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2 nhém, ngudi cao tubi (d6 tudi =65 tudi) va
khdng cao tudi (dd tudi <65 tudi), mac chling ran
nit mang ndo vang (aSAH) dugc diéu tra tu
thang 10 nam 2010 dén thang 3 nam 2013 tai
Nhéat Ban. Ca hai nhdm déu cho thdy rdng thang
diém WFNS s(ra d6i la mét du bdo nguy co quan
trong ddi vai két qua xdu va tu vong lién quan
dén bénh. & nhém ngerl cao tudi, cac yéu to
nguy cd cho két qua xau sau 3 thang ké tir khi
bung phat la tudi cao hon (OR=1,10; 95%CI:
1,06-1,14), gi6i tinh nam (OR=2,03;, 95%CI:
1,10-3,73), va phan loai co cliing mach nao
nghiém trong (OR=10,13; 95%CI: 4,30-23,87).
Céc yéu t6 nguy cd cho tir vong sau 3 thang ké tir
khi bung phét 13 tudi cao han (OR=1,06; 95%CI:
1,01-1,11) va phan loai co ciing mach ndo
nghiém trong (OR=2,17; 95%CI: 1,00-4,72).[5]

V. KET LUAN

Nghién clu trén 195 bénh nhan chay mau
dudi nhén do v8 phinh dong mach nao cho thay
Thang diém WFNS stra ddi cd kha néng tién
lugng tot chifc nang than kinh cla bénh nhan
chay mau dudi nhén do v3 phinh déng mach ndo.
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TINH TRANG POT BIEN BRAF V600E O' BENH NHAN
UNG THU PAI TRU'C TRANG DMMR TAI BENH VIEN BINH DAN
TU THANG 05/2021 PEN THANG 10/2022
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Gigi thiéu: Ung thu dai truc trang chiém hang
dau veé ty Ié mac va ti vong trén toan thé gidi véi Hoi
chu‘ng Lynch (LS) la dang co lién quan téi yéu to di
truyen thu‘dng gap nhat. Xét nghlem sang loc LS bao
goém xét nghiém su mét &n dinh vi vé tinh QMSI) hoac
sy biéu hién ctia b6n gen stra chita bat cdp sai
(mismatch repair, MMR) & MLH1, MSH2, MSH6 va
PMS2 nhdm dinh hudng viéc khao sat dét bién dong
mam. Hién tai, xét nghiém dot bién BRAF V600E da
tr@ thanh thu’dng quy trong quan ly bénh nhan ung
thu dai truc trang vi it phu’c tap vé mdt ky thuat va it
ton kém dé loai nhiing trudng hop MLH( ) do bién ddi
can gen (eplgenet|cs) Nghién clru nay budc dau khao
sat tan sudt cla dot bién BRAF V600E trong nhom
bénh nhan cé mét biéu hién ciia mdt hodc nhiéu gen
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MMR (dMMR) Két qua ggi y ty Ié nhimg trudng hgp
can khao sat di truyen dong mam dé chan doan LS,
tao cd s@ cho viéc chudn bi ngudn luc va tinh chinh
cach tlep can phi hdp nhat trong bSi canh Viét Nam
dé quan ly LS. Muc tiéu: Khao sat ty Ie cla dot bién
BRAF V600E trong nhdm bénh nhan c6 méat biéu hién
cla mot hodc nhiéu gen MMR (dMMR), dong thdi khao
sat moi tuong quan gitra tinh trang dot bién BRAF
V600E vGi mot s6 cac dic diém clia bénh nhan va clia
khoi budu. DO _tugng va phuong phap nghién
clru: 70 mau mo vli nén cla bénh nhan dugc chan
doan ung thu dai truc trang hién Iuu tai Khoa Giai
Phau Bénh, Bénh vién Binh Dan cé két qua nhudm
hda mo6 mién cac dau an MLH1, PMS2, MSH2, MSH6 la
dMMR  (deficient DNA mismatch repair protein) ttr
thang 05/2021 dén thang 10/2022 dugc nhan vao
nghién ctu. Xac dinh dot bi€n BRAF V600E tu cac
mau mo nay bang ky thudt PCR. DUt liéu vé& céc déc
diém 1&8m sang va can lam sang cua bénh nhan ung
thu dai truc trang c6 ddc diém dMMR dugc thu thap
tr hd 'so bénh an dé phan tich méi lién guan v@i tinh
trang dot bién BRAF V600E. K&t qua: Ty lé dot blen
BRAF V600E & bénh nhan ung thu dai truc trang cé
dic diém dMMR la 16%. Khong ghi nhéan m0| I|en
guan gitra BRAF V600E véi cac dac diém Iam sang va
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d&c diém cua khdi budu. Ty 18 ung thu dai truc trang
dMMR MLH1(-) la 47%, 97% trong s6 do di kém sur
mat bi€u hién PMS2 va 100% s6 ca mang dot bién
BRAF V600E la MLH1(-)/PMS2(-). O nhém dMMR
khéng mét bi€u hién MLH1, 80% s6 ca mang dot bién
BRAF V600E la PMSZ( ) va ty Ié mang dot bién BRAF
V600E khac nhau cé y nghia giifa cac phan nhom. Két
luan: Ty Ié BRAF V600E la 16% & quan thé dMMR. O
phan nhom MLH1(-), 100% s0 ca mang BRAF V600E
la PMS2(-). Viéc st dung BRAF V600E nhu mot cong
cu sang loc Hoi ching Lynch o] nerng tru’dng hgp
MLH1(-) la kha thi. T& khod: HOi ching Lynch,
mismatch repair, dMMR, BRAF V600E.

SUMMARY
BRAF V600E MUTATION STATUS IN dMMR
COLORECTAL CANCER PATIENTS AT BINH

DAN HOSPITAL FROM MAY 2021 TO

OCTOBER 2022

Background: Colorectal cancer is the leading
cause of morbidity and mortality worldwide while
Lynch Syndrome (LS) being the most common
inherited predisposition syndrome. Screening for LS
includes testing for microsatellite instability status
(MSI) or the expression of four mismatch repair
(MMR) genes: MLH1, MSH2, MSH6 and PMS2 that
guiding for analysing germline mutations. Recently,
BRAF V600E mutation testing has become routine in
the management of colorectal cancer patients because
it is more technical available and more cost benefit for
eliminating MLH(-) cases due to epigenetic changes.
This study initially investigated the frequency of the
BRAF V600E mutation in patients lossing expression of
one or more MMR genes, which causes a phenotype
called dMMR - deficient DNA mismatch repair. The
results suggest the proportion of cases requiring
germline genetic testing to diagnose LS, thence
preparing resources and refining the most appropriate
approach to manage LS for Vietnamese population.
Objective: To investigate the proportion of BRAF
V600E mutation in colorectal cancer patients with
dMMR, and to analyse the correlation between BRAF
V600E mutation status and a number of
clinicopathological characteristics. Methods: 70 FFPE
tissue samples of patients diagnosed colorectal cancer
stored at the Department of Pathology, Binh Dan
Hospital with immunohistochemical staining results of
MLH1, PMS2, MSH2, MSH6 are dMMR from May 2021
to October 2022 were accepted into the study. The
BRAF V600E mutation was detected using PCR
techniques. Clinical and laboratory characteristics data
were collected from medical records. Results: The
prevalence of BRAF V600E mutation in colorectal
cancer patients with dMMR features was 16%. No
association was noted between BRAF V600E and both
clinical features and tumor characteristics. The rate of
dMMR MLH1(-) colorectal cancer is 47%, 97% of
which are accompanied by loss of PMS2 expression
and 100% of cases carrying the BRAF V600E mutation
are MLH1(-)/PMS2(-). In the dMMR group without loss
of MLH1 expression, 80% of cases carrying the BRAF
V600E mutation were PMS2(-) and the proportion
carrying the BRAF V600E mutation was significantly
different between subgroups. Conclusion: The

prevalence of BRAF V600E was 16% in the dMMR
population. In the MLH1(-) subgroup, 100% of BRAF
V600E carriers were PMS2(-). The use of BRAF V600E
as a Lynch Syndrome screening tool in MLH1(-) cases
is feasible. Keywords: Lynch syndrome, mismatch
repair, dMMR, BRAF V600E.

I. DAT VAN DE

Ung thu dai truc trang la loai ung thu
thuGng gdp va gay tr vong hang dau & ca hai
gidi trén thé gidi cling nhu tai Viét Nam. Hau hét
cac trudng hgp ung thu dai tryc trang dugc xem
la ngau phat. Bénh sinh ung thu truc trang co
lién quan tGi cac yéu tb di truyén chiém khoang
5% va Hoi chiing Lynch la thudng gap nhat. Hoi
ching Lynch (LS) ¢ nguy cd cao chuyén thanh
ung thu di truyén do dét bién dong mam & mot
trong cac gen MMR: MLH1, MSH2 (70%), MSH6
va PMS2 (khoang 30%) [1]. Cach ti€p can trong
sang loc LS bao gdm xét nghiém su bi€u hién
cia bdn gen stra chita bat cdp sai (mismatch
repalr MMR) bdng phucng phap nhuém hoa mo
mién dich (IHC) hodc xét nghiém su mat 6n dinh
vi vé tinh (MSI) cta khGi budu [2]. Xét nghiém
IHC binh thutng co y nghia rdng tit ca bon
protein MMR déu biéu hién binh thudng va ky
hiéu (+). Mat bi€u hién cua mot hodc nhiéu
trong s6 bon protein MMR DNA thudng dugc
xem la IHC bat thudng hay dMMR (deficient
MMR) va dugc ky hiéu (-). Su’ mét biéu hién cua
gen MMR sé dinh hudng viéc khao sat dot bién
dong mam.

Su mat biéu hién protein khi khao sat IHC &
gen MMR bat ky déu can dugc thuc hién xét
nghiém di truyén sau hon nhdam tim cac dot bién
trén cac gen khdng thé quan sét thdy biéu hién
protein. Hién nay, hai xét nghiém dugc dung dé
sang loc nhom bénh nhan can xét nghiém di
truyén khang dinh LS khi MLH1(-) (MLH1 mé&t
biéu hién) bao gém: (i) xét nghiém truc tiép su
methyl héa vung khai dong cla gen MLH1; (ii)
xét nghiém dot bién BRAF V600E dua trén DNA
ly trich t&r khoi budu [2]. Xét nghiém dot bién
BRAF V600E la mét xét nghiém sinh hoc phan tur
dugc dung dé phan biét ung thu dai truc trang
lién quan dén LS. Cach ti€p can bang xét nghiém
BRAF V600E da tr@ thanh thudng quy trong
quan ly bénh nhan ung thu dai truc trang vi xét
nghiém nay it phtrc tap vé mat ky thuat hon va it
ton kém hon so vGi xét nghiém su methyl hda
vung khdi dong clia gen MLH1.

Nghién clu nay budc dau khao sat tan suat
ctia dot bi€én BRAF V600E trong nhém bénh nhan
cd mat biéu hién cla mdt hodc nhiéu gen MMR
(dMMR), dong thGi mo ta mai lién quan gilra dot
bién BRAF V600E va cac dic diém ladm sang va
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can lam sang bénh nhan ung thu dai truc trang.
Két qua ggi y ty I1é nhitng trudng hdp can khao
sat di truyén dong mam dé chan doan LS, tao co
s3 cho viéc chudn bi ngudn luc va tinh chinh
cach ti€p can phu hgp nhat trong boi canh Viét
Nam dé€ quan ly LS.

II. DOl TUONG VA PHU'ONG PHAP NGHIEN CU'U

Nghién cfu mo ta loat ca trén cac bénh nhan
dugc chan doan va diéu tri ung thu dai truc
trang tai Bénh vién Binh Dan tir 05/2021 dén
10/2022, thda cac tiéu chudn sau: (1) két qua
khao sat cac ddu an MLH1, PMS2, MSH2 va
MSH6 bang k¥ thuét héa mé mien dich la dMMR;
(2) mau mé vui nén (FFPE) con du md dé ly trich
DNA. Cac trudng hgp két qua DNA sau khi ly
trich 1a khdng dl tinh sach dé& khao sat dét bién
bang PCR s& dudc loai ra khoi nghién clu.

Céc thdng tin clia ngudi bénh, bao gdm tudi,
gidi, vi tri u nguyén phat, mic dé xam lam cda
khoi u (danh gia tiéu chi T theo phan do TMN
trong ung thu dai truc trang), hinh thai mé hoc,
mdc do biét hda va ki€u hinh dMMR dugc thu
thap qua hoi citu ho sc bénh an.

Tinh trang dot bién BRAF V600E dudc xac
dinh bang phuong phap ASO PCR tai Dan vi Phan
t&r, Trung tdm Nghién c(u Y sinh, Trudng Dai hoc
Y khoa Pham Ngoc Thach, theo cac budc sau:

+ 2-3 Iat cat d6 day 8 um cla mau sinh thiét
da vui nén dugc ly trich DNA bang sinh phadm
Cobas® DNA Sample Preparation Kit 24 test
(Ref: 05985536190, Roche) theo quy trinh cua
nha san xuét. Kiém tra ndng dd va do tinh khiét
DNA ly trich dugc bang thiét bi SpectraMax
Quickdrop (MolecuLar Devices). Mau DNA ly trich
dudc xem la dat chat lugng khi ndng doé tur 2,0
ng/uL va ti Ié OD 260/280 tir 1,7 dén 2,2.

+ Thuc hién phan ang ASO PCR 2 lan nGi
ti€p nhau dé xac dinh dot bién BRAF V600E bang
thiét bi Mastercycler 50X (Eppendorf), st dung
02 cap doan moi dac hiéu alen da dugc cong bo
bai L.Arcani va cong su’ (Bang 1) [3]. Phan (ng
PCR 1 dugc thuc hién & thé tich 20 pL, sir dung
sinh phdm MyTag™ Red Mix (Ref: BIO-25043,
Bioline), 5 ng DNA khudn mau va nong do cac
doan moi la 200 nM. Chu trinh nhiét bao gém
94°C trong 2 phat (1 chu ky); 94°C trong 15
giay, 58°C trong 15 gidy, 72°C trong 15 giay (35
chu ky). Phan tng PCR 2 gi6ng nhu phan (ng
PCR 1 nhung DNA lam khudén mau la 5 pl san
phdm clia PCR 1. K&t qua PCR 2 dudc kiém tra
bang ky thudt dién di trén gel agarose nong do
2,0%, hiéu dién thé€ 120V, thgi gian dién di 40
phat, dung dich dém TBE, nhudm bang ethidium
bromide. Két qua PCR dugc xem la dudng tinh
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néu xudt hién vach san phdm PCR & khoang d6
dai mong dgi la 148 bp.

+ Mau chua xac dinh kiéu gen bang ASO
PCR dudc khao sat dét bién BRAF V600E bang
ky thudt real-time PCR vdi cung 02 cap doan moi
da dung cho phan (tng ASO PCR trén thiét bi
QuanStudio 5 (Applied Biosystems). Phan (ng
real-time PCR dugc thuc hién & thé tich 20 pL,
s dung sinh phdm SensiFAST™ SYBR® No-ROX
Kit (Ref: BIO-98005, Bioline), 5 ng DNA va nong
dd cac doan moi la 200 nM. Chu trinh nhiét theo
hudng dan cia nha san xudt bd sinh pham
SensiFAST™ SYBR® No-ROX Kit, bao gobm 95 °C
trong 2 phat, ndi ti€ép la 35 chu ky véi cac mic
nhiét do la 95 °C trong 5 giay ro6i 58 °C trong 10
gidy. Mau DNA dugang tinh khi cé Ct < 30.

Bang 1. Trinh tu’ cac doan méi su’ dung

trong phan ung PCR
Poan m‘ﬁi Trinh tu (5’-3")
BRQ;;V_VF"d' TAGGTGATTTTGGTCTAGCTACCGT*
BRAF-
Moer  TAGGTGATTTTGGTCTAGCTACCGA*
BRAF-R | GTAACTCAGCAGCATCTCAGGG

*Nucleotit thi€t ké dac hiéu alen T va alen A
cla dot bién BRAF V600E

D{t liéu dugc quan ly va x(r ly bang Microsoft
Excel 2013. Phuong phap thong ké mo ta dudc
s dung dé tinh s& lugng va ty 1é phan trdm cho
ting bién s6. MGi lién quan gilta dot bién BRAF
V600E v3i cac bién sd khac dugc kiém chirng
bang phép kiém Chi binh phuang. Gid tri p<0,05
dugc xem la cd y nghia théng ké.

Nghién cttu dugc HGi dong DPao dic cua
Trudng Pai hoc Y khoa Pham Ngoc Thach phé
duyét theo quyét dinh 692/TDHYKPNT-HDDD
ngay 01 thang 7 ndm 2022.

Il. KET QUA NGHIEN CU'U
Pac diém bénh nhan tham gia nghién
clru. Trong khodng thdi gian thu nhan mau,
tdng s6 hd so bénh nhan thdéa cac tiéu chi cla
nghién clu va dugc phan tich Ia 70 h6 so. S6
bénh nhan nam la 38 bénh nhan (54%), nit la 32
bénh nhan (46%). 49 bénh nhan cé do tudi trén
50 (70%). Vé d3c diém cla khdi u, chdng téi ghi
nhan 59 ca (84%) xudt phat tir dai trang va 63
ca (90%) da & giai doan T3 hodc T4 khi dugc
chan doan, 19 trudng hdp (27%) cac khdi budu
la carcinoma ti€t nhay, 61 (87%) c6 mic do biét
hoa t€ bao tlr vira tGi kém va 13% biét hda t6t
(Bang 2).
Ty lé dot bién BRAF V600E. Tt ca 70
mau dugc khao sat dot bién BRAF V600E bdng
phugng phap ASO PCR (Hinh 1a), két qua la 3
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mau dugc xac nhan cd mang ddt bién BRAF
V600E, 54 mau khéng mang dot bién va 13 mau
khdng thé ké&t ludn. Phan (ng real-time PCR
dugc sir dung dé khao sat tiép, két qua thu dugc
la 8 mau mang dot bién BRAF V600E va 5 mau
khéng mang dét bién. Cadc mau duadng tinh phan
ng real-time PCR déu co gia tri Ct trong khoang
tlr 27 dén 30 (Hinh 1b). Téng hgp lai, s6 bénh
nhan cé dot bién BRAF V600E la 11 ngudi, chiém
ty Ié{l6}% (Hinh 1c).
-

Dot biénldi hop tor

r n
8RAF 8/RAF

Chung
Thang WEOOE

nuwronc

200 bp

100 bp
B) ..

(<)
BRAF V600E

16%6

BRAF Wildtype
84%

Hinh 1. Két qua xdc dinh dot bién BRAF
V600OE

(A) Hinh minh hoa két quéd ASO PCR chan
doan BRAF V600E. (B) Hinh minh hoa két qua
real-time PCR chan doan BRAF V600E. (C) Ty I&
dot bién BRAF V600E.

Madi lién hé giitra mot s6 dic diém 1am
sang cua bénh nhan va dic diém caa khéi u
nguyén phat véi tinh trang dot bién BRAF
VG600E. Khi khao sat tan suat dot bién BRAF
V600E & cac phan nhdm cua tudi, gidi, vi tri khi
u, mdc dd xadm 1an, ddc diém md bénh hoc va
muc d6 biét héa cua té€ bao budu, ching toi
khong ghi nhan su’ khac biét cd y nghia thong ké
nao (Bang 2).

Bang 2. M6i lién hé giita cdc dic diém I5m

sang va can lIam sang vdi tinh trang dot

bién BRAF V600E
Dic diém SO luvgng |BRAF V600E| BRAF wildtype |Chi-square
: (n=70) (n=11) (n=59) p-value
<50 21 (30%) 3 18
Tuoi >50 49 (70%) 8 41 0,83
Nam 38 (54%) 7 31
Gioi N 32 (46%) 4 28 0,5
o Dai trang 59 (84%) 8 51
Vitiu Ngoai dai trang 11 (16%) 3 8 0,25
MUrc d6 xam T3-T4 63 (90%) 10 53 091
Ian Tx-T2 7 (10%) 1 6 !
Hinh thai | Carcinoma tuyén tiét nhay | 19 (27%) 4 15 0.45
mo hoc Khac 54 (73%) 7 44 !
MUGc d6 biét Cao- Vira 63 (90%) 10 53 091
héa Kém 7 (10%) 1 6 d

M&i lién hé giira dac diém biéu hién cua cac protein MMR véi tinh trang dot bién BRAF
V600E. Trong s6 70 ca dugc khao sat, MLH1(-) la 33 ca, chiém 47%. Ty |é dot bién BRAF V600E
gilta cac phan nhém MLH1(-) va MLH1(+) la khdng khac biét cé y nghia théng ké (p=0,59) (Bang 3).

Bang 3: Méi lién hé giira s mat biéu hién MLH1 vdi dot bién BRAF V600E

BRAF V600E (n=11)

BRAF Wild-type (n=59)

Tong cong

Chi-square p-value

MLH1(-)

6

27

33

MLH1(+)

5

32

37

0,59

Ty Ié mang dot bién BRAF V600E trong cac
phan nhém MLH1(-) va MLH1(+) dugc phan tich
sau han (Bang 4). Ching t6i ghi nhan toan bo 6
ca cta phan nhém MLH1(-) mang BRAF V600E
cd ki€u hinh MLH1(-)/PMS2(-), chiém ty &
18,75% (6/32). Bén canh do, trong phan nhém

MLH1(+), ty Ié mang BRAF V600E & cac phan
nhém  MLH1(+)/MSH2(-)/MSH6(-), MLH1(+)/
PMS2(-) va MLH1(+)/MSH6(-) [an Iuct 1a 0/17
(0%), 4/19 (21%) va 1/1 (100%). Su khac biét
vé ty Ié mang BRAF V600E trong cac phan nhém
MLH1(+) c6 y nghia thGng ké (p=0,01).
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Bang 4: M6i lién hé giiia cdc kiéu hinh dMMR vdi dét bién BRAF V600E

BRAF V600E | BRAF Wild-type ~ A~ Chi-square
(n=11) (n=59) Tong cong p-value
MLH1(-) MSH6(-) 0 1 1 (3%) 06
(n=33) PMS2(-) 6 26 32 (97%) !
MSH2(-), MSH6(- 0 17 17 (46%
'Véh":'g%) P(M)SZ(-) ©) 4 15 19 2510/3 0,01
MSH6(-) 1 0 1 (3%)
IV. BAN LUAN (18,2%), trong khi cac ty 1é PMS2(-) don doc va

HOi chimng Lynch (LS) 1a mét hoi ching dé
mac ung thu cd tinh di truyén. LS c6 lién quan
dén nguy cd cao mac ung thu dai truc trang va
ung thu noi mac o cung trong bGi canh cd cac
bién th€ dong mam gdy bénh & mét trong nhiing
gen stfa chifa bat cép sai (dMMR) von can thiét
dé duy tri su dn dinh cia bd gen. LS van chua
dugc chan doén trong cdng dong méc du da co
khuyén nghi qudéc gia vé th&r nghiém thuc
nghiém & tat cd cac trudng hgp ung thu dai truc
trang va nbi mac tir cung mdi.

Tan sudt bénh nhan ung thu dai truc trang
dMMR ngau phat, thuéng mang dot bién BRAF
V600E, & cong dong dan cu Béc va Trung My la
60% [4], con & khu vuc chau A la 29,3%-34,5%
[5, 6]. Ching t6i ghi nhan ty 1€ dot bién BRAF
V600E 16%, thap hon rat nhiéu so vGi cac s6
liéu da dugc cong bd. Su chénh Iéch I6n néy co
th€ do d6 chénh trong chat lugng cla xét
nghlem khao sat MMR bdng phucng phap hda
moO mién dich va viéc lua chon ky thudt chan
doan BRAF V600E véi d6 nhay va dé dac hiéu
khac nhau. Nguyén nhan dén tur su khac nhau
trong d&c diém sinh hoc & ngudi Viét Nam la it
dugc nghi dén.

Phan nhdm dMMR MLH1(-) chiém 47% t6ng
s0 dMMR. Trong d6, 18% (6/33 ca) mang dot
bién BRAF V600E. Ca 2 s0 liéu nay déu thdp han
so vGi quan sat cla Lee va cdng su, lan lugt la
62% va 44,4% [5]. Didu nay ggi y can uu tién
trong viéc dam bao chat lugng xét nghiém khao
sat su bi€u hién ctia MLH1. Tuy nhién, ching toi
cling quan sat thdy rdng tuyét dai da s6 cac
trudng hgp MLH1(-) thi PMS2(-) va 100% cac
trudng hgp cd BRAF V600E cua phan nhém
MLH1(-) la ddng mét bi€u hién MLH1(-)/PMS2(-)
[5] Hai proteln MLH1 va PMS2 hoat dong theo
c8p. Su mat 6n dinh hodc thi€u hut MLH1 s& dan
dén su mat biu hién PMS2. Nhu vdy, su mat
bi€u hién MLH1 c6 thé dugc tan dung dé kiém
soat tinh hgp ly cua viéc méat biéu hién PMS2
trong thuc hanh.

Phan nhém dMMR MLH1(+) chiém 53% t6ng
s0 dMMR. Ty |é BRAF V600E la 13,5%, hai thap
hon so vdi trong nghién clfu cla Lee va cong sy
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MSH6(-) don doc ciling cé su khac biét I6n,
51,3% va 1,4% so V@i 41% va 25% [5]. Pai da
s6 cac tinh huéng BRAF V600E thudc nhom
PSM2(-) nhung ty Ié quan sat thay trong nghién
clru clia ching t6i (21%) chi bdng khoang mét
ntra so vdi két qua trong nghién ctu cla Lee va
cong su (38,9%) [5]. Su khac biét vé ty |é BRAF
V600E gilra cac phan nhdm dMMR MLH1(+) la ¢
y nghia thong ké. Quan sat nay ggi y chat lugng
xét nghiém khao sat su’ bi€u hién clia PMS2 can
ra soat va ddm bao. Bong thdi, y nghia sinh hoc
cla su song hanh giita PMS2(-) va BRAF V600E
can dugc nghién cru sau thém.

Nghlen clru cda ching t6i c6 nhiéu han ché,
chd yéu do ¢@ mau nhdé va viéc Idy mau thuan
tién tai mot dan vi diéu tri. VGi muc dich toi hau
la ding BRAF V600E nhu mot xét nghiém sang
loc LS trudc khi khao sat di truyén cac gen MMR
& quan thé bénh nhan ngudi Viét Nam, nghién
clru nay da gdp phan khdng dinh ddc diém phan
b6 BRAF V600E trong cac phan nhém dMMR
trong quan thé cla nghién clu cé dd tucng
dong cao vdi cac nghién ctu trude day, nghia la
dam bao g|a tri Ung dung xét nghlem BRAF
V600E nhu cac hu‘dng dan d3 ggi y. Hon nita két
qua cta nghién clu nay con ggi y Vviéc dung
BRAF V600E nhu mét cong cu ho trg viéc kiém
tra chat lugng xét nghiém noi bo.

V. KET LUAN

Két qua khao sat BRAF V600E trén 70 ca ung
thu dai truc trang dMMR ghi nhan ty |1€ BRAF
V600E 13 16%. O phan nhém MLH1(-), 100% s&
ca mang BRAF V600E la PMS2(-). O phan nhém
MLH1(+), ty 1€ BRAF V600E cao nhat quan sat
thdy & phan nhém PMS2(-) (21%) va ty Ié nay
khac nhau cé y nghia thGng ké gilra cac phan
nhém. Viéc st dung BRAF V600E nhu mot cong
cu sang loc HGi chirng Lynch & nhitng truGng
hgp MLH1(-) la kha thi. Chat lugng xét nghiém
MMR can dudc theo doi va dam bao.
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MOT SO YEU TO ANH HUONG PEN THANG PIEM RASS
TRONG THEO DOI VA CHAM SOC NGU'O'1 BENH
THO MAY XAM NHAP CO SU’ DUNG THUOC AN THAN

Nguyén Dinh Khanh'2, D6 Ngoc Son?3, Bui Thi Hwong Giang'?

TOM TAT

Muc tiéu: Phan tich mét s6 yéu t6 anh huéng
dén thang dlem RASS trong theo doi ngudi bénh(NB)
thd may xam nhdp cd sir dung thudc an than tai
Trung tam HGi suc tich cyc- Bénh vién Bach Mai.
Thiét ké nghlen clfu: mo ta tién CLru trén 60 NB
dugc tién hanh thong khi nhan tao xam nhap cé st
dung thudc an than véi 1281 [an cham diém RASS tai
trung tam HOi suic tich cuc- Bénh vién Bach Mai tu’
thang 8 ndm 2023 dén thang 4 ndm 2024. Két qua
ty 1& nam/nu‘ 2/1, tudi trung b|nh 59,87+19,40 Véi
55% NB c6 tudi tir 60 dén 80 tudi. Nguyen nhan str
dung an than gap nhiéu nhat la tinh trang kich thich
lién quan dén cac bénh ly hd hap véi 66,7%. Dlem
RASS trung binh khi khdl dau Ia -2,58 + 2, 39 va glam
dan tai ngay th& 3 va th(r 4 cla ngh|en ctru véi didm
trung binh lan lugt la -1,29 + 2,71 va -1,5 £ 2,2 v6i
p<0,05. Piém RASS khong khac biét glLra cdc nhém
g|d| tinh, nhdm tudi, nhém thé trang va loai an than
sur dung véi p>0,05. Trén NB thd may kéo dai trén 72
gi& b diém RASS trung binh thap han véi p<0,05. Co
su’ tuong dong glu’a dlem RASS cham tai thdl diém bt
dau glLra nghién ctfu vién va diéu derng vién (kappa:
0,763 vdi p=0,066), giifa nghlen ctu vién vdi bac si
(kappa 0,554, p=0,074). Két luan: Thang diém
RASS c6 the ap dung cho nhiéu doi tUGng bénh nhan
khac nhau, khong phu thudc gldl tinh, nhdm tudi, thé
trang hoac cac phac do an than khac nhau. C6 SLr phu
hgp cao khi thuc hlen chadm diém RASS giita ddi tugng
trinh d6 bac si va didu dudng. Tu khoa: thang diém
RASS, thang diém Richmond, mfc d6 an than.
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MECHANICALLY VENTILATED PATIENTS

USING SEDATION IN INTENSIVE CARE UNITS

Objective: To evaluate factors effect the RASS
scoring in mechanically ventilated patients using
sedatives in the Center for Critical Care Medicine at
Bach Mai Hospital. Method: a prospective
interventional study was carried out on 60
mechanically ventilated patients using sedation with
1281 scoring of RASS at the Center for Critical Care
Medicine of Bach Mai Hospital from August 2023 to
April 2024. Results: Male/female ratio was 2:1, the
mean age was 59.87+ 19.40, the common age group
was 60 - 80 years old. The most common indication
for sedation is excitement related to respiratory
diseases with 66.7%. The mean RASS at the
beginning was -2.58 = 2.39 and in third and fourth
day was -1.29 £ 2.71 and -1.5 £ 2.2, respectively (p
< 0.05). RASS scores were not different between
gender groups, age groups, BMI groups and type of
sedation used (p>0.05). In patients on mechanical
ventilation for more than 72 hours, the mean RASS
was lower with p < 0.05. There was a similarity in the
RASS scores at TO scored by the researchers and
nurses (kappa: 0.763 with p=0.066), and by the
researchers and doctors (kappa: 0.554, p=0.074).
Conclusions: The RASS score can be applied to
various different patient groups regardless of gender,
age, physical condition, or different sedation protocols.
There is a high degree of appropriateness when
implementing RASS score between doctor and nurses.

Keywords: RASS score, Richmond scale,
sedation level.

I. DAT VAN DE

Thong khi nhan tao xam nhap trong cac dan
vi hoi strc tich cuc la mét trong nhitng bién phap
diéu tri dugc ap dung réng rai, déng vai tro quan
trong trong c6ng tac diéu tri NB!. Thong khi
nhan tao xam nhap mang lai nhiéu Igi ich, tuy
nhién bén canh d6 néu nhu thdi gian thd may
kéo dai c6 thé gdy nén cac bt Igi nhu cac bién
chirng vé nhiém trung, bién chiing vé ho hap,
NB ludn trong tinh trang dau ddn va kho chiu tir
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