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bénh nhan ton terdng ndi so cd bién chimng.
Nguyén tdc cd ban cla phau thuat la lay dugc
toan bd nang va dudng rd. V4&i nhitng tén
thuong nén so hoac ndi so can dugc slra chifa
nén so sau khi ldy dudng ro dé tranh bién ching
ro dich ndo tay cung nhu’ nhiém tring ndi so hau
phau Véi nhu’ng ton thuong khuyet thi€u vung
song mii can dugc chinh hinh giip dam bao tinh
thdm my sau phau thuat. Trong nghién ctu cla
ching toi ty Ié tai phat la 7.6%. Cac bién chiing
thudng gdp 1a nhiém tring vét mé, seo xau, mat
ngtri, ngat mdi, bi€n dang miii gay mat tham my.

V. KET LUAN

Vi tri cia nang va ro s6ng miii chu yéu o}
song muii, chép mii va goc mii,.. Khong co su
tucng quan nao glu’a vi tri nang va 16 rd Véi ton
thuong xam lan noi so. Phim MRI la cg sG viing
chdc dé€ chan doan va phan dé ton thudng
NDSCs. Can phau thuat cang s6m cang t6t tranh
nhirng bién chirng sau nay. Cac bién chirng sau
md ¢b thé gdp nhu bién dang mili, seo x4u, ngat
mi, mat ngui, ro dich ndo tly. Trong qua trinh
theo ddi sau md, khdéng chi dinh chup MRI
thudng quy néu khong nghi ngd tai phat.
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KHAO SAT TiINH TOAN VEN PHAN TU’ DNA TU’ DO (CCFDNA)
TRONG MAU O’ BENH NHAN UNG THU PHOI KHONG TE BAO NHO
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TOM TAT

Muc tiéu: Khao sat néng do va tinh toan ven cua
ccfDNA trong huyet tudng, tu dé danh giad mai lién
quan v6i mot s6 dac diém cla bénh nhan ung thu
phéi khéng t&€ bao nhé (UTPKTBN) Poi tugng va
phuadng phap nghién cilru:Nghién clru bénh- cerng
vGi 50 bénh nhan dugc chan doan UTPKTBN va 50
ngerl nhom cerng khong mac cac bénh ly ung thu va
bénh ly tu mién hé thong kém theo dudgc tuyén chon
vao nghién cdu tai khoa kham bénh va khoa ung budu
bénh vién da khoa tinh B&c Ninh trong thdi gian tir
thang 8/2022 dén thang 10/2023. K&t qua: Nong do
trung binh cla ALU-115 trong mau bénh nhan
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(81,25+48,36 ng/mL) cao hon so v8i nhom ching
(8,63+17,89 ng/mL), ndng d6 ALU-247 & bénh nhan
(51,75+£40,25 ng/mL) cao han so véi nhom ching
(2,67£3,39 ng/mL), ty 1&é ALU- -247/ALU-115 G nhdém
bénh nhan (0,65+0,25) cao han so vGi nhdm cerng
(0,52+0,27). Khi phan tich gid tri chan doan b&ng
duding cong ROC cho thdy ALU-247(AUC=96,692%,
p<0,001, Se: 94%, Sp: 96%), ALU-115 (96,8%,
p<0,001, Se: 100%, Sp: 86%), ti Ié ALU-247/ALU-115
(64, 12%, p=0,015, Se: 86%, Sp: 46%) déu c6 gia tri
cao cho chan doan UTPKTBN Két luan: Nong dob cua
cac dau &n sinh hoc ALU-115, ALU-247 va ti lé ALU-
247/ALU-115 t&ng & bénh nhan UTPKTBN cling nhu cé
xu hudng tang theo giai doan cua bénh. Cac dau an
sinh hoc nay c6 tiém nang trd thanh xét nghiém trong
chan doan sém va theo doi diéu tri bénh UTPKTBN

Td khod: Ung thu phdi khong t& bao nho, ALU-
115, ALU-247, screening, NSCLC guidelines

SUMMARY
STUDY OF THE CELL-FREE CIRCULATING
DNA (ccfDNA) INTEGRITY IN PATIENTS

WITH NON-SMALL CELL LUNG CANCER
Objective: Study the concentration and the
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integrity of ccfDNA in plasmaand then assess the
relation to some characteristics of non-small cell lung
cancer (NSCLC) patients. Subjects andmethods: A
case-control study with 50 NSCLC patients and 50
healthy controls without cancers, accompanying
systemic autoimmune diseases recruited for the study
at the Outpatient Department and Oncology
Department of Bac Ninh General Hospital during the
period from August 2022 to October 2023. Results:
The average concentration of ALU-115 in the blood of
cases (81.25+48.36 ng/mL) was significantly higher
than that in the control group (8.63+17.89 ng/mL),
ALU-247 concentration in cases group (51.75+40.25
ng/mL) was significantly increased in than the control
group (2.67+3.39 ng/mL), the ratio of ALU-247/ALU-
115 in the cases group (0.65%+ 0.25) significantly
higher than the control group (0.52+0.27). When
analyzing the power of diagnostic test using the ROC
curve for ALU-247 (AUC=96.692%, p<0.001, Se:
94%, Sp: 96%), ALU-115 (96.8%, p<0.001, Se:
100%, Sp: 86%), ALU-247/ALU-115 ratio (64.12%,
p=0.015, Se: 86%, Sp: 46%) all have high power for
the detectionof NSCLC disease. Conclusion:
Concentrations of ALU-115, ALU-247 biomarkers, and
ALU-247/ALU-115 ratio increased in NSCLC patients
and tended to increase with the stage of the disease.
These biomarkershad the potential in early
diagnosisand treatment of NSCLC

Keywords: Non-small cell lung cancer, ALU-115,
ALU-247, NSCLC guidelines

I. DAT VAN PE

Ung thu phdi 1d mét trong nhitng bénh ung
thu phé bién nhat trén thé gidi; véi ti 1& tir vong
hang ndm udc tinh khoang 2,1 triéu ngudi.! Vé
phan th€ bénh & bénh nhan ung thu phdi; thé
ung thu phdi khdng t&€ bao nhd (UTPKTBN)
chiém 80-85% vGi 2 loai tip mo bénh hoc chinh
la ung thu biéu md tuyén(Adenocarcinoma) va
ung thu bi€u md té bao vay (SCC).2 Cho dén nay
da b rat nhiéu cac phudng phap diéu tri ung thu
phdi méi dugc phat tri€n, tuy nhién ti 1& bénh
nhan s6ng trén 5 nam van con rat thap vdi ti Ié
<15%.3 Nguyén nhan chd yéu cua thuc trang
nay la do bénh nhan ung thu phdi thudng dugc
chan doan bénh & giai doan mudn dan tdi giam ti
Ié dap U'ng clia bénh nhan vdi cac liéu phap diéu
tri hién co. Bén canh dé bénh nhan UTPKTBN co
ti 1€ tai phat cao sau diéu tri vai ti 1€ 30-50%.3
P& sang loc chan doan cac bénh nhan UTPKTBN,
cac phuang phap nhu chup X-quang, chup cat
I6p vi tinh 13 cac ki thudt quy chudn dugc ap
dung. Ngoai ra xét nghiém khang nguyén CEA
(Carcinoembryonic antigen) trong mau dugc biét
dén nhu la dau an ung thu cho nhiéu loai ung
thu bao gom ca UTPKTBN, tuy nhién CEA bi han
ché& vé dd nhay va dd dic hiéu cho chan doan
UTPKTBN. Viéc nghién ctu va phat hién phuong
phap xét nghiém cé dd nhay cao trong viéc chan

doan ung thu phdi dugc sém va it xam 1&n hon
s€ gilp cai thién dugc thdi gian sdng cla bénh
nhan, tang ti Ié dap (ng diéu tri va theo doi phat
hién s6m cac trudng hgp bénh tai phat.*

Gan day su ra ddi cla phudgng phap “sinh
thiét 16ng” vGi muc tiéu nham, xac dinh cac phan
t DNA tu do (ccfDNA-cell free DNA) luu hanh
trong huyét tuong cé ngudn goc tur cac té bao
hoai tlr, apoptosis, hoac bi tiéu hoa bdi cac dai
thuc bao d& mé ra mét cdng cu mdi cho chén
doan cac khoi u ac tinh, danh gia hiéu qua diéu
tri cling nhu tién lugng bénh. Thuc t€ cho thay,
du khéi u cd kich thudc rat nhd dudi ngudng
phat hién clia cac phugng phap sang loc hién cé
nhu (siéu am, X-quang, cét I8p vi tinh...) nhung
van chra t8i hang chuc triéfu t€ bao ung
thu(khoang 50 triéu t& bao) cé thé giai phdng du
sO lugng DNA vao trong mau & muc phat hién
dugc bdng cac ki thudt xét nghiém. DNA tu do
trong tuan hoan cé ngudn gbc chu yéu tir cac té
bao dang gidang hod, sau khi phan cdt bdi enzym
endonuclease. Enzym nay c6 nhiém vu phan cét
chromatin thanh cac nucleosome can thiét gidp
ki€m soat ching khoi sy’ tiéu huy protein trong
mau. O nguGi khoé manh, ccfDNA dugc giai
phong vao tuan hoan thong qua qua trinh
apoptosis t€ bao lympho va cac té€ bao cé nhan
khac. Qua trinh apoptosis da tao ra cac manh
DNA tudng dong kich thudc trong khoang 185-
200bp, la két qua cta qua trinh phan cit mach
d6i DNA nam gilfa cac ciu tric nucleosome bdi
enzyme endonuclease. Tuy nhién & cac t€ bao
ung thu, ccfDNA dudc tao thanh tir qua trinh
hoai tlr t€ bao, va nhiéu qua trinh khac nhu ly
giai t€ bao ung thu tu do trong mau hodc vi di
c&n. Cac manh DNA san pham cua qué trinh nay
sé rat khac nhau vé kich thudc do sy phan cét
ngau nhién va khong hoan toan clia DNA b0 gen
b&i DNase.>®

Ung dung trong thuc hanh 1am sang cta xét
nghiém ccfDNA trong phat hién khGi u & giai
doan sdm, kiém tra mic do dot bién khdi u va
theo doi kha nang ton du va tai phat khéi u clia
ung thu phéi. ccfDNA ¢d thé thu dudc tir cac quy
trinh can thiép t6i thi€u va phan anh dudc nhiing
thay dGi di truyén trong mé u, va két qua phan
tich ccfDNA dugdc nhin nhan la cong cu tiém
nang cho chan doan va theo ddi ung thu phdi.
Do do, chung toi thuc hién nghién clru nay vdi
muc dich khao sat néng do va tinh toan ven cua
ccfDNA tir d6 danh gid trong mai lién quan véi
mot s6 d&c diém cla bénh nhan ung thu phdi
khong té bao nho.
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Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

50 bénh nhan dudc chadn doan UTPKTBN va
50 ngudi nhém chiing khéng mac cac bénh ly
ung thu va bénh ly tv mién hé thong kem theo
dugc tuyén chon vao nghién cliu tai khoa kham
bénh va khoa ung budu bénh vién da khoa tinh
Bac Ninh, trong thdi gian tir thang 8/2022 dén
thang 10/2023.

2.1. Tiéu chuan lua chon bénh nhan:

- Bénh nhan dugc chan doan UTPKTBN theo
“Hudng dan chan doan va diéu tri ung thu phdi
khong t€ bao nhd” cia b6 Y té€ ban hanh kém
quyét dinh s6 4825/QD-BYT ngay 06/08/2023,

- Khdng méc kém cac bénh ung thu' khac

- Khéng mac cac bénh li ty mién kém theo

- Co day du thong tin bénh an

- Bong y tham gia nghién cuu.

2.2. Tiéu chuan loai trir

- Ung thu di cdn phdi,

- C6 kém cac loai ung thu ca quan khac,

- Cb kém cac bénh Ii tu mién hé thong

- Bénh nhan khong dong y tham gia nghién cltu

2.3. Phuong phap nghién ciru: Nghién
cttu phan tich bénh-chirng

2.4. Cac quy trinh ky thuat xét nghiém.
2mL mau tinh mach cla déi tugng tham gia
nghién clru dugc thu vao 6ng chira chat chdng
ddng EDTA sau dé dugc van chuyén vé Khoa xét
nghiém trung tdm bénh vién da khoa tinh Bdc
Ninh li tam véi téc do 4000v/p trong vong 5 phut
tach huyét tugng cho vao 6ng Eppendorf 1,5mL
va dugc luu trlr & -20°C chd thuc hién tach chiét
DNA.

2.4.1. Tach chiét DNA. DNA dudc tach
chiét tUr huyét thanh bang bd kit tach chiét
GeneJET Viral DNA and RNA Purification Kit
(Thermo Scientific, USA) theo hudng dan cua
nha san xudt. Sau tach chiét, san phdm DNA
dugc kiém tra do tinh sach bang may quang ph&
NanoDrop 2000 (Thermo Scientific, USA). Cac
san phdm déu dat du ndng do >5 pg/ul va dat
do tinh sach tét véi OD 260/280 nam trong
khoang 1,8-2,2 cho thuc hién ki thudt realtime
PCR sau dé.

 2.4.2. Binh lugng ALU 115 va ALU 247
bang ky thudt Realtime PCR SYBR. Pé khao
sat ndng do va xac dinh chi so tinh toan ven cla
phan tr DNA tu do trong huyét thanh (ccfDNA) &
bénh nhan ung thu phdi ching t6i tién hanh
danh gia & 2 doan DNA vdi 2 kich thudc khac
nhau: DNA doan ngdn véi kich thudc 115bp va
DNA doan dai véi kich thudc 247bp bang cach
khuéch dai doan trinh tu dong thuan 13p lai ALU
va dinh lugng. Day la doan trinh tu lap lai chiém
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uu thé trong bd gen cla con ngudi va hau hét
cac nghién ctfu vé tinh toan ven ctia DNA déu sur
dung ti s6 giita DNA doan dai ALU 247 dudc giai
phdng tUr cac t&€ bao hoai t/ DNA doan ngan
ALU115 dugc gidi phdng tUr cac té bao binh thutng.

Trinh ty m6i st dung cho khuéch dai doan
gen ALU-115 (Invitrogen, Life technologies,
Thermo Fisher, Scientific Inc, USA) nhu sau:

M0i xubi 5-CCTGAGGTCAGGAGTTCGAG-3’

M0i ngugc: 5'-CCCGAGTAGCTGGGATTACA-3’

Trinh tu mdi s dung dé khuéch dai doan
gen ALU-247 (Invitrogen, Life technologies,
Thermo Fisher, Scientific Inc, USA) nhu sau:

M0i xudi: 5'-GTGGCTCACGCCTGTAATC-3’

Moi ngugc: 5-CAGGCTGGAGTGCAGTGG-3'

Thi nghiém realtimePCR SYBR dugc thuc
hién véi hoa chat SYBR™ Green Supermixes for
Real-time PCR (Bio-Rad Laboratories, Inc, USA)
trong trong tdng thé tich 25 pL bao gdém céac
thanh phan sau: 12,5 yL SYBR green, 0,5 gL moi
xubi néng d6 0,2 pM, 0,5 pL méi ngugc 0,2 uM,
5 pL DNA mau, va 6,5 yL RNase-free water.
Phan ing PCR dugdc thuc hién véi chu trinh nhiét
nhu sau: Bién tinh & 95°C trong 5 phdt, [ Bién
tinh & 95°C trong 30 gidy, gan mdi & 60°C trong
30s, kéo dai G 72°C trong 30s] x40 chu ki va giai
doan kéo dai cudi cung 6 94°C trong 5 pht.

Pudng chudn cho tirng gen ALU-115 hodc
ALU-247 dugc xay dung dua trén genomic DNA
thu dugc tUr tach chiét cac té bao bach cau mau
ngoai vi cla ngudi tinh nguyén khoé manh vdi
dai nbng do pha loang lién tuc tir 10ng dén 0,01
pg dé€ xac dinh gia tri ndng do tuyét ddi tuong
Ung clia ALU-115 va ALU-247 trong cac mau
bénh phdm theo phuong phap dugc dé xut cua
Hussein va cong su. Sau do, chi s6 toan ven
ccfDNA dudc danh gid dua trén néng do ALU-
115 va ALU 247 da xac dinh.”

2.5. Phan tich dir liéu. Du liéu dugc phan
tich bang phan mém phan tich thdng ké IBM
SPSS phién ban 20.0 va Graphpad Prism phién
ban 8.0 vdi gia tri p<0,05 thé hién su’ khac biét
cd y nghia thong ké.

Su’ phan b6 cla gia tri cac bién dinh lugng
dudc kiém tra tinh chudn bang test kiém dinh
D'Agstino test, Kolmogorv-Smirnov test, va
Sharpio-Wilk test. V@i cac bién dinh lugng khong
phan bd chudn s dung test kiém dinh Mann-
Whitney test hoac Kruskall test. VGi cac bién dinh
lugng phén b8 chudn s dung kiém dinh t-test
khéng ghép cép dé kiém tra su khac biét gilra 2
nhom bénh va nhém chirng. Budng cong ROC
dugc phan tich dé€ xac dinh cut-off va dién tich
dudi dudng cong AUC véi ndng do cua ALU-115
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va ALU-247 cling nhu chi s6 toan ven ccfDNA du
doan kha ndng chan doan cla cac marker trén.
Dién tich dudi dudng cong (AUC) >50% dugc
chap nhan vé kha ndng chan doan ctia marker va
AUC =100% la marker cd kha ndng chan doan
tot nhat.

INl. KET QUA NGHIEN cU'U

3.1. Pic diém cua nhém déi tuong
nghién ciru

Bdng 1. Pac diém cua déi tuong tham
gia nghién cuu

A rea Nhom Nhom
Tén bién bénh chirng
. 64,02+ | 43,86%
Tuoi 9,248 | 12,152
Gidi (Nam/Nir) 3,17/1 1/1
Type mo bénh hoc
Adenocarcinoma (n,%) 47(94%)
SCC (n,%) 3(6%)
Giai doan bénh
I1-111 11(22%)
I\ 39(78%)

Trong nghién clu nay, d6 tudi trung binh
clia nhom bénh la 64,02+9,248 tudi, dd tudi
trung binh cla nhém chidng la 43,86+12,152
tudi. Ty 1& nam/nit chung cua cic d6i tugng
tham gia nghién ctu la 1,7/1, ty 1é nay trong
nhém bénh la 3,17/1 va trong nhém ching la
1/1. Vé dic diém ldm sang cua cac d6i tugng
bénh nhan trong nghién cttu cho thay, chu yéu
bénh nhan dugc chan doan ung thu phdi khéng
t& bao nhd, Trong do, ti 1é ung thu biéu md tuyén
Vi 13 94%, ti I& ung thu biéu md vay chi chiém
6%. Hau hét bénh nhan nghién clru dang & giai
doan 1V, V@i ti 1é 78%, s6 bénh nhan & giai doan
II-III chi chiém 22% va khong cé bénh nhan nao
G giai doan 1.

3.2. Xac dinh nong do ALU-115, ALU-
247, ti lé ALU-247/ALU-115 trong mai lién
quan véi bénh UTPKTBN

Bang 2. Néng dé ALU-115, ALU-247 va ti

1é ALU-247/ALU-115 ¢ déi tuong nghién cuu

Nhom | Nhom P

chirng | bénh

Nong d6 ALU-115 | 8,63 | 81,25 | <
(ng/mL) 17,89 | 48,36 [0,001"

Nong do ALU- 2,67t | 51,75 | <
247(ng/mL) 3,39 | 40,25 [0,001"
ALU247/ALU115 0,52+0,27/0,65+0,25/0,013"

Két qua nghién ctru cho thay su ting co y
nghia clla ndong do ALU-115, va ALU-247 & nhém
bénh nhan UTPKTBN (81,25+48,36 ng/mL;
51,75+£40,25 ng/mL) so vd&i nhom ching

(8,63+17,89 ng/mL; 2,67+3,39 ng/mL)(Bang 2).
Két qua cling cho thdy néng do ALU-115, ALU-
247 & nhém bénh nhan UTPKTBN giai doan II-III
va giai doan IV cao han cé y nghia so véi nhom
chirng (P<0,05). (Biéu dd 1)
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Biéu db 1. Néng dé cua ALU-115, ALU-247, ti
1€ ALU-247/ALU-115 6 cac nhom déi tuong
nghién cau

Chdng tdi dung dudng cong ROC dé phan
tich so sénh gid tri chdn doan cua ALU-115, ALU-
247 va ti |é ALU-247/ALU-115 dua vao dién tich
dudi dudng cong (AUC). Gia tri AUC cang Ién cho
thdy muc y nghia vé gia tri chdn doan cla xét
nghiém cang tét. K&t qua cho thay gia tri dién
tich dugi dudng cong cua xét nghiém ALU-247 la
t8t nhat 96,692%, p<0,001 véi dd nhay Ia 94%
va do dac hiéu la 96% & gia tri cut-off nong do
la 8,16 ng/mL; dién tich dugi duGng cong cua
xét nghiém ALU-115 13 96,68%,p<0,001, v&i d6
nhay la 100% va d6 dac hiéu la 86% & gia tri
cut-off néng do la 9,75 ng/mL; dién tich dudi
duGng cong cla ti I1é ALU-247/ALU-115 la 64,12%,
p=0,015, vGi d6 nhay la 86% va d6 dac hiéu la

46% & ngudng cut-off la 0,44. (Bi€u do 2)
ALUA15 ROC Tilé ALU-247/ALU-115 ROC
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Biéu dé 2. Puong cong ROC cho gii tri chdn
dodn cua néng do ALU-247, ALU-115, ti Ié
ALU-247/ALU-115

IV. BAN LUAN

Chan doan sém, theo ddi tién lugng va tai
phat cho cac bénh nhan bénh UTPKTBN bdng
cach st dung cac ddu an sinh hoc cé do nhay,
do dac hiéu cao, it xam lan la moét trong nhung
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cach ti€p can hét siic quan trong dé giam thiéu
ganh ndng bénh tat ctia bénh ung thu phdi ndi
chung va UTPKTBN ndi riéng. Hién nay mac du
cd nhiéu phudng phdp dang dugc sir dung dé
sang loc chan doan sém cling nhu' theo ddi tién
lugng va tai phat cho bénh UTPKTBN nhu chup
cat I16p vi tinh (CT), X-quang, hay xét nghiém
khang nguyén CEA. Tuy nhién, cac phuang phap
nay thudng chan doan dudgc khéi u & giai doan
kha muon hoac cd dé nhay va do dac hiéu thap.
Gan day DNA tu do trong tuan hoan dugc xem
nhu la mot ddu an sinh hoc co gia tri I6n va day
tiém nang vi kha ndng thuc hién xét nghiém daon
gian dé dang, it xam lan ciing nhu kha ndng tai
I&p cao. Nghién clru d& chi ra rang gia tri trung
binh ctia nong d6 ALU-247, ALU-115 ciing nhu ti
lé ALU-247/ALU-115 tdng cao hon dang k& &
nhém bénh nhan bénh UTPKTBN so v&i nhém
chirng. Nhitng két qua nay ciing tuong tu nhu
két qua clia cac tac gia Kayokowaki va cong su
hay Sai ren va cOng su. .

ALU-115 va ALU-247 trudc day van dudc
nghién clfu nhdm danh gid su khac biét gilra qua
trinh chét t€ bao theo chuong trinh va chét té
bao theo cg ché hoai tir. Trong qua trinh chét té
bao theo chuang trinh (apoptosis), cac phan tir
DNA bi phan manh tao thanh nhitng doan DNA
6 kich thudc tir 185-200bp (ALU-115); cac doan
DNA cé kich thudc dai han nhu ALU-247 dugc
danh gid 1a san phdm cta qué trinh hoai tir té
bao, trong khi d6 doan DNA ngdn hon nhu ALU-
115 dugc nhan dinh c¢d tuong (ng véi tdng
lugng DNA cuia t€ bao. Cac té bao chét bang qua
trinh hoai t& chd yéu lién quan dén su tién trién
cla khéi u, do dé cac manh DNA dai han dugc
guan tam nhu la mét ddu an sinh hoc ha hen
cho chan doan ung thu.56

Su tdng bi€u hién cla ndng dd ALU-115,
ALU-247 va ti |é ccfDNA trong huyét tugng cla
cac bénh nhan co thé xuét phat tir su’ v& clia cac
mo u, hoai tir t€ bao, apoptosis, qua trinh phan
bao khdng kiém sodt, tu’ thuc bao (autophage),
su’ giai phong cua chinh khéi u, cac té bao binh
thudng va su van chuyén cla cac vi di cdn trong
tuan hoan. Trong cdc mé6 u ludn cé su tang sinh
cla cac té bao vdi téc do cao do doé can cac co
ch& dé can bang lai qué trinh nay, co ché dau
tién do la tang ty |é chét cla té bao theo chuong
trinh va sau do la tdng ty Ié hoai tr cla cac té
bao khi md u bt dau xam Ian. Bdi vdy, tinh toan
ven cla ccfDNA trong tuan hoan dugc coi la mot
trong nhitng dau an thich hgp véi bénh ung thu.

Nhitng két qua thu dugc tir nghién clru nay
chi ra rdng su bi€u hién cla ndng dd ALU-247,
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ALU-115 va chi s60 toan ven ccfDNA (ALU-
247/ALU-115) cho thdy mot xu hudng tang trong
cac giai doan clia UTPKTBN véi két qua chi ra
cac gia tri trung binh clia cac chi s6 nay & bénh
nhan giai doan II-III va giai doan IV tang cao
han so véi dbi tugng trong nhdom chiing. Két qua
nay c6 thé do DNA dugc giai phdng tir t€ bao
khoi u vao tuan hoan dugc nang Ién do su xam
I&n bach huyét. Cac nghién c(tu chi ra rang cac
mach bach huyét hoac cac mach mau di qua khdi
u d3 tao diéu kién cho khéi u thay déi va lan
rong tir dé su’ khuéch tan cta DNA giai phong tur
t€ bao chét & mo u vao tuan hoan tang Ién. Do
dd, ccfDNA trong tuan hoan c6 thé lién quan truc
tiép dén tdc dd di chuyén cla cac t& bao khéi u
va su phéat trién cua khéi u, dai dién cho su’ xam
I&n cta khoi u. Két qua tinh toan ven cla ccfDNA
trong tudn hoan cé thé dugc st dung dé theo
ddi tién trinh phat trién cta UTPKTBN. >7

Cac phan tich dudng cong ROC tUr lau da
dugc s dung roéng rai trong danh gia gia tri
chan doan va tién lugng cua cac ddu &n sinh hoc
trong cac bénh li. Nghién clu nay cho thay, cac
d&u &n ndng do ALU-115, ALU-247 va ti I& ALU-
247/ALU-115 qua phén tich dudng cong ROC
déu c6 gia tri trong xac dinh sém dugc
UTPKTBN:vGi két qua nong do trung binh ALU-
247 huyét thanh cho gia tri AUC=96,692%,
p<0,001, v@i néng do trung binh ALU-247 cho
gid tri AUC=96,68%, p<0,001, vdi ti 1& ALU-
247/ALU-115 cho gia tri AUC=64,12%,p=0,015.

Tuy nhién, trong nghién cifu nay van con ton
tai nhitng mat han ché nhu ¢ mau nghién clru
con nhd, cac bénh nhan dugc |dy mau theo cach
thuan tién do dé ty 1€ bénh nhan cac giai doan
chua dong déu khoéng c6 bénh nhan & giai doan
Tis hay giai doan I dan tdi cac danh gia tién trién
cla dau an sinh hoc ALU-115, ALU-247 chua
dugc hoan toan day du. Va can thuc hién cac
nghién cu ti€p theo nham khac phuc cac han
ché nay dé xac nhan lai cac nghién clu cla
chiing to6i.

V. KET LUAN

NOng do cua cac dau an sinh hoc ALU-115,
ALU-247 va ti |é ALU-247/ALU-115 tang G bénh
nhan UTPKTBN cling nhu' c6 xu hudng tang theo
giai doan clia bénh. Cac dau an sinh hoc nay cé
tiém ndng trd thanh xét nghiém trong chan doéan
s6m va theo doi diéu tri bénh UTPKTBN.
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NONG PO TNF-ALPHA HUYET THANH
TREN BENH NHAN MAY PAY MAN TiNH

TOM TAT

pat van dé: May day man tinh la mot bénh da
pho bién va hay tai phat. Sinh bénh hoc co lién quan
mat thiét dén su phong thich hlstamm va cac hoa chat
trung gian hoat hod mach mau cua té& bao mast. Bén
canh do, nhleu nghién c cho thay rang con co su
tham gia clia cac chat trung gian tién viém, déc biét Ia
cac cytokine. Tumor necrosis factor - aIpha (TNF-
alpha) la mot cytoklne tién viém lién quan mat thiét
dén phan ung viém, mién dich va nglra Muc tleu Mo
ta dac diém dich té, 1am sang va xac dinh nong do
TNF-alpha trong huyet thanh cua bénh nhan may day
man tinh dén khdm tai bénh vién Pai hoc Y Dugc TP.
HCM. Déi tugng — Phuong phap nghién ciru: M6
td cat ngang cé phan tich, gom 60 bénh nhan may
day man tinh va 30 nguGi khoé manh dugc dua vao
nghién ctu trong khoang thai gian tu thang 10/2021
dén thang 8/2022. DY ndng cla bénh dugc danh gia
b&ng thang diém Urticaria Acitivity Score over 7 days
(UAS7). Dinh lugng TNF-alpha huyét thanh bdng ky
thuat ELISA, st dung bo kit Avi Bion Human TNF-
alpha. Két qua: 60 bénh nhan may day man tinh (18
nam va 42 nif) d6 tudi trung binh 1a 35,8 £ 10,4 tudi.

1Pai hoc Y Duoc TP. HO6 Chi Minh

2Bénh vién Pai hoc Y Duoc TP. H6 Chi' Minh Bai hoc Y
Duoc TP. H6 Chi Minh

Chiu trach nhiém chinh: L& Thai Van Thanh

Email: thanh.ltv@umc.edu.vn

Ngay nhan bai: 01.12.2023

Ngay phan bién khoa hoc: 15.01.2024
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Nong d6 TNF-alpha cia nhdm bénh nhan may day
man tinh cao hon nhdm ngudi khoe manh ¢ y nghia
thong ké (p<0,001). Két luan: Nong dé TNF-alpha
huyét thanh trén bénh nhan may day man tinh cao
han so véi nguGi khoé manh. Tir khoa: May day man
tinh, TNF-alpha huyét thanh, UAS7.

SUMMARY
SERUM CONCENTRATION OF TNF-ALPHA
AMONG PATIENTS WITH CHRONIC
SPONTANEOUS URTICARIA
Background: Chronic spontaneous urticaria is a
common skin disorder with high recurrent rate. The
disease’s pathogenesis is closely related to the release
of histamine and vascular activating chemical
mediators from mast cells. Besides, many studies
show that cytokines play an essential role in the
pathogenesis. Tumor necrosis factor - alpha (TNF-

alpha) is a proinflammatory cytokine intimately
involved in inflammatory, immune, and pruritic
response. Objective: Our research aimed to

determine clinical characteristics, epidemiology and
level of TNF-alpha serum concentration in patients
with chronic spontaneous urticaria at University
Medical Center of Ho Chi Minh city. Methods: 60
chronic spontaneous urticaria patients (age >18) was
recruited. 30 healthy adults served as the control
group. UAS7 of chronic urticaria patients was
evaluated during the interview. Serum TNF-alpha was
measured using Avi Bion Human TNF-alpha. Results:
60 patients with chronic spontaneous urticaria (18
men and 42 women) had median age at 35.8 + 10.4
years. The serum concentration of TNF-alpha in the
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