam déu trén
25.000 truong hop [3].

3. Co ché bénh sinh

HCC 1a mét bénh 1y c6 co ché sinh hoc phtrc
tap, hinh thanh qua qua trinh tich Iy kéo dai cua
nhiéu yéu t6 gay t6n thuong gan man tinh, bao
gém virus viém gan, ruou, doc td, va rdi loan

chuyén hoéa. Nhimng t6n thuong nay khoi phat
phéan g viém, kich thich tai tao lai té bao gan,
gdy xo hoa va bat 6n di truyén tao ra nén tang
cho qué trinh ung thu héa [10]. Vé ban chat,
HCC 1a két qua ciia su tuong tac phic tap giira
cac yéu tb ngoai sinh (HBV, HCV, ruqu,
MASLD, aflatoxin) va céac co ché noi sinh, bao
gdém dot bién gen, réi loan biéu sinh va nhiing
bién ddi ctia vi mdi trudng khdi u. Sy tuong tac
nay dién ra theo mdt tién trinh bénh sinh c6 tinh
hé théng, bat du tir ton thuong gan va viém khoi
phat, tiép dén 1a vong xoan bénh 1y trung tim dic
trung bai viém — chét té bao — tai tao té bao gan
dudi sy diéu hoa ciia vi méi truong. Qua trinh
nay dan dén cac bién doi ¢ cip do phan tir va té
bao, bao gdm su tich liiy dan dan cac dot bién
gen, thay ddi biéu sinh va r6i loan cac con duong
tin hiéu ndi bao. Trén nén tang d6, gan tién trién
qua giai doan tién ung thu v&i sy hinh thanh céac
ndt tai tao, ndt loan san muc do thép va cao,
trong d6 cac té bao bat ddu mat kiém soat ting
sinh. Cudi ciing, bénh tién trién thanh HCC giai
doan som, dac trung bdi mac do bit hoa con
cao, tbc do phat trién chdm va chua xam 14n
mach mau, trudc khi chuyén sang HCC giai
doan tién trién voi dic diém mat biét hoa, xam
14n manh, di can xa va tai 1ap trinh chuyén hoa
theo kiéu dudng phan hiéu khi.
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Hinh 2. Quy trinh tién trién cia HCC

3.1. Yéu té nguy co
3.1.1. Virus viéem gan B (HBYV)

Nhiém HBV man tinh 1a nguyén nhan chinh
gdy HCC tai chau A va chau Phi, véi nguy co mic
HCC cao gap 10-30 lan so v6i nguoi khong
nhiém, ty thudc vao tai lugng virus, kiéu gen va
tinh trang xo gan [14], [20]. HBV c6 thé tich hop
DNA vio bd gen té bao gan, gdy ra nhimg 15i bt
thuong vé mit nhiém sic thé, kich hoat cac gen
sinh ung thu nhu TERT, CCNE1, MLLA4 va tao dot
bién chén, dan dén mat kiém soét chu ky té bao [7].
Protein HBx cua HBV tiép tuc thuc day sinh ung
thu bang cach kich hoat cac con dudng Wnt/B-
catenin, MAPK, NF-«B, JAK/STAT va trc ché
p53, 1am tang sinh va khang apoptosis. Dong thoi,
HBYV giy stress oxy hoa va viém man tinh, 1am ton
thuong DNA va ting methyl hoa cic gen trc ché
khdi u nhu p16INK4a, SOCS1, tao diéu kién thuan
loi cho ung thu phét trién [7], [18].

3.1.2. Virus viéem gan C (HCV)

Khac vé1 HBV, HCV khong tich hop vao bo
gen té bao gan, nhung gy viém gan man tinh va
stress oxy hoa, dan dén ton thuong DNA va tich
lity dot bién [7]. Protein 16i caa HCV tac dong
l1én cac con duong PI3K/AKT, TGF-3 va NF-
kB, 1am rbi loan chu ky té bao va wc ché
apoptosis [18]. HCV con giy ri loan chuyén
hoa lipid, ddn dén chimg nhiém mg, tao goc tu
do (ROS) va stress ndi bao. Pong thoi, virus diéu
hoa bat thudng microRNA nhu giam miR-122

va ting miR-21, thuc day rdi loan biéu sinh va
tang sinh té bao [7]. Nhitng bién doi nay tich liy
theo tho1i gian, tao nén cho sy hinh thanh HCC.
3.1.3. Ruou va bénh gan do ruou (ALD)

Ruou dugc chuyén héa thanh acetaldehyde,
tao cac phirc hop voi DNA va gay dot bién gen
nhu TP53 [18]. Qua trinh chuyén héa ruou con
tao ROS va lam giam glutathione, gy stress oxy
hoa, peroxid hoa lipid va kich thich t& bao
Kupfter giai phong cac cytokine viém nhu TNF-
0, IL-6, thiic ddy viém man tinh [7]. Bénh gan
do rugu dic trung bdi chudi viém — tai tao — xo
hoéa, trong d6 md gan hoai tir dugc thay thé bang
mo soi [10]. T4i tao té bao trong moi truong
viém din dén sai st sao chép DNA va tich liy
dot bién. Khi xo hoa tién trién thanh xo gan,
nguy co HCC ting cao, nhit 1 khi dong nhiém
HBYV hodc HCV [18].

3.1.4. Roi loan chuyén hod

Trong hai thap ky gan day, bénh gan nhiém
m& do rdi loan chuyén hoa (MASLD) tré thanh
nguyén nhan ting nhanh nhit cia HCC. O
MASLD, tich tu lipid gay stress ndi bao, tao
ROS va kich hoat cac tin hiéu viém nhu NF-kB,
JNK, mTOR, din dén viém man tinh, tién trién
thanh viém gan nhiém m& lién quan dén rdi loan
chuyén héa (MASH) va xo hoa. Pang chi ¥,
HCC c6 thé xut hién ngay ca khi chua c6 xo
gan, nhan manh vai tro cua rdi loan chuyén hoa
ndi bao [10]. Ngoai ra, khang insulin va tang
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IGF-1 kich hoat PI3K/AKT/mTOR, thuc day
ting sinh té bao gan. Cac bién thé gen nhu
PNPLA3, TM6SF2 va cac gen lién quan khac
nhu MBOAT?7 lam tang nguy co HCC thong qua
thay dbi chuyén hoa lipid va ting nhay cam véi
stress oxy hoa. MASLD vi thé tao nén “nén sinh
hoc tién ung thu” do sy tuong tac giita stress
chuyén hoa, viém va dot bién gen [10].

3.1.5. Béc to Aflatoxin Bl (AFBI)

AFB1, mot san pham tir ndm Aspergillus
flavus, 1 yéu t thuc ddy qué trinh sinh ung thu
manh ¢ vung nhiét déi. Sau khi dugc chuyén hoa
bdi h¢ cytochrom P450, AFBI tré thanh epoxit
hoat tinh cao, tao lién két cong hoa tri vo1 DNA
va gy dot bién G—T tai codon 249 ciia TP53
[9]. D6t bién nay duogc xem la “d4u 4n dic trung”
cia HCC lién quan dén aflatoxin. Khi bénh nhan
vira nhiém HBV vira phoi nhiém AFB1, nguy co
HCC ting gip hang chuc 1an do HBx kich thich
hoat tinh enzym chuyén héa AFBI [7], [18].
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Hinh 3. Yéu t6 nguy co va con duong tic dong

3.2. Vong lap bénh ly trung tam
3.2.1. Vong Idp dc tinh “viém - chét té bao - tdi tao”

Co ché trung tam khoi phat HCC 1a mot chu
trinh bénh 1y khép kin, noi cac yéu to gy hai
kich hoat su twong tac 1ién tuc gitra ba qua trinh:
viém, chét té bao va tai tao bu trir.

- Viém man tinh: Dudi tac dong cua cac yéu
t6 nguy co, cac té bao mién dich cu trii trong gan
(té bao Kupffer va lympho T) bi kich thich, tiét
ra cac cytokine tién viém chi chét nhu IL-6,
TNF-a va TGF-B. Céac cytokine nay kich hoat
manh mé hai yéu t6 phién ma 1a NF-kB va
STAT3. Pac biét, tin hi€u tr con duong
JAK/STATS3 (dugc thiic day boi IL-6) dong vai
tro then chét trong viéc duy tri méi trudng viém
kéo dai, tao nén tang mién dich thuan loi cho qua
trinh bénh sinh [18].

- Chét té bao va ton thuong: Qua trinh viém san
sinh ra cac loai oxy phan tmg (ROS) va nito phan
mg (RNS), gdy stress oxy hoa té bao, din dén dt
gy DNA va ton thuong té bao gan, day té bao vao
quy trinh chét hodc rdi loan chirc ning [7].

- Téi tao bu trir: Dé bu dap luong té bao bi
tiéu hity, gan kich hoat co ché tai tao. Tuy nhién,
su nguy hiém nam & chd cac tin hiéu NF-kB va
STAT3 d6ng thoi kich hoat co ché "chdng chét
theo chuong trinh". Hé qua 1a céc té bao gan du
d3 mang nhimg thuong ton DNA va dot bién
tiém tang nhung khong bi tiéu diét ma van tiép
tuc sdng sot va nhan 1én manh mé [18]. Su lap
lai khong ngimg cua vong xodn "viém — ton
thuwong — tai tao trén nén té bao 16i" chinh 1a dong
luc thuc ddy su tich lity cac dot bién té bao sinh
dudng va khdi dong qua trinh ung thu hoa.
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3.2.2. Bién doi phdn tir va bat thwong di truyén

Vong lap bénh 1y néi trén din dén hé qua tat
yéu 1a sy mat 6n dinh hé gen va rdi loan céc tin
hiéu phan tir, chuyén té bao gan tir trang thai lanh
tinh sang 4c tinh.

- Bat thuong di truyén: Sy mét can bang sao
chép DNA va tac dong ctia ROS géy ra dot bién
diém, méat doan DNA va bién d6i s ban sao. Céc
dot bién mang lai lgi thé chon loc cho té bao ung
thu then chét xuét hién theo tién trinh: dot bién
TERT thudng xuét hién sém; trong khi TP53 va
CTNNBI (lién quan dén B-catenin) xay ra ¢ giai
doan muodn hon khi khdi u d hinh thanh [7]. Céac
gen khac nhu AXIN1, ARIDIA, ARID2 cling bi
anh hudng.

- Biéu sinh: Bén canh ton thuong DNA, cac
bién d6i khong lam thay doi trinh ty gen nhung anh
huong dén biéu hién gen dong vai tro then chét.
Qué trinh methyl hoa bat thudng tai viing promoter
ctia cac gen trc ché khéi u (dién hinh 1a SOCSI va
CDKN2A) dan dén viéc tit cac gen nay. Hau qua
14 té bao gan bi giam mirc do biét hoa, tai 1ap trinh
vé trang thai "giéng té bao gbc voi kha nang ting
sinh va tir 1am méi mét kiém soat [7].

- Réi loan céc con duong tin hi€u ndi bao then
chét [7], [18]:

+ Wnt/B-catenin: Kich hoat do dot bién
CTNNBI hodc mat AXIN1, dan dén tich liy p-
catenin va biéu hién gen ung thu (MYC,
CCND1);

+ MAPK/ERK va PI3K/AKT/mTOR: Puoc
thuc ddy bai HBx- mot protein ciia HBV, protein
16i cia HCV va cac yéu td tang truong, ngin
chan apoptosis va ting tong hop protein;

+ TGF-B/SMAD: Chuyén vai tro tir (rc ché
khdi u sang thuc ddy chuyén dang biéu mo -
trung mo va xam lan khi két hop véi cac dot bién
khéc.

3.3. Cdc giai doan tién ung thw va ung thw

Su chuyén dang tir mé gan t6n thuong sang
HCC khéng chi don thuan 1a sy tich liy dot bién

gen, ma 1a hé qua cia viéc t& bao thich nghi va
tién hoa trong mot vi moi truong bién doi khic
nghiét.

- Dong lyc thuc day tir vi moi truong: Khi xo
gan hinh thanh, c4u trac vi mach bi dao 16n gay
ra tinh trang thiéu oxy cuc bo (hypoxia). Dé ton
tai, t& bao gan kich hoat yéu t6 HIF-10, din dén
hai thay ddi then chét:

+ Tang biéu hién VEGF dé thuc day tan sinh
mach, cung cap dinh dudng cho khéi u [7];

+ Chuyén hoa ning lugng sang duong phan
hiéu khi, gitp tao ning lugng nhanh chéng cho
viéc tang sinh [18]. Song song d6, mdi truong
khéi u chuyén sang trang thai "giau viém nhung
trc ché mién dich" théng qua viéc thu hat dai
thuyc biao M2 va trc ché té bao T (qua PD-LI,
TGF-p), gitap khdi u trén thoat sy kiém soat cua
hé mién dich [12], [13].

- Dién tién 1am sang: Dudi ap luc va su hd tro
ciia vi moi truong néu trén, qué trinh bénh 1y
dién tién lién tuc qua céc cip do ngay cang ac
tinh:

+ Giai doan tién ung thu: Bat du tir cdc not
tai sinh chuyén thanh ndt loan san mtc d6 cao
(noi bat dau xuét hién cac dot bién TERT, TP53);

+HCC giai doan sém: Hinh thanh khdi u thyc
sy nhung té bao con biét hoa cao, tdc do phat
trién cham va chua xam lan mach mau;

+ HCC giai doan tién trién: Khi sy tan sinh
mach va tai 1ap trinh ndng luong hoan tat, khéiu
chuyén sang trang thai mét biét hoa hoan toan,
xam 14n manh mé&, khuéch dai cac gen ung thu
(CCNDI1/FGF19) vadi can xa [6], [7], [10].

Qua d6, c6 thé nhin nhan HCC 1a hé qua cudi
cung ctia mot chudi phan tng day chuyén, khoi
dau tir tén thuong mé va dugc khuéch dai boi
vong lap tai tao té bao bét thuong. Moi trudng vi
mo gan, dudi tdc dong cua stress oxy hoa va
cytokine viém, da chuyén tir trang thai can bang
sang trang thai kich thich khdi u phat trién. Qua
trinh nay khong chi lam mat 6n dinh hé gen ma
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con truc tiép kich hoat cac con duong tin hi€u sai
léch, tao budc dém chuyén tiép tir ton thuong
gan man tinh sang cac rdi loan phan tir dic hidu
ctia ung thu [10], [18]. Cu thé, sy bét 6n dinh di
truyén (d6t bién TERT, TP53) cong hudng véi
viéc kich hoat sai léch cac con dudng tin hi¢u ndi
bao (Wnt/B-catenin, JAK/STAT) da lai t& bao
gan sang hudng ac tinh hoa [7]. Song song do,
sy tai cau trac vi moi trudng khdi u theo hudng
tang sinh mach va e ché mién dich déng vai tro

then chét gitp té bao ung thu sdng sot va phat
trién [12], [13]. Hé qua 1am sang cudi cung 14 sy
chuyén dang lién tuc tir cac nét tién ung thu sang
HCC s6m va két thiic ¢ giai doan HCC tién trién
v6i kha ning xam lan manh. Dé hé théng hoa
mdi lién két chang chit giita cac ting nic ton
thuong nay, Hinh 4 khai quat toan canh co ché
bénh sinh cia HCC tir nguyén nhan dén dién tién
lam sang.

BAN DO SINH HOC PHAN TU - TIEN TRINH BENH SINH CUA HCC
CO CHE TAI MUC BO TE BAO & PHAN TU

TAC NHAN GAY HAI

¢ Virus: HBV (Tich hop DNA, protein HBXx), HCV (Protein I5i,
@ 16i loan lipid, stress oxy héa) Ru-cm/ALD (Acetaldehyde
ROS, giam glutathione); R6i loan chuyén h6a/MASLD

Aflatoxin B1 (Epoxit, DGt bién TPS&ZAQ)
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4. Liéu phap diéu tri HCC hi¢n nay

Piéu tri HCC 1a mét linh vuc phuc tap, doi
hoi danh gia toan dién chirc nang gan, tinh trang
X0 gan va giai doan bénh theo hé thdng
Barcelona Clinic Liver Cancer (BCLC) nham
xéc dinh liéu phap tdi uu cho ting bénh nhan [6].
Viéc lya chon diéu tri dua trén kha ning cit bo,
mirc d6 lan rong va thé trang toan than. Cac
huéng tiép can chinh bao gdm diéu tri triét dé,
diéu tri tai chd — tai vang, diéu tri toan than, va
chdm soc giam nhe [6], [15].

4.1. Cdc liéu phdp diéu tri tri¢t dé
4.1.1. Phdu thudt cdt gan

Cit gan la Iya chon uu tién cho bénh nhan
HCC giai doan rat sém hodc sém (BCLC 0-A)

khi khéi u khu tréi va chirc ning gan tét (Child—
Pugh A, khong tang ap luc tinh mach ctra) [6].
C6 thé thyc hién cat gan giai phiu hodc khong
giai phau tity vi tri va kich thudc khéi u [15]. Ty
1é séng sau 5 nam dat 50-70% néu bénh nhan
phu hgp, nhung ty 1€ tai phat cao (50-70% trong
5 nam) do vi di cin hodc hinh thanh khéi u méi
trén nén xo gan, nén can theo ddi dinh ky bang
siéu am, CT hodac MRI [6], [14]. Tai Viét Nam,
B0 Y té (2020) chi dinh cat gan cho khéi u don
doc, khong xam l4n mach mau, thé trang tt,
chtrc nang gan va dong mau trong gi61 han. Mot
s6 trung tdm 16n da tng dung phau thuat ndi soi
va robot dé giam bién chimg va thoi gian hoi
phuc [6].
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4.1.2. Ghép gan

Ghép gan 1 phuong phéap diéu trj triét dé cho
bénh nhan xo gan mat bu véi khdi u trong tidu
chuan Milan, vira loai bo khéi u vira loai bd mé
gan bénh, gidm nguy co tai phat [6], [15].

Ty 1¢ séng thém 5 nim dat 70-80%, nhung
han ché vé nguon tang, chi phi cdy ghép va diéu
tri duy tri khién phuong phép nay it phd bién [6].
Trong thoi gian chd ghép, cac liéu phap cau nbi
nhu TACE hodc RFA gitip ngin tién trién khoi
u [14].

4.1.3. Dot u tai cho

RFA va dot vi song (MWA) 13 hai ky thuat
pha huy khdi u bang ning lugng nhiét, dugc xem
1a Iya chon thay thé phau thuat cho khéiu <3 cm
& bénh nhan khong du diéu kién mo [15]. RFA
tao nhiét >60°C gay hoai tir dong té bao ung thu
[15]. MWA sinh nhi¢t manh hon, it bi anh hudéng
boi hién twong “méat nhiét do dong mau”, do d6
phii hop v6i u gan mach mau 16n. Hiéu qua cia
RFA tuong duong cit gan ddi voi HCC don doc
<3 cm, voi ty 1& sdng 5 nam khoang 50-60%
[14]. Theo huéng din B Y té, RFA dugc chi
dinh cho khéi u <3 cm, ti da 3 khdi, khong xam
14n mach mau [6].

4.2. Cdc ligu phdp diéu tri tai ché — tai viing
4.2.1. Nut mach héa chat (TACE)

TACE la liéu phap chuan cho HCC giai doan
trung gian (BCLC B) [15]. Phuong phap nay
bom hdn hop thube héa tri va chat gay tic vao
dong mach nudi khéi u, gay thiéu mau cuc bd va
kéo dai thoi gian tiép xtic thubc. TACE gitip kéo
dai thoi gian séng trung binh 1én 20 thang so véi
diéu tri triéu chung [14]. Theo hudng dan Viét
Nam, TACE duogc thyc hién khi khong co huyét
khéi tinh mach ctra va chie ning gan con tot [6].
Hat giai phong thuéc nat mach gan (DEB-
TACE) 12 cai tién quan trong, gitip duy tri nong
do thudce cao tai u va giam doc tinh toan than
[14].

4.2.2. Nut mach phong xa (TARE)

TARE hay con goi 1a xa tri ndi b chon loc
(SIRT) str dung vi cdu chira yttrium-90 tiém qua
dong mach gan, phat tia beta tiéu diét té bao ung
thu. Llovet va cong su (2018) cho thdy TARE
dac biét hitu ich ¢ bénh nhéan c6 huyét khéi tinh
mach ctra hoac khong dung nap TACE, mang lai
kiém soat bénh tdt va doc tinh chép nhan duoc
[13]. Ngoai ra, TARE con dugc dung nhu cau
nbi ghép gan hoic trong cac phac do két hop
thudc toan than [6].

4.2.3. Xa tri trong va ngoai gan

Déi voi xa tri trong va ngoai gan, cac ki thuat
hién dai nhu xa tri dinh vi than (SBRT) da cai
thién dang ké vé& d6 chinh xac va an toan. Llovet
(2018) ghi nhan SBRT Ia lya chon thay thé hiéu
quéa cho bénh nhan khong thé RFA hodc TACE
[13]. Xa tri trong két hop voi TACE hodc thude
tac dung tai dich dang dugc thir nghiém lam sang
[6].

4.3. Cdc ligu phdp diéu tri toan théan

Diéu trj toan than 1a lya chon cho HCC giai
doan tién trién (BCLC C) hoac sau that bai voi
diéu tri tai chd [15]. Nghién ctru ctia Llovet va
cong sy nhan manh day 1a linh vuc phat trién
nhanh nhét, dic bi¢t v6i su ra doi cia thube tac
dung tai dich va uc ché mién dich [13].

V6i lidu phap diéu tri toan than, c¢6 hai huéng
dugc ap dung bao gdom:

- St dung thude tac dung tai dich: Sorafenib
va Lenvatinib 1a hai dang thudc cho hiéu qua
tuong duong hién dang dugc sir dung & budce dau
tién. Trong d6, Sorafenib 1a thudc wc ché da
kinase dau tién dugc FDA phé duyét cho HCC
giai doan tién trién nam 2007, nhim vao
VEGFR, PDGFR va Raf kinase, tir d6 tc ché
ting sinh t& bao va tin sinh mach mau;
Lenvatinib lai dugc chirng minh khong kém hi¢u
qua so vo&i sorafenib trong thtr nghiém
REFLECT, dong thoi c6 ty 1& dap tmg khach
quan cao hon. Tiép theo, Regorafenib va
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cabozantinib dugc phé duyét dé sir dung tiép &
budce hai sau khi that bai voi sorafenib. Ngoaira,
Ramucirumab — mét khang thé don dong ciing
duoc str dung [14], [15].

- Liéu phap mién dich: Cac thudc wrc ché diém
kiém soat mién dich di tao budc tién quan trong
trong diéu tri HCC giai doan tién trién [6], [10],
[13], [15], bao gom:

+ Nivolumab va pembrolizumab — hai khang
thé don dong tc ché PD-1 — c6 kha ning phuc
hdi hoat tinh cua té bao T, giap hé mién dich
nhan dién va tiéu diét t& bao ung thu. Céc thir
nghiém CheckMate-040 va KEYNOTE-224 cho
thdy hai thudc nay tao dap ung bén viing & mot
ty 1¢ bénh nhén va cai thién thoi gian séng thém
so véi cac phuong phap diéu tri trude do;

+ Phac d0 phdi hop atezolizumab +
bevacizumab di tré thanh tiéu chuan diéu tri
budc mot cho HCC tién trién tir ndm 2020.
Trong thir nghiém IMbravel50, phac d6 nay dat
thoi gian song thém trung vi 19,2 thang va hién
dugc khuyén cao ap dung cho bénh nhan du diéu
kién tai Viét Nam;

+ Phac d6 STRIDE (durvalumab +
tremelimumab) dugc FDA phé duyét nam 2022,
mang lai hi¢u qua diéu tri tuong duong va la lya
chon phu hop cho bénh nhén c6 chdng chi dinh
v6i bevacizumab. Ngoai ra, liéu phap két hop
nhu TACE phéi hop sorafenib/lenvatinib, hoic
thudc tac dung tai dich két hop mién dich ciing
duge xem 1a mot huéng didu tri méi tich cuc
[14].

4.4. Cham séc giam nhe va diéu tri ho tro

O giai doan cudi (BCLC D) hodc khi bénh
nhan khong con dap ung, chdm soéc gidm nhe
nham duy tri chat luong sdng va kiém soat tridu
chung [6]. Bao gdm kiém soat dau, c¢b trudng,
ngtra, vang da va hd trg dinh dudng [15]. Ngoai
ra, diéu tri nguyén nhan nén nhu trc ché virus
HBV/HCV ciing can thiét dé on dinh chirc nang
gan [16].

Diéu trj ung thu biéu mo té bao gan hién nay
doi hoi cach tiép can cé thé hoa, lya chon va phdi
hop cac phuong phap phu hop véi giai doan
bénh, tinh trang chtc ning gan va dic diém
nguoi bénh, thay vi 4p dung don 1¢é tung bi¢n
phép [14]. Méc du céc li¢u phap hién dai da dat
dugc nhiéu tién bo déang ké, nhing thach thic
lién quan dén hiéu qua diéu tri lau dai, tic dung
khong mong mudn va anh huong dén chat luong
séng van con ton tai, dit ra nhu cau tiép tuc hoan
thién va toi uu héa céc chién luge diéu tri hién
nay.

5. Sir dung thudée YHCT trong diéu tri HCC

Theo YHCT, bb khi, kién ty; thong khi o tr¢
¢ gan, thanh nhi¢t gidi doc, hoat huyét thong
kinh lac, b khi dudng 4m 1a nhitng nguyén tic
chinh trong diéu tri HCC. Bén canh d6 viéc tic
ché sy phat trién cua khdi u, e ché di can va
ngin ngira tai phat bang dong y 1a chia khoa dé
kiém ché su phat trién cta ung thu gan [8].

Céc thudc YHCT tac dong 1én HCC thong
qua nhiéu co ché phan tir khac nhau, bao gom:
trc ché sy tang sinh va cam tng qua trinh chét
theo chuong trinh cia té bao ung thu gan; thuc
day qué trinh biét hoa té bao ung thu; ngin chin
su xam l4n va di can cia té bao HCC; wre ché qua
trinh tao mach nuéi khéi u; ting cuong dap tng
mién dich chdng khdi u ¢ bénh nhan ung thu
gan; va d4o ngugc tinh trang khang thudc trong
qua trinh diéu tri [8].

Khi d6i chiéu cac co ché phan tir ndy voi mo
hinh tién trién bénh sinh ctia HCC, c6 thé thay
YHCT c6 kha ning can thiép dong thodi vao
nhiéu mat xich then chdt trong qua trinh hinh
thanh, phat trién va tién trién cua ung thu gan.
Cu thé [8]:

- O giai doan ton thuong — viém man: thudc
YHCT c6 tac dung lam giam cytokine viém nhu
IL-6, TNF-0, hd trg giam stress oxy hda — phu
hop véi khéi niém “lam mat gan, thanh khi”;
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- O giai doan tai tao té bao — bat thuong ¢ b
gen: cac hop chat tir YHCT c6 kha ning tc ché
tin hiéu kich thich ting sinh té bao, khuyén khich
chét té bao theo chuong trinh ctia té bao di san,
gitip 1am cham tién trinh tir loan san sang ung
thu;

- O giai doan HCC sém: nhiéu nghién ciru
cho thiy thao duoc 1am cham ting truong khdi
u, tc ché angiogenesis va di cin — khép véi
YHCT “trn 4p u, kién dudng co thé”;

- O giai doan HCC tién trién: YHCT thuong
duge dung phdi hop voi diéu tri tay y (TACE,
sorafenib...) dé giam doc tinh, nang cao mién
dich va cai thién chat luong sng.

Dua vao nguyén 1y do, cac bai thuéc dong y
da duoc chimg minh c6 tac dung trong diéu tri
ung thu gan néi chung va HCC néi riéng. Pién
hinh bai thudc “Giai Poc Tiéu Trung Am” da
dugc chimg minh c6 thé trc ché sy tang sinh ciia
té bao ung thu gan theo liéu luong va thoi gian
[4]. Mot bai thude khac 1a “Tiéu Sai HO Thang”
gitip ngan chan tién trinh xo hoa gan [11]. Pang
cha y, ché pham Nam Tram Bach (Huaier) di c6
bang chig 1dm sang vé hiéu quéa diéu hoa mién
dich va trc ché tan sinh mach, gitp giam dang ké
ty 18 tai phat sau phau thuat [22]. Mot duoc ligu
tiém nang khac 1a Xuyén Tam Lién
(Andrographis paniculata Nees), v6i cac bang
chung thyc nghiém cho thiy thanh phan
polysaccharide trong cdy co hoat tinh trc ché sy
phat trién ctia té bao HepG2 [23]. Pong thoi, cac
nghién ciru ciing huéng sy chii y dén Xa Den
(Celastrus hindsii Benth.). M0t nghién ctru cho
théy mot hop chét tir Xa Pen, duoc dat tén 1a
P32, ¢6 tiém ning trong viéc diéu tri HCC bang
cach tac dong Ién hai muyc ti€u phan tir cu thé 1a
AKT2 va JAK2 [17].

Nhu vay, cac thuéc YHCT trong diéu tri HCC
khong chi dong vai tro hd trg, ma con co thé
duoc xem la nhitng tac nhan can thi€p mang tinh
can nguyén va toan dién, tac dong xuyén sudt
tién trinh bénh sinh ciia HCC, tir giai doan tién

ung thu dén HCC tién trién. Cac tac dong nay
tryc tiép diéu hoa cac qué trinh viém man tinh —
tai sinh té bao, cac con duong tin hiu tang sinh,
mdi truong vi mo khéi u va dap ing mién dich,
ddng thoi twong hop vi md hinh bénh sinh theo
YHCT: “gan suy — khi huyét @ tré — tai sinh
bat thudng — hinh thanh khdi u”.

6. Két luin

HCC hién van la mot trong nhiing nguyén
nhan gy tr vong hang dau tai Viét Nam, tao ra
ganh ning dang ké ddi v6i hé thong y té. Vé mit
bénh sinh, HCC 1a két qua ctia mot qua trinh tién
trién da giai doan, chiu tac dong tuong tac phirc
tap gitra viém man tinh, 16i loan tai sinh té bao
gan va sy mat can bang cua nhiéu con dudng tin
hiéu phan tu.

Quan 1y HCC hién nay doi hoi cach tiép can
da md thue, trong d6 y hoc hién dai gitr vai tro
trung tam véi céac chién lugc diéu tri triét dé, can
thiép tai chd va diéu tri toan than, gop phan kiém
soét tién trién bénh va cai thién thoi gian séng
con. Tuy nhién, nhitng han ché lién quan dén doc
tinh diéu tri, nguy co tai phat va tic dong dén
chit lugng séng van 1a cac thach thic dang keé
trong thuc hanh 1am sang.

Trong bdi canh dé, cac nghién ctru gan day
cho thdy mot sd can thiép c6 ngudn gbc tir
YHCT c6 thé anh huong dén cac qua trinh sinh
hoc lién quan dén bénh sinh HCC, bao gém diéu
hoa dap tmg mién dich, cai thién chirc ning gan
va tac dong 1én moi trudng vi md khdi u thong
qua cac hoat chét sinh hoc tir duge liéu. Viéc
xem xét cac can thiép ndy trong khuén khé tiép
can tich hop, dua trén bang ching khoa hoc va
nghién ctru 1am sang phu hop, c6 thé gop phan
hoan thién chién lugc quan ly HCC, hudng téi
t6i wu hoa hiéu qua diéu tri va cai thién chat
luong séng cho ngudi bénh tai Viét Nam.
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