TAP CHi NGHIEN CU’U Y HOC

DANH GIA TAC bONG CUA BOT BIEN GEN /IDH1 VA
S METHYL HOA GEN MGMT PEN THOI GIAN SONG THEM
TOAN BO TREN BENH NHAN U NGUYEN BAO THAN KINH BPEM

Kiéu Dinh Hung', Ping Thi Ngoc Dung', Ddng Van Hé?
Lé Vi Huyén Trang', Ng6 Diéu Hoa'

Nguyén Thi Dinh' va Pham Thi Hwong Trang™"™
"Trrong Pai hoc Y Ha Noi

2Bénh vién Hiru nghi Viét Dirc

Dot bién gen IDH1 (IDH1-m) va sw methyl héa gen MGMT (Methyl-MGMT) & nhiing déu &n sinh hoc
phén tr déng vai tro quan trong trong tién lwong déi véi bénh nhdn méc u nguyén bao than kinh dém hién
nay. Thiét ké nghién ctru mé té cét ngang, héi ctru duoc thuc hién trén 129 bénh nhén u nguyén bao than
kinh dém duoc phéu thuat cét bé khéi u tai Bénh vién Hivu nghj Viét Birc va Bénh vién Bai hoc Y Ha Noi tir
nadm 2017 dén nam 2021. Két qua nghién ctru cho théy tudi < 65 (p = 0,003), IDH1-m (p = 0,036) va Methyl-
MGMT (p = 0,043) la nhitng yéu tb tién luong déc lap véi thoi gian séng thém toan bé (OS); OS & bénh nhan
nhém Methyl-MGMT & IDH1-m (trung vi 20,5 thang) cao hon cé y nghia théng ké so véi nhém Methyl-MGMT
hodc IDH1-m (trung vi 9,6 thang) va nhém UnMethyl-MGMT & IDH1-wt (trung vi 5,8 thang) voi p = 0,007.

T khéa: Dot bién gen IDH1, methyl héa gen MGMT, u nguyén bao than kinh dém, th&i gian séng thém

toan bo.

I. DAT VAN DE

U nguyén bao than kinh dém & mét trong
cac khdi u ndo phd bién nhat hién nay. Bénh
nhan méc loai ung thw nay thudng coé tién
lwong khong tét do su tién trién nhanh choéng
va xam lan vao cac té chirc mé ndo va than
kinh cla khdi u trong hop so. Thoi gian séng
trung binh chi 15 thang ngay ca khi dwoc diéu
tri tich cwc bang phau thuat cit bd tbi da va
hoa xa tri bd tro. Ty 1&é bénh nhan cé thoi gian
séng trén 5 nam it hon 5%." Bén canh do, hon
50% bénh nhan u nguyén bao than kinh dém
tai phat sém trong vong 7 thang sau khi bat dau
diéu tri va sy dé khang tri liéu cta khéi u dan
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dén tién lwong rat dé dat, voi ti 1é séng thém 6
thang va 12 thang twong (rng chi la 60 - 70%
va 20 - 30%.2

Theo Phan loai khdi u hé théng than kinh
trung wong clGa T6 chirc Y té Thé gidi (WHO)
nam 2016, IDH1 dwoc st dung nhw mét dau
4n dé phan loai u nguyén bao than kinh dém.
IDH1 cing déng mdt vai trd quan trong trong
tién lwong ddi véi bénh nhan méac bénh u
nguyén bao than kinh dém hién nay.® Thoi gian
sbng thém toan bo (OS) va thoi gian sdng thém
khong tién trién (PFS) & bénh nhan c6 IDH1-m
déu cao hon so v&i bénh nhan co IDH1-wt.*®
Ngoai viéc tién luwgng, doét bién IDH1 con la
mot dich ngdm cho cac phwong phap diéu tri u
nguyén bao than kinh dém. Nhiéu nghién ctru
da chi ra rdng cac bénh nhan u nguyén bao
than kinh dém c6 IDH1-m dap (rng didu tri voi
liéu phap xa tri hodc hoa tri tét hon bénh nhan
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c6 IDH1-wt.*¢

Sy methyl héa cla vung promoter gen
O-methylguanin-DNA methyl-transferase (MGMT)
dwoc tim thdy & 35 - 45% bénh nhan u nguyén
bao than kinh dém.” Tinh trang methyl héa
MGMT ciing dwoc phat hién phan Ién & khéi
u ndo coé dot bién gen IDH1, lién quan t&i ty
l& sbng kéo dai hon, phu thudc vao héa hodc
xa tri.#" Bén canh vai tro tién lwgng, cac
nghién clru vé sy methyl héa gen MGMT trén
bénh nhan u nguyén bao than kinh dém con
c6 thé du bao kha nang dap (ng trong diéu tri
béng temozolomide (TMZ). Nhirtng b&nh nhan
khéng cé tang cwong methyl héa gen MGMT
(UnMethyl-MGMT) thudng it dap wng véi TMZ,
nén nghién ctru cac phac dd diéu tri khac bang
cach thay thé TMZ bang mét thubc mai."2

Tai Viét Nam, viéc rng dung vai tro cla di
truyén hoc trong chan doan, tién lwong va diéu
tri con han ché, vi vay viéc quan ly bénh nhan
theo mé hinh ca nhan héa van dang & mirc do
so khai. Hién nay, c6 rét it nghién ctu tap trung
vao cac bién dbi di truyén cla riéng nhém bénh
nhan u nguyén bao than kinh dém. Nghién
ctru cla Tran Kim Tuyén (2022) chi danh gia
tac dong riéng 1é cta dot bién gen IDH1/2 trén
bénh nhan u than kinh dém lan téa.'® Nghién
ctru cla Tran Anh Blc (2023) da phdi hop ca
3 gen IDH, TP53 va MGMT trén nhém bénh
nhan rong hon 1a u than kinh dém bac cao.™
Chinh vi vay, chang t6i tién hanh nghién ciru
nay vé&i muc tiéu: Banh gia tac dong cua dot
bién gen IDH1 va sw methyl héa gen MGMT
dén thoi gian séng thém toan bod cia bénh nhan
u nguyén bao than kinh dém.

I. DOl TWONG VA PHUONG PHAP

1. Déi twong

129 bénh nhan u nguyén bao than kinh dém
mé&i mac chan doan theo phan loai mé bénh
hoc cia WHO nam 2007 théa méan cac tiéu chi

lwa chon, da dwoc phau thuat tai Bénh vién
H@ru nghij Viét Birc va Bénh vién Dai hoc Y Ha
N&i ttr nédm 2017 dén ndm 2021 dé dam bao thu
thap di c& mau va theo dbi thdi gian sbng cta
bénh nhan.

Tiéu chudn Iwa chon

- T 18 tudi tré Ién.

- C6 mau mb duc paraffin va tiéu ban twong
trng kém theo.

-Khéng c6 hinh anh tén thwong trén tiéu
ban cta bat ky khdi u, ung thw co quan nao
khac ngoai u nguyén bao than kinh dém.

- C6 day da thong tin nghién clru.

-Dong y tham gia nghién ctru.

Tiéu chuén loai tror

Khéng dap (ng béat ky tiéu chi nao cua tiéu
chuén Iwa chon.

2. Phwong phap

Thiét ké nghién ctru: M6 ta cat ngang, hoi
clru.

Thoi gian nghién cdeu: Twr thang 01/2020
dén thang 08/2023.

Dia diém nghién ctu: Bénh vién H{u
nghij Viét Blrc, Bénh vién Bai hoc Y Ha No6i va
Trwong Pai hoc Y Ha Nbi.

C& mau: C& mau dwoc tinh theo cong thire:
p-(1-p)

A2

_ 52
N=2Z9q/2-

Trong do:

n: c¢& mau téi thiéu.

p: ty 1& dot bién IDH1, 1ay p = 0,12.16

a: mire y nghia thdng ké.

Z: Sai lam loai 1 & mirc d6 1-a/2 (Z = 1,96).

A: khoang chénh léch tuyét dbi (A = 0,05).

C& mau téi thiéu theo cong thire 1a 112, thuc
té thu thap dwoc 129 mau.

Céc bién sé/chi s6 nghién ciru: tudi (nam),
gi¢i, dot bién gen IDH1, tinh trang methyl hoa
gen MGMT, thoi gian sdng thém toan bo (thoi
gian tinh bang thang, tir khi bénh nhan dwoc
phau thuat l4y u ndo dén thdi diém bénh nhan
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t&r vong hodc thoi diém nglrng nghién ciru).

Céch ldy mau bénh pham: Soi tiéu ban mo
bénh hoc dé xac dinh viing mé ndo chra nhiéu
té bao khéi u va it hoai tl (thwc hién b&i bac
sT gidi phau bénh), duc |4y phan mé da duoc
khoanh viing cho vao éng eppendorf day nap
kin va bdo quan & nhiét dé phong.

Mét sé quy trinh thwe hién:

Téach chiét DNA tir mé dic paraffin: DNA
dwoc tach chiét tr mé duc paraffin s&¢ dung
QlAamp DNA FFPE Tissue Kit (Qiagen, Buc).
MAu dat tiéu chuan khi nébng d6 DNA > 50 ng/
uL va OD,, /OD,, = 18 - 2,0 (dwoc do
bang may Nanodrop 2000c - Thermo Fisher
Scientific, Waltham, MA, US). M4u DNA sau
tach dwoc bdo quan & nhiét dd -20°C cho dén
khi dwgc phan tich gen.

Xéc dinh dot bién gen IDH1 bang
ky thuat gidi trinh tw gen truc tiép
(Sanger Sequencing): s dung cdp moi
5-AATGTTGGCGTCAAATGTGC-3 va
5-TTCATACCTTGCTTAATGGGTGT-3’ dé
khuéch dai exon 4 ciia gen IDH1 béng ky thuat
PCR. San pham PCR tiép tuc dworc tinh sach va
gidi trinh tw theo phwong phap ctia Sanger trén
may ABI 3500. Két qua dwoc phan tich bang
phan mém CLC Main WorkBench va dwoc so
sanh v&i dir liéu gene bank (NG_023319).

Xéc dinh sw methyl héa gen MGMT bang ky
thuat MSP

- Ky thuat chuyén bisulfit: DNA mé sau khi
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dwoc tach chiét sé dwoc chuyén bifulfit bdi
EpiMark® Bisulfite Conversion Kit (NEB, MA,
USA).

- PCR dac hiéu methyl héa (MSP): s& dung
cap mdi dac hiéu dé khuéch dai gen MGMT."”
Thanh phan phan &ng MSP (thé tich 25uL) bao
gdm: 5X EpiMark® Hot Start Taq Reaction Buf-
fer (5uL); 0,2umol/L deoxyribonucleoside tri-
phosphate (ANTP) mix; 0,025 U/uL EpiMark®
Hot Start Tag DNA Polymerase (NEB, MA,
USA); 2uL DNA sau chuyén bisulfit (< 1000ng);
20pmol/L mdi c&p mdi. San phdm cla phan
ng MSP dwoc danh gia bang dién di trén gel
agarose 3%.

X ly sé liéu

D lieu dwoc phan tich bang phan mém
SPSS 20.0, st dung cac test théng ké véi
khoang tin cay 95%. Phan tich séng con don
bién béng kiém dinh log-rank va vé biéu db Ka-
plan-Meier. Phan tich séng con da bién bang
mé hinh hdi quy Cox.

3. Pbao dirc nghién ctru

Moi thdng tin nghién ctru dwoc thu thap
mot cach trung thwe va chi phuc vu cho muc
dich nghién clru. Nghién clru da dwoc thong
qua Hoi déng dao dwrc Nghién ctru Y sinh hoc
- Trwdng Dai hoc Y Ha Noi chap thuan theo sb
IRB-VNO1.001/IRB00003121/FWA 00004148
ngay 17 thang 03 nam 2020.

Ill. KET QUA

Bang 1. Méi lién quan giira th&i gian séng thém toan bd véi tubi, gi¢i, dot bién gen IDHT va
sw methyl héa gen MGMT

OS (thang) Phan tich don bién Phan tich da bién
. 4 n
Dac diem Median SE 95%Cl p HR 95%Cl p
Nhém = 65 tudi 23 54 1,1 32-76 2,0 1,3-3,3
- 0,001 0,003
tuoi <65tudi 106 105 1,7 7,2-138 1
Nam 79 9,6 14 69-124 0609 1,1 0,8-17
Gioi 0,531
N 50 89 35 21-156 1
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OS (thang) Phan tich don bién Phan tich da bién
i n
Dbac diem Median SE 95%Cl p HR 95%Cl p
IDH1-wt 114 8,5 1,1 6,3-10,6 20 1,0-40
IDH1 0,022 0,036
IDH1-m 15 205 2,6 154-257 1
UnMethyl 29 66 08 50-82 16 10-25
MGMT 0,043 0,043
Methyl 100 105 15 7,5-134

Median: Trung vi: SE: Standard Error (Sai sé chuén cta Median); HR: Hazard ratio (Ty suét nguy
co); 95%CI: Confidence interval of 95% (Khoang tin cay 95%)

Tudi trung binh cla déi twong nghién ctu
la 52,6 + 13,7 (ndm), trong d6 nhém tudi < 65
tudi chiém ti 1& cao nhat (82%). Ty 1& nam/n 1a
1,6/1. C6 15/129 (11,6%) bénh nhan cé dét bién
gen IDH1 ¢.G395A (R132H) va déu & dang di
hop tlr. Sy methyl héa gen MGMT gap & 100
bénh nhan (chiém 77,5%).

Phan tich sbng con don bién cho thay, thei
gian séng thém toan bo trung vi ctia bénh nhan
< 65 tudi (10,5 thang); IDH1-m (20,5 thang) va
Methyl-MGMT (10,5 thang) cao hon cé y nghia
thdng ké so véi bénh nhan = 65 tudi (5,4 thang,

p = 0,001); IDH1-wt (8,5 thang, p = 0,022) va
UnMethyl-MGMT (6,6 thang, p = 0,043).

Phan tich séng con da bién cho thay, bénh
nhan = 65 tudi hodc cé IDH1-wt cé nguy co' tr
vong cao hon khoang 2 14n so v&i bénh nhan <
65 tudi (p = 0,003) hodc c6 IDH1-m (p = 0,036).
Bénh nhan cé6 UnMethyl-MGMT cé nguy co tir
vong cao hon khoang 1,6 1an so véi bénh nhan
c6 Methyl-MGMT (p = 0,043).

Khéng c6 su khac biét co y nghia thdng ké
vé thoi gian sbng thém toan bo gitra 2 gioi.

Bang 2. Méi lién quan giira thoi gian séng thém toan bo véi sw két hop caa
dot bién gen IDH1 va sy methyl héa gen MGMT

Tinh trang gon 0S (thang) Median  SE 95%Cl p
UnMethyl-MGMT & IDH1-wt 25 5,8 16 27-89
Methyl-MGMT hosc IDH1-m 03 9,6 13 71-122 0,004
Methyl-MGMT & IDH1-m 11 20,5 23 161-250

Thoi gian sdng thém toan bo gitra cac nhém
khi két hop dot bién gen IDH1 va sw methyl hoa
gen MGMT cé su khac biét dang ké voi p =
0,004; cu thé: nhém bénh nhan Methyl-MGMT
& IDH1-m c6 thoi gian sbng thém toan bd dai
nhét, trung vi 1a 20,5 thang. Tiép theo 1a nhém
bénh nhan c6 Methyl-MGMT hoac IDH71-m
véi thoi gian sbng thém toan bd trung vi la 9,6
thang. Nhém bénh nhan c6 UnMethyl-MGMT &

IDH1-wt c6 thoi gian séng thém toan bd ngan
nhét, trung vi la 5,8 thang (Biéu dd 1).

Bang 3 cho két qua: Ty lé sdng sét sau 2
nam, 3 nam va 5 nam cda 129 bénh nhan trong
nghién ctru 1an lwot & 21,7%; 14,8% va 9,9%.
Bénh nhan = 65 tudi cé ty 1& sbng sét sau 2
nam chi dat 4,3% va sau 3 nam la 0%; trong
khi d6 c6 12% bénh nhan < 65 tudi sdng sét
sau 5 nam.
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-ﬁUnMethyI-MGMT & IDH1-wt
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Methyl-MGMT & IDH1-m
=+ UnMethyl-MGMT & IDH1-wt-censored
+MethyI-MGMT hoéac IDH1-m-censored

Methyl-MGMT & IDH1-m-censored

Biéu doé 1. Pwong cong song con Kaplan-Meier vé thei gian séng thém toan bo giira

cac nhém két hop dot bién gen IDH1 va sw methyl héa gen MGMT

Bang 3. Ty lé séng sét lau dai lién quan dén mét sé yéu té

Bénh nhan

Ty lé séng sét sau:

2 nam 3 nam 5 nam
T4t c& bénh nhan 129 21,7% 14,8% 9,9%
. > 65 tudi 23 4,3% 0% 0%
Nhém tudi -
< 65 tudi 106 25,5% 18,1% 12%
Nam 79 21,4% 13,9% 7%
Gi6i
N 50 20% 15,7% 13,1%
IDH1-wt 114 19,3% 12,9% 8,6%
IDH1
IDH1-m 15 40% 26,7% #
UnMethyl 29 13,8% 10,3% 0%
MGMT
Methyl 100 23% 16,3% 11,8%
Phéi hop UnMethyl-MGMT & IDH1-wt 25 8% 0% 0%
MGMT va Methyl-MGMT hoac IDH1-m 89 22,6% 16,9% 12,3%
IDH1 Methyl-MGMT & IDH1-m 11 36,4% 18,2% #

Déu “#”: khéng xac dinh duoc ty 16 séng sét (do khéng danh gié duoc tinh trang séng con cla cac
bénh nhan con séng sau thoi diém ngimng nghién ciru)

Ty 1& sbng s6t sau 2 nam, 3 nam & nhom
bénh nhan c6 dot bién gen IDHT lan lwot la

40%; 26,7%; cao hon & nhom khéng cé doét
bién gen IDH1 v&i ty 18 1an lwot 1a 19,3% va
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12,9%.

Ty lé séng s6t sau 2 nam, 3 ndm va 5 ndm
& nhém bénh nhan cé Methyl-MGMT lan lwot
la 23%; 16,3% va 11,8%; cao hon & nhém
UnMethyl-MGMT, Ian lwot & 13,8%; 10,3%
va 0%.

Khi phan tich phéi hop tinh sy methyl hoa
gen MGMT va dét bién gen IDH1, ty 1é sbng
s6t sau 2 ndm va 3 nam & nhom bénh nhan
c6 Methyl-MGMT & IDH1-m cao nhét, vai ty 1&
lan lwot 1a 36,4% va 18,2%; ty 1& nay & nhém
Methyl-MGMT ho&c IDH1-m lan lwot 1& 22,6%
va 16,9%; thap nhat & nhém UnMethyl-MGMT
& IDH1-wt l1a 8% va 0%.

IV. BAN LUAN

Thoi gian sbng thém toan bd la mét trong
nhi*ng tiéu chi quan trong nhat d& danh gia
hiéu qua diéu tri & bénh nhan ung thw, dac
biét dbi v&i nhitng ung thw tién trién nhanh,
thoi gian tai phat ngén nhw u nguyén bao than
kinh dém. Trong nghién ctvu clia ching t6i, tudi
chan doan, dot bién gen IDH1 va suw methyl
héa gen MGMT da cho thay day la nhirng yéu
td déng vai trd tién lwong voi thoi gian séng
thém & nhitng bénh nhan u nguyén bao than
kinh d&m. Nhém bénh nhan cé tudi < 65 co thoi
gian sbng thém dai hon dang ké so v&i nhém
bénh nhan Ién tudi hon (10,5 thang so véi 5,4
thang v&i p < 0,05 & ca phan tich don bién va
da bién). Ty Ié sdng sau 2 nd&m & nhém bénh
nhan 2 65 tudi chi 1a 4,3% va khéng c6 ai séng
sbt sau 3 nam, trong khi & nhém bénh nhan <
65 tudi ty 1& sdng sbng sét 1au dai cao hon dang
ké (2 n&m, 3 nam va 5 nam lan luot 1a 25,5%;
18,1%; va 12%). Nhitng bénh nhan I&n tudi co
sw suy gidm vé thé trang va chlrc nang cla cac
co quan, thém vao do thai do dé dat va sw tuan
tha ddi véi cac phwong phap diéu tri bd tro sau
phau thuat ciing han ché hon cé thé la nhirng
nguyén nhan dan dén két qua nhw trén.

Khi phan tich da bién, dot bién gen IDH1 va

sy methyl héa gen MGMT dé&u cho thdy day
l& nhitng yéu té tién lwong doc lap dén thoi
gian séng thém toan bd (Bang 1), két qua nay
cling twong ddng véi nhiéu nghién clru trén thé
gi6i.>"° Dwa vao két qua dd, chung t6i muébn
dwa ra mot mé hinh tién lwgng hiru ich hon
cho céac bac si l1am sang véi sy két hop cla
ca 2 gen. Do d6, chung t6i da phan loai bénh
nhan thanh 3 nhom: Methyl-MGMT & IDH1-m,
Methyl-MGMT hoac IDH1-m, UnMethyl-MGMT
& IDH1-wt. Nhém bénh nhan coé tinh trang
Methyl-MGMT & IDH1-m c6 théi gian séng thém
toan bod dai nhét, trung vi 1a 20,5 thang. Tiép
theo l1a nhém bénh nhan co tinh trang Methyl-
MGMT hodc IDH1-m vé&i thdi gian sbéng thém
toan bd trung vi la 9,6 thang. Nhém bénh nhan
c6 tinh trang UnMethyl-MGMT & IDH1-wt c6
thoi gian sdng thém toan bd ngén nhét, trung vi
la 5,8 thang. Khi két hop ca 2 gen dé wéc tinh ti
1é séng sot lau dai sau 2 nam, 3 nam va 5 nam,
nhém bénh nhan cé tinh trang Methyl-MGMT
& IDH1-m ciing c6 ti 1& sbng cao hon so véi
nhém Methyl-MGMT hoac IDH1-m va cao hon
dang k& so véi nhom UnMethyl-MGMT & IDH1-
wt. Nghién ctru ctia Molenaar va céng sw dwoc
coéng b ndm 2014 ciing c6 két qua twong déng
v&i nhédm bénh nhan Methyl-MGMT & IDH1-m
c6 thoi gian sbng lau nhét (trung binh 1311
ngay, 95%Cl: 196 - 2426), tiép theo 1a bénh
nhan c6 Methyl-MGMT hoac IDH1-m (trung
binh 331 ngay, 95%CI: 218 - 444) va bénh nhan
UnMethyl-MGMT & IDH1-wt ¢c6 théi gian sbng
s6t ngan nhéat (trung binh 199 ngay, 95%Cl:
163 - 235). Sw két hop cla ca hai gen nay tién
lwong tét hon dang ké so véi viéc danh gia dot
bién IDH1 hodc tang cuwéng methyl héa MGMT
don 1é (p < 0,0001 va p < 0,008)."° Trong mét
nghién ctru khac cta Millward va céng su, thoi
gian séng thém toan b ctia 3 nhém bénh nhan
Methyl-MGMT & IDH1-m, Methyl-MGMT hoac
IDH1-m, UnMethyl-MGMT & IDH1-wt cling c6
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sy khac biét dang ké, 1an lwot 13 16,9 thang,
11,1 thang, 5,5 thang v&i p < 0,05."® Trong
nhiéu bao cao tdng quan, dot bién gen IDH1 va
tinh trang methyl héa gen MGMT da dwoc md
ta co lién quan chat ché véi nhau. Dot bién gen
IDH1 lam thay dbi vi méi trwéng ctia khdi u dan
dén co thé truc tiép hodc gian tiép thuc day qua
trinh diéu hoa di truyén biéu sinh trong d6 c6 ca
sy methyl héa ctia gen MGMT.? Vai tro cla sy
methyl héa gen MGMT ciing phu thudc vao tinh
trang dot bién gen IDH1, cu thé tinh trang tang
cwong methyl héa gen MGMT cé thé du doan
kha nang dap (rng v&i hoa tri liéu Temozolomide
& nhitng bénh nhan dét bién gen IDH1 nhung
chi co6 vai tro tién lwvgng & nhirtng bénh nhan
khoéng co6 dot bién.®2 Han ché Ién nhét trong
nghién clru clia chung toi la cac bénh nhan sau
khi phau thuat déu dwoc chuyén di cac bénh
vién khac dé diéu tri b trg, dan dén kho khan
trong viéc theo déi va danh gia dap ng diéu
tri cia bénh nhan. Nghién cru dwoc thwe hién
trong thi gian dai dich COVID-19 dién ra cang
thdng nén ciing &nh hwdng it nhiéu dén sy tuan
thd diéu trj va gian doan qua trinh cham séc
y t&. Trong twong lai can tién hanh thém cac
nghién clru dé khang dinh vai trd ctia dot bién
gen IDH1 va sw methyl héa gen MGMT dbi voi
viéc tién lwong va dy doan dap (ng diéu tri,
tién t¢i ca nhan héa trong viéc diéu tri b tro &
nhi*ng bénh nhan u nguyén bao than kinh dém.

V. KET LUAN

Nghién ctru trén 129 bénh nhan méi dwoc
chan doan u nguyén bao than kinh dém cho
thay tudi < 65 (p = 0,003), IDH1-m (p = 0,036)
va Methyl-MGMT (p = 0,043) |a nhirng yéu td
tién lwong doc lap véi thdi gian séng thém toan
b6 (OS); OS & bénh nhan nhém Methyl-MGMT
& IDH1-m (trung vi 20,5 thang) cao hon c6 y
nghia thdng ké so v&i nhém Methyl-MGMT
hoac IDH1-m (trung vi 9,6 thang) va nhém
UnMethyl-MGMT & IDH1-wt (trung vi 5,8 thang)
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véi p = 0,007. Sw xuét hién dot bién gen IDH1
va tang cwong methyl héa gen dem lai lgi ich
sbng con cho bénh nhan, tuy nhién vai trd cu
thé cGa chung ddi véi chan doan, dap wng diéu
tri van can dwoc nghién clru thém va can thiét
phai ¢ sw phéi hop gitva cac chuyén nganh dé
c6 thé danh gia mot cach toan dién.
L&i cam on

Nghién ctru dwoc thwc hién dwédi sy hé tro
kinh phi ctia dé tai cAp Bo Y té theo quyét dinh phé
duyét s6 369/QD-BYT ngay 19 thang 01 ndm 2021.
Nhém nghién ctru xin tran trong cdm on Bénh vién
H@ru Nghi Viét Dlrc, Bénh vién Bai hoc Y Ha No6i va
Trwdng Pai hoc Y Ha No6i da ho tro dé chung téi thue
hién nghién ctru nay.
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Summary

EVALUATING THE IMPACT OF IDH1 GENE MUTATION AND MGMT
GENE METHYLATION ON OVERALL SURVIVAL TIME IN PATIENTS
WITH GLIOBLASTOMA

Mutation of the IDH1 gene (IDH1-m) and methylation of the MGMT gene (Methyl-MGMT) are
molecular genetic markers that play a crucial role in the prognosis of patients with glioblastoma. Across-
sectional, retrospective study was conducted on 129 patients with glioblastoma who underwent tumor
resection at Viet Duc University Hospital and Hanoi Medical University Hospital from 2017 to 2021.
The results of the study showed that age <65 (p = 0.003), IDH7-m (p = 0.036), and Methyl-MGMT (p =
0.043) are independent prognostic factors for overall survival (OS). OS in the Methyl-MGMT & IDH1-m
group (median 20.5 months) was significantly higher compared to the Methyl-MGMT or IDH1-m group
(median 9.6 months) and the UnMethyl-MGMT & IDH1-wt group (median 5.8 months) with p = 0.007.

Keywords: IDH1 gene mutation, MGMT gene methylation, Glioblastoma, overall survival.
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