TAP CHi Y HOC VIET NAM TAP 541 - THANG 8 - SO 1 - 2024

cd tim cap, tai thong mach vanh dich hay dot
quy, chi€ém 4,7% théo bao cdo cua cac trung tam
can thiép Chau Au [2].

V. KET LUAN

Chung t6i nghién cltu 260 bénh nhan bénh
can thiép mach vanh cé gan 1/3 trudng hgp
mach vanh voi hda trung binh dén nang, bénh
nhiéu nhanh mach vanh lién quan dén bénh
nhiéu nhanh. Can thiép thanh cng cac ton
thuang voi hda nang bang miii khoan kim cuong.
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Muc tiéu: DOt bi€én ving promoter cla
telomerase reverse transcriptase (TERT) la dot bién
thudng gap trong nhiéu loai ung thu, trong do co
carcindbm t€ bao gan (HCC). Tuy_ nhién, vai tro cla no
dén thoi gian tai phat u s6m van chua r6 rang. DOi
tuong — phuong phap nghién ciru: Nghién clu
doan hé hoi ctu dugc thuc hién tai bénh vién Dai hoc
Y Dugc. Dot bién vung promoter cia TERT & 108 ca
dugc phat hién bdng phuong phap giai trinh tu
Sanger. Cac thong tin vé giai doan bénh theo BCLC,
cac chi s6 xét nghiém nhu HbsAg, Anti HCV, AST, ALT,
AFP, GGT, WBC, PLT va thGi gian tai phat u trong
vong 24 thang sau mo dugc tra clfu ti hd s bénh an.
Cac dac diém giai phau bénh nhu kich thudc u, d6 mo
hoc hay tinh trang xam nhap mach mau, hoai tir u va
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tinh trang mo gan lanh dudc danh gia dua trén dai
thé va tiéu ban nhuém Hematoxyllne - Eosin. Két
qua: Dot bién vung promoter clia TERT xay ra & 46%
s6 ca. ty lé dot bién cao thudng gép & nhdm duong
tinh v&i Anti — HCV va cd xu hudng it gap 6 nhdm
duagng tinh véi HbsAg. Tinh trang dot bién ving
promoter clla TERT khong lién quan vdéi giai doan
bénh, cac chi s6 AST, ALT, AFP, kich thudc u, d0 mo
hoc cla u, tinh trang xa gan va ty 1€ tai phat sém. Cac
trudng hgp HCC cd va khong co dot bién vung
promoter ctia TERT khong cho thady su khac biét vé ty
Ié sdng khong co tai phat u. Tuy nhién, trong nhiing
ca bénh HCC giai doan rat s6m, dot bién ving
promoter cua TERT la mét yéu t6 xdu dén nguy cd tai
phat sém. Két luan: Nghlen clu cua ching t6i cho
thay rang dot bién ving promoter cla TERT la dot
bién thu‘dng gap trong HCC tai Viét Nam va cd thé co
vai tro trong tién lugng tai phat u sém doi véi cac
trudng hgp HCC giai doan rat sém.

SUMMARY
HEPATOCELLULAR CARCINOMA: THE ROLE
OF TERT PROMOTER MUTATION AND
SOME CLINICOPATHOLOGICAL FEATURES
IN EARLY RECURRENCE RATE
Objectives: Mutations in the promoter region of
telomerase reverse transcriptase (TERT) are common
mutations in many types of cancer, including
hepatocellular carcinoma (HCC). However, its role in
early tumor recurrence remains unclear. Materials
and Methods: Retrospective cohort study conducted
at University Medical Center. TERT promoter mutation
in 108 cases were detected by Sanger sequencing.
Information on disease stage according to BCLC, test
indicators such as HBsAg, Anti HCV, AST, ALT, AFP,
GGT, WBC, PLT and time of tumor recurrence within
24 months after surgery were looked up from the
medical records. Pathological characteristics such as
tumor size, histological grade, vascular invasion,
tumor necrosis and benign liver tissue condition were
evaluated based on macroscopic descriptions and
Hematoxyline - Eosin stained specimens. Results:
Mutations in the promoter region of TERT occur in
46% of cases. High mutation rates are common in the
Anti-HCV positive group and tend to be less common
in the HBsAg positive group. TERT promoter region
mutation status is not related to disease stage, AST,
ALT, AFP indexes, tumor size, tumor histological
features, cirrhosis. HCC cases with and without TERT
promoter region mutations showed no difference in
tumor recurrence-free survival. However, in very early
HCC cases, mutations in the TERT promoter region are
a negative factor in the risk of early recurrence.
Conclusion: Our study shows that TERT promoter
region mutations are common mutations in HCC in
Vietnam and may have a role in the prognosis of early
tumor recurrence in cases of very early stage HCC.

I. DAT VAN DE

Carcindbm t€ bao gan (HCC) la mot bénh ly
ac tinh thudng gadp va la moét trong nhing
nguyén nhan hang dau gay tr vong do ung thu.
MOt sO yéu t6 nguy ca clia HCC thudng gap bao
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goém nhiém virus HBV va HCV, di thdo dudng,
nghién rugu, béo phi... HCC la mét khéi u khong
dong nhat véi nhiéu dot bién khac nhau xay ra
trén cac dong t€ bao khac nhau, tuy nhién dot
bi€én vung promoter cua telomerase reverse
transcriptase (TERT) la dot bién thudng xay ra
nhét va cd vai trd trong chuyén dang &c tinh cla
khéi u [1].

Telomere bao gom cac doan Iap lai vGi trinh
tu '"TTAGGG' & cubi nhiém sic thé va chiéu dai
telomere déng mot vai tro quan trong trong
nhiéu bénh ac tinh & ngudi nhu u nguyén bao
than kinh dém, u hac bao ac tinh, ung thu bang
guang, HCC. B0 dai telomere dugc diéu chinh
bdi telomerase, mot enzyme phién ma ngugc.
Gen TERT ma hda tiu don vi xic tac cla
telomerase va su diéu hoa phién ma cla nd lam
han ché hoat dong clia men telomerase. 2 dot
bién diém néng -124 bp va — 146 bp. Cac dot
bién nay tao nén mot vi tri gan mdi cho cac yéu
t6 phién ma ho ETS, dan dén két cuc 13 1am tang
hoat dong vung promoter cla TERT lén 2 — 4 [an
va tang qua trinh phién ma cia gen TERT [2].
Tuy rang day la dot bién thudng gdp nhét trong
HCC, nhung vai tro cta n6 d6i vdi tién lugng
bénh van chua rd rang, mot phan la vi HCC la
mot bénh véi nhitng nguyén nhan gay bénh khac
nhau va cac cd ché gay bénh khac nhau tuy
vung dia ly [2-5].

Trong nghién clu nay, ching toi st dung
phuong phap gidi trinh tu Sanger dé phat hién
cac dot bién diém & vung promoter cia TERT
trong HCC tai Viét Nam, phan tich mdi lién hé
gitta dot bién nay va cac dac diém 1dm sang —
giai phau bénh cling nhu vai trod cta né trong tai
phat u sém.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

1. Da6i tugng nghién ciru. Nghién cftu nay
dugc thuc hién theo phucng phap hoi clru. 108
bénh nhan dugc chon vao nghién cttu nay. Tat
ca bénh nhan dugc phau thuat cit bd khéi u gan
tai bénh vién bai hoc Y Dugc trong ndam 2018,
dugc chan doan HCC trén Giai phau bénh. Bénh
nhan sau phau thudt cat gan tai bénh vién Dai
hoc Y Dugc sé dudc theo doi dinh ky moi 3 — 6
thang. Cac thong tin vé tinh trang nhiém HBV,
HCV, giai doan bénh theo BCLC, cac két qua xét
nghiém can lam sang, thdi gian tai phat u dugc
Idy tir hd so bénh an cla bénh nhan. Bénh nhan
dugdc theo ddi trong vong 24 thang sau phau
thuat. Moi [an tai kham, bénh nhan dugc siéu am
bung va s& dugc chup CT Scan bung néu cé ton
thuong nghi ngG ac tinh trén siéu am. Bénh
nhan dugc ghi nhan la tai phat néu bénh nhan
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hién dién mdt nét gan vdi dic diém CT Scan
dién hinh ctia HCC. ) .

2. Pac diém mé bénh hoc. Mau phau
thuat sau khi dugc cdt bo khoi co thé bénh nhan
sé dugc ngam trong formol dém trung tinh 10%
va gui xuong khoa Giai phau bénh. Tai cTay, bénh
pham s& dudc cit loc cadc phan md u va md gan
lanh. Cac ti€u ban nhuém Hematoxyline — Eosin
s€ dugc danh gia bdi cuing mot bac si Giai phau
bénh, ghi nhdn cac dic diém mé bénh hoc nhu
dd mo hoc theo Edmondson — Steiner, phan bao,
hoai tir u, xdm nhap mach vi thé va déc diém cla
mo gan lanh nhu viém va xd hda gan theo Ishak
— Knodell va tinh trang thodi héa ma cua gan

3. Phan tich do6t bién vung promoter
cua gen TERT. Giai trinh tu vung promoter cla
gen TERT dudc thuc hién trén mau md vui nén.
Chung toi chon tir moi ca bénh 1 block vdi tiéu
chi c6 nhiéu t€ bao u nhat va it vung hoai tir
nhit dé dung g|a| trinh tu gen. Genomic DNA
dugc ly trich bang bd kit Promega leard®
Genomic DNA Purification theo hudng dan cua
nha san xudt. DNA thu dugc dugc kiém tra do
tinh sach bang may NanoDrop2000. Tiép theo,
cac phan (ng PCR dugc thuc hién d& khuéch dai
doan gen can danh gid véi cap moi: TERT-F:
CACCCGTCCTGCCCCTTCACCTT va  TERT-R:
GGCTTCCCACGTGCGCAGCAGGA. Quy trinh PCR
dugc bat dau vdi 98°C trong 3 phut, tiép theo la
40 chu ky nhiét ¢ 98°C trong 10 giay, 58°C trong
20 gidy va 72°C trong 40 gidy va cuGi cung la
72°C trong 2 phut. Sau khi dién di va tinh sach
san phdm PCR bing bd kit ExoSAP-IT® PCR
Product Cleanup clla Thermo Scientific, ching
dugc cycle sequencing bdgi bd kit BigDye®
Terminators V3.1 Cycle Sequencing, dung mot
moi xudi hodc mdi ngudc. San phdm cycle
sequencing dugc két tua va giai trinh tir bang
may tu déng ABI 3130.

4. Phan tich thong ké. Cac phan tich
théng ké dudc thuc hién bdng phan mém SPSS
Statistic 20. Cac phép kiém x? va Fisher exact
dugc st dung cho phan tich don bién. Nguy co
tdi phat u dugc tinh toan udc lugng bdng
phuang phap hoi quy Cox. Cac phan tich da bién
vé kha nang xudt hién dot bién gen dugc thuc
hién bdi mo6 hinh hoi quy Logistic. Gia tri p <
0.05 dudc xem nhu' la cé khac biét cé y nghia vé
mat théng ké.

5. Y dirc trong nghién ciru. Nghién ciu
nay da dugc phé duyét bai HGi dong Y dic cla
Pai hoc Y Dugc Thanh phd H6 Chi Minh (ma so:
701/HDDD-DHYD, ngay 20 thang 9 nam 2022)
va dugc thuc hién theo Tuyén bd Helsinki. Bai vi

cac nghién cu vién khéng lién hé truc tiép vai
bénh nhan va tat ca thong tin clia bénh nhan
dugc thu thap tir hG s bénh an, Hoi dong Y dic
da mién yéu cau phai cé sy dong y bang van
ban cta bénh nhan.

Ill. KET QUA NGHIEN cU'U

1. Pic diém doét bién gen vung
promoter cua TERT. Trong 108 ca trong
nghién cltu clia chung t6i, c6 50 trudng hgp cd
dot bién & vung promoter ctia TERT, chiém 46%
sO ca. Trong sO cac ca cd dot bién gen, 44 ca
(90%) la dot bién -124C>T, 3 ca (6%) la dot
bién -146C>T va 2 ca (4%) mang ca 2 dot bién.

2. Cac dic diém lam sang va giai phau
bénh lién quan dén dot bién viing promoter
cua gen TERT

Bing 8: Pdc diém Idm sang va tinh
trang dot bién vung promoter cua gen
TERT & bénh nhdn phau thudt HCC

Tinh trang dot bién p
P TERT promoter
Yeuto Khong Co
(n=59) | (n=49)
Tudi (TB £ BLC)
> 65 13 (22,03) | 14 (28,57) | 0.435
< 65 46 (77,97) |35 (71,43)
Gidi tinh
Nam 49 (83,05) | 40 (81,63) | 0,847
N 10 (16,95) | 9 (18,37)
Hb (g/L)
> 114 57 (96,61) | 43 (89,58) | 0,239
<114 2(3,39) | 5(10,42)
WBC (G/L)
> 8,65 20 (33,90) | 15 (31,25) | 0,772
< 8,65 39 (66,10) | 33 (66,85)
GGT (U/L)
> 50 24 (66,67) | 15 (60,00) | 0,594
<50 12 (33,33) | 10 (40,00)
Dbiém ALBI
1 dié:m 38 (66,67) | 28 (57,14) | 0,313
2 diém 19 (33,33) | 21 (42,86)
PT (giay)
>13 23 (39,66) | 24 (50,00) | 0,286
<13 35 (60,34) | 24 (50,00)
HBsAg
Duong tinh |42 (79,25) | 25 (64,10) | 0.107
Am tinh 11 (20,75) | 14 (35,90)
Anti-HCV
Duang tinh 9 (18,00) 16 (38,10) |0.031
Am tinh 41 (82,00) | 26 (61,90)

BCLC stage 0 (10(17,24%)| 7 (14,89) 0.75
A,Band C 48(82,76%)40 (85,11) | —
AST (U/L)

<90 45 (76,27) | 41 (89,13) | 0.089
> 90 14 (23,73) | 5(10,87)
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ALT (U/L) Xam nhap mach
<60 42 (71,19) | 39 (84,78) | 0.089 mau vi thé 22 (37,29) |17 (34,69)(0.780
> 60 17 (28,81) | 7 (15,22) Co 37 (62.71) |32 (65.31)
AFP (ng / mL) Khong ! !
<200 23 (76,67) | 18 (75,00) | 0.887 Phan bao (10 QT
_> 200 7(23,33) | 6(25,00) Ion) 43 (72,88) |26 (53,06)[0.033
Kich thudc u <2 16 (27,12) |23 (46,94)
<5cm 42 (71,19) | 34 (69,39) | 0.839 >5 ! !
>5cm 17 (28,81) | 15 (30,61) Mo gan khong u
Chung t6i ti€n hanh xem xét mai lién hé gitra Diém HAI
tinh trang doét bién vung promoter cua gen TERT <9 14 (23,73) |10 (20,41)|0.679
véi mot s6 dic diém 1am sang — giai phau bénh =9 45 (76,27) 139 (79,59)
quan trong. Khdng cé su khac biét dang ké gitra Xd gan
tinh trang dot bién viung promoter cla gen TERT Khong 18 (30,51) |10 (20,41)|0.233
va cac yéu té nhu tudi, gidi tinh, cac chi sd AST, Co 41 (69,49) |39 (79,59)
ALT, AFP. Nghién clftu clia ching toi cho thady ty Thodi héa mad
& cac trudng hgp HCC do HBV va HCV [an lugt la Khong — nhe | 53 (89,83) |39 (79,59)|0.136
72% va 24.4%, Vv6i 2 ca (2.3%) nhiém dong thsi VUa — ndng 6 (10,17) |10 (20,41)

2 loai virus, va cd 7 ca (8%) khong nhiém loai
nao. V& mdi lién quan gilta dot bién ving
promoter cua TERT va nhiém virus viém gan, chi
cd tinh trang nhiém HCV mdi quan lién quan dang
ké vai dot bi€én ving promoter cua TERT. Ching
t6i nhan thay rang trong nhom bénh nhan nhiém
HBV, da so cac trudng hgp (63%) la khong mang
dot bién vung promoter cta TERT, ngugc lai trong
nhém bénh nhan nhiém HCV, cé 65% trudng hap
mang dot bién, va ty Ié dot bién trong nhém HCC
khong do virus viém gan la 28.6%.

Bang 9: Pic diém mé bénh hoc cua mé
u va moé gan khéng u déi voi dét bién ving

romoter cua gen TERT

Trong cac dic diém md bénh hoc, ching tdi
nhan thdy nhom u véi dét bién ving promoter
cla TERT co s0 lugng phan bao nhiéu han so vai
nhom khong dot bién (p = 0,04). Ngoai ra,
chiing t6i con nhan thdy HCC véi dot bién vung
promoter ctia TERT cé xu huéng cé dang be Ién,
dd mé hoc cao va di kém xd gan, tuy nhién c6 &
do c¢@ mau con it nén su khac biét la chua cé y
nghia thong ké.

Sau khi lya chon cac bién s6 ¢ gié tip<0,1
dua vao phan tich da bién, bao gom tinh trang
nhiém HCV, tri s6 AST, ALT va déc dlem phan bao,
chling t6i thdy chi c6 tinh trang nhiém HCV 13 c6
lién quan dén kha nang xuat hién dot bi€én gen (OR
= 3,35, KTC 95% 1,19 - 9,38, p = 0.022).

Bang 10: Két qua phan tich da bién cua
mot sé' yéu té va kha nang xdy ra dot bién
vung promoter cua TERT, theo hdi quy
Logistic

Tinh trang dot bién p
P TERT promoter
Yeu to Khong Co
(n=59) [(n=49)
Mo u
Phan nhom mo
thA
Hffug‘r?gng 43 (72,88) |31 (63,27)

Phan nhém khac 16 (27,12) |18 (36,73)
SH-HCC 5 3 loss
CC-HCC 1 2 '
MT-HCC 0 2

HCC dang xcd 0 1
HCC dang ky mau 1 0
HCC loai giau
lymphd bao
D06 m6 hoc
1-2 30 (50,85) |18 (36,73)(0.142
3-4 29 (49,15) |31 (63,27)
Hoai tir u
Co 16 (27,12) |19 (38,78)|0.198
Khéng 43 (72,88) |30 (61,22)

A e Khoang tin
Yeu to OR cay 95% p
Anti — HCV
Am tinh 1 0.022
Duang tinh 3,35 1,19-9,38
AST (U/L)
<90 1 0,380
> 90 0,44 0,07 - 2,77
ALT (U/L)
<60 1 0,565
> 60 0,61 0,11-3,32
Phan bao (10 QT
" 1 0,090
S: 2,27 | 0,88-5,88
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3. Vai tro cia dot bién vung promoter
cua gen TERT va thai gian tai phat u. Nghién
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cltu clia ching toi cho thdy rdng khdng cd su
khac biét vé thdi gian song khong tai phat u gilra
2 nhom (HR = 1,40, KTC 95% 0,76 — 2,56, Log —

Biéu @b Kaplain Meier gitra cac tinh trang dst bién gen
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rank test p = 0,26). Tuy nhién, trong nhdom u cd
giai doan bénh rat s6m thi dot bién gen la mot
yéu t0 tién lugng kém (Log — rank test p = 0,01).
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Biéu dé 2: Biéu do Kaplain Meier vé vai tro cua dot bién TERT promoter vdi ty Ié tdi phat
u som. (Trai): Trong dan s6 nghién ciu, (Phai): Trong nhom giai doan bénh rat som

IV. BAN LUAN

Qua trinh sinh ung ctia HCC la m6t qua trinh
phltc tap va trai qua nhiéu giai doan khac nhau,
trong do, dot bién ving promoter clia gen TERT
la sy ki€n xady ra sém va thuGng gap nhat. Hai
dot bién diém néng & vi tri — 124 va — 146 cho
thady cd vai trd trong diéu hoa tdng biéu hién cua
gen TERT hoac tai hoat héa TERT trong nhiéu
loai u ac tinh, bao gébm HCC [6].

Ty Ié do6t bién vung promoter cia gen TERT
khac nhau tuy vao tirng vung dia ly va tuy thubc
vao nguyén nhan gdy bénh. Theo nghién clu
cla Pezzuto et al., 6 chdu Au, My va Chau A, ty
€ nay lan lucgt la khodng 56.6%, 40 % va
42.5%. Su khac biét nay la do nguyén nhan gay
bénh khac nhau tuy vung dia ly, trong dé cac
nudc chdu A, bao gom Viét Nam, nam trong
vung dich té cla HBV. Dot bién thudng xay ra
nhat & vi tri — 124 va chiém hon 90% cac trudng
hgp trong hau hét cac nghién clry, tuang tu véi
nghién clfu cta chung téi. Nghién clru nay va cac
nghién clru trén thé gidi déu cho thdy ty 1&é mac
dot bién gen vung promoter cla TERT thudng
xay ra  nhém bénh nhan nhiém HCV va it gdp &
nhém bénh nhan nhiém HBV. MOt cach giai thich
kha di nhat cho hién tugng nay la trong cac
trudng hgp HCC do nhiem HBV, doan telomere
dugc duy tri bang cach cach thdic khac nhau.
Ngoai con dudng dot bi€én vung promoter cla
TERT, HBV con hoat héa gen TERT va cac con
dudng sinh ung khac théng qua con dudng tich
hop bd gen cua HBV vao té bao chu. Ving
promoter cla gen TERT la vi tri chén ua thich
nhat clia HBV, va trong nhitng trudng hgp co dot
bién chén bd gen HBV, mirc dd bi€u hién mRNA

cla gen TERT cao han so véi trudng hgp dot
bién diém noéng. Protein HBx gilp kich thich
vung promoter cta TERT, trong khi protein IGi
HBV tang cuGng hoat dong cua gen TERT, phu
thubc vao vi tri gdn cla c-Ets2 vdi vung
promoter cla TERT [7]. Nghién cfu cua chuing
t6i cho thdy ty 1& dot bi€n trong nhém HCC
khdng do nhiém virus thap so véi cac nghién clru
khac nhu Han Qudc hay Chau Au [4, 5], su khac
biét nay cd 1€ dén tir sy khac biét vé chling toc
va moi truéng cung thdi quen sinh hoat & tirng
qudc gia.

b6t bién vung promoter cia TERT la mot
trong cac dot bién dan dudng trong HCC va
thudng xudt hién rat s6m trong qua trinh sinh
ung [7]. HCC trai qua nhiéu giai doan dién tién,
tir n6t nghich san dén HCC giai doan sém va
HCC giai doan tién trién. Cac thay déi & gen
TERT thudng xay ra & giai doan s6m, co vai tro
chi yéu trong chuyén dang &c tinh cua HCC,
trong khi d6, qua trinh bién ddi tir HCC giai doan
sdm sang HCC giai doan tién trién, nhiéu dot
bi€n & cac gen khac tich tu va tao nén su da
dang dong té bao u [1]. Nghién cfu cta Tahara
H cho thdy ty 1é biéu hién TERT & cac u kich
thudc dudi 3 cm cling b ty |é tugng tu nhu cac
u @ cac giai doan bénh khac nhau [8]. biéu nay
gilp giai thich tai sao, khong chi nghién ctru cua
ching t6i, cac nghién ctru khac cling khong cho
thdy su khac biét trong mdi lién hé giira cac dac
diém md bénh hoc nhu d& mé hoc, mirc dd xo
gan, kich thuéc u va dot bién viing promoter cua
TERT trong HCC [7, 9].

Trong HCC, cac nghién ctu khac nhau trén
thé gidi cho thdy vai tro cia TERT trong tién
lugng s6ng con va tai phat u la chua rd rang.
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Nghién cltu téng quan hé théng ctia Wang K cho
thdy cac u ddc c6 hién tugng qua bi€u hién gen
TERT thudng di kém tién lugng kém, nhu' & phai,
v(, budng trirng, da day... Nghién clfu cia Jang
JW va cong su cho thay HCC vdi dét bién ving
promoter clla TERT c6 thdi gian sdng con kém
hon ciing nhu ty 1€ tai phat u cao hon so vdi
nhom wildtype [6]. Nghién clu cla Pezzuto F
cho thay cac u cé dot bién & vi tri -124 cd thdi
gian song con kém han so vdi nhdm khong dot
bién [10]. Ngudc lai, cac nghién c(ru cla Lee SE
& Han Qudc, Chen YL & Pai Loan hay Nault JC &
Phap déu khong cho thay vai trd cia TERT trong
tai phat u hay ty 1€ s6ng con 5 nam [4, 5].

Tuy nhién, diéu tha vi la TERT lai c6 vai tro
tién lugng khac nhau & cac nhom bénh nhan
khac nhau. Nghién c(tu cta chung t6i cho thay
vai trd cla tinh trang dot bién gen trong tai phat
u & nhdm HCC giai doan rat s6m (BCLC — 0).
MOt cach giai thich cho hién tugng nay la bdi vi,
trong HCC giai doan rat sdm thi cac loai bién déi
di truyén chiém vai trd chd yéu la TERT va
CTNNB1, trong d6 dot bién CTNNB1 lai chi
thudng gap & nhém HCC khong do xd gan, vi thé
TERT ¢ diéu kién biéu hién vai trd cia nd trong
tién lugng [9]. CO su’ khac biét I6n vé vai tro cla
dot bién vung promoter clia TERT trong tién
lugng gilra cac nghién cu trén mau mo va cac
nghién cifu trén mau t€ bao u trong tuan hoan
(ctDNA). Cac nghién cfu trén mau bénh pham tir
huyét thanh bénh nhan déu cho thdy cac trudng
hgp cd dot bién vung promoter ctia TERT sé co
thoi gian séng con va thdi gian tai phat u ngan
hon nhom wildtype, k& ca trong cac u giai doan
sdm va giai doan tién trién [3]. Cac nghién clu
trén cling cho thay su’ khong tuong hgp vé tinh
trang dot bién gen gitta mau md va mau huyét
thanh, diéu nay c6 thé do chi cd cac nhém dén
s t& bao u co tiém ndng di c&n mdi cd thé hién
dién & tuan hoan ngoai bién. Vi thé, ching toi
cho réng c6 thé dot bién vung promoter cua
TERT c6 thé cd lién quan dén kha nang di cin
cla u. Nghién cru nay va Jang JW déu cho thay
vai trd tién lugng cé thé cd cla tinh trang dot
bién vung promoter cia TERT & nhém HCC
khong kém nhiém HBV, tuy nhién, cic nghlen
cltu nay déu cob sb lugng bénh nhan chua du dé
cho thay su khac biét vé y nghia thong ké [6].
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Nghién cttu nay cho thdy ty 1€ dét bién vung
promoter cla TERT & Viét Nam, vung dich té cla
HBV, vao khoang 46%. D6t bién gen thudng gdp
d nhém nhiém HCV va it gdp & nhém nhiém
HBV. Nghién ctu ndy cho théy vai trd cd thé cb
cla dot bién vung promoter ctia TERT trong tién
lugng tai phat u sém d6i véi cac trudng hgp HCC
giai doan rat s6m va HCC khong do nhiem HBV.

LO1 CAM ON
Chuing téi xin cam on Khoa Y — Bai hoc Y Dugc
TP.HCM da ho trg kinh phi cho nghién ctru nay.
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HUT THUOC LA VA RAM MA

Ram ma la tinh trang da ddc trung bdi cac
mang sam mau hodc tdng sic t6 trén mat, dién
hinh Ia & ma, tran, miii va moi trén. Nguyén
nhan gay ram ma dudc cho la do kich hoat nhiéu
yéu t&, bao gdm thay ddi ndi tiét t&, ti€p xic vdi
anh ndng mat trgi va khuynh hudng di truyén,
st dung mot s6 thudc... RA&m ma khong anh
hudng dén stic khoe, nhung anh hudng nhiéu
dén thdm my, su tu tin clia ngudi mac.

Complex Epidermal- Dermal interactions
UV Radiation
&
P :
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23 20
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L >
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Fibroblasts & v“““". thall

Nguyén nhan gay ram ma. Khéi thudc 13
chira hang ngan chat doc hai, nhiéu chat trong
s6 dé dudc biét dén la chat gay dot bién va gay
ung thu. Hat thudc co lién quan dén bénh tim,
bénh phdi va ung thu. N6 ciing ¢6 lién quan dén
tinh trang 180 hoa sém cula da, thay ddi mau da
va lam cham qua trinh lanh vét thuong. Ngoai
ra, phan I8n cac bénh viém da cé xu hudng anh
hudng nghiém trong han dén ngudi hit thudc so
vGi ngudi khong hut thudc va ngudi hat thudc
thudng dap (ng diéu tri kém han so véi ngudi
khong hut thubc. Hién chua co bdng ching truc
ti€p nao cho thay hut thubc gay ra ram ma. Cac
nghién clfu mdéi cho thdy dudi tdc dung cla
thudc 1a c6 hién tugng gia tang san xudt sac td
melanin.

Hat thudc la — ram ma va nép nhan.
Nghién cru thuc hién trong 6ng nghiém, cac
tac gia nudi cdy t€ bao sic t6 (melanocytes) &

BSCKII Diing Bich Di¢p*
*Bénh vién Da liéu Trung uong

ngudi. Khi nudi cdy vdi chiét xudt khéi thudc 1a
quan sat thdy hién tugng cac t€ bao sac t6 phat
trién dén kich thudc I6n va san sinh ra nhiéu sic
t6 melanin hon. Mot s6 t€ bao sac t6 dugc chi€u
xa bang tia UVB (mdt nguyén nhén khac gay ra
tang sac t6) va ngudi ta quan sat thdy su san
xuat melanin tugng tu. Tuy nhién, hinh thai cua
t& bao sic t& khong thay d6i. Hoat dong cua té
bao sic td cb thé dugc udc tinh bdng cach do
biéu thic yéu t6 phién ma lién quan dén
Microphthalmia (MITF) bang phucng phap PCR
(Phan (ng chuoi Polymerase). Bi€u hién MITF
tdng dang k€& va phu thudc vao liéu lugng dudi
tadc dong cla chiét xuat khdi thude la (tucng tu
nhu téng liéu UVB). Con dudng truyén tin hiéu
Wnt/B-catenin dudng nhu lam trung gian cho sy
kich hoat t&€ bao sac t6 do khdi thudc 13, bgi vi
bi€u hién B-catenin chi tdng 1&n do khdi thudc 13
ch{ khdng phai do chi€u xa UVB.

Cac nghién clru vé mien dich hda té bao cho
thdy cac té€ bao sic t6 dugc kich hoat bang
thudc 14 c6 su biéu hién cua cac thu thé aryl
hydrocarbon (AHR) xung quanh mang nhan. Su
kich hoat MITF do khoi thudGc 1a nay bi (c ché do
su'im 18ng RNA cla cac thu thé hydrocarbon aryl.

MGt co ché khac dugc dua ra la hat thube co
thé anh hudng dén cdc mach mau trén da va
pha v@ su diéu hoa binh thuGng cla viéc san
xudt melanin, dan dén tang sdc t6. Tuy nhién,
diéu quan trong can luu y la rdm ma la mot tinh
trang da yéu t§ va mdc du hat thudc cd thé 1a
mot yéu t6 nguy cd tiém an nhung né khéng
phai la nguyén nhan duy nhat gdy ra. Cac yéu t6
khac, chdng han nhu thay d&i ndi tiét t& khi
mang thai, st dung thuGc tranh thai, yéu td di
truyén va ti€p xic vdi anh ndng mat trdi, cling
doéng vai trd trong su’ phat trién ciia nam.

Hat thudc cling c6 thé lam ting viéc san
xuét cc gdc tu do trong co thé, lam t6n thuong
cac té bao da va gop phan gay Ido hda sém va
thay ddi mau da. Néu dang hat thudc ban hay
quyét dinh bd hat thudc va tu van bdi bac si da
liéu dé cb thé cai thién siic khde ndi chung va
suc khoe lan da noi riéng, cling nhu giam nguy
cd phét trién hodc lam ndng tinh trang rdm ma.
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