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TY LE BIEN THE PA HINH PO'N NUCLEOTIDE RS1800629 TREN VI‘JNG

KHOTPONG GEN TNF-o. TRONG CAC PHAN NHOM PO'T CAP BENH PHOI TAC
NGHEN MAN TiNH THEO CHi SO NLR TAI BENH VIEN NGUYEN TRI PHUONG

Hb Thi Hong Tham', Trin Truong Giang?,

Phan Nguyén Thanh Van', Nguyén Minh Ha'?

TOM TAT.

GiGi thiéu: Bénh phdi tdc nghén man tinh
(COPD) la nguyén nhan gay tir vong hang dau toan
cau, ddc biét tai cac nuGc thu nhap thdp va trung binh
nhu Viét Nam. Viém man tinh dong vai tro trung tam
trong cd ché bénh sinh, trong d6 yéu t6 hoai tu’ khoi u
alpha (TNF a) thac day pha huy phé nang va khuéch
dai viém. Bién thé da hinh don nucleotide rs1800629
(TNF a -308G/A) lién quan dén ting bi€u hién TNF-a
va nguy cd COPD & chau A. Ty 1& bach cdu da nhan
trung tinh trén bach cau lympho (NLR) 1a chi s6 viém
tiém nang, gitp phan nhém bénh nhan dot cap COPD
theo endotype viém. Muc ti€u: Budc dau danh gia
mGi lién quan gilfa rs1800629 & bénh nhan dgt cap
COPD tai Bénh vién Nguyen Tri Phuong va phan nhom
NLR. Bai tugng va phucng phap nghién
cu‘u Nghién clru cat ngang trén 120 bénh nhan dot
cap COPD, chan doan theo GOLD 2024, tai Bé&nh vién
Nguyén Tri Phuong tir 09/2024 dén 06/2025 Bénh
nhan dugc phan nhém Neutrophilic (NLR > 3,6) va
Non- Neutrophlllc (NLR < 3,6) dua trén cong thic
mau. DNA tur mau ngoai vi dugc ly trich, bién thé
rs1800629 dugc xac dinh bang ky thuat PCR-RFLP.
Tan sudt alen, ki€u gen va mdi lién quan véi NLR dugc
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phan tich bang STATA 14.2, véi p < 0,05 1a cd y nghia
thong ké. Két qua: Trong 120 bénh nhan, 72,5%
thu6c nhém Neutrophilic (NLR trung binh 14,02 +
11,94), 27,5% thudc nhém Non- Neutrophilic (NLR
trung b|nh 2,07 £ 0,74). Tan suat alen A cua
rs1800629 & 10% tong th&, véi 9,20% & nhém
Neutrophilic va 12,12% & nhom Non Neutrophilic.

Phan bd kiéu gen tuan theo can bang Hardy- Wemberg
(p > 0,05). Chua ghi nhan mai lién quan cé y nghia
gitfa rs1800629 va NLR (p > 0,05), nhung xu hudng
OR > 1 3 m6 hinh siéu trgi ggi y alen A lién quan dén
endotype viém nhe hon. Két luan: Tan sudt alen A
cla rs1800629 tuang duong véi dan s6 chau A, véi xu
huéng cao han & nhom Non-Neutrophilic, ggi y vai trd
tiém nang trong cac endotype viém khac. Tor
khoa: COPD, TNF-q, rs1800629, NLR, dgt cap.

SUMMARY
FREQUENCY OF THE RS1800629 SINGLE
NUCLEOTIDE POLYMORPHISM IN THE TNF-o
GENE PROMOTER REGION IN SUBGROUPS OF
ACUTE EXACERBATION OF CHRONIC
OBSTRUCTIVE PULMONARY DISEASE BASED
ON THE NEUTROPHIL-TO-LYMPHOCYTE RATIO

AT NGUYEN TRI PHUONG HOSPITAL

Background: Chronic  obstructive  pulmonary
disease (COPD) is a leading global cause of mortality,
particularly in low- and middle-income countries like
Vietnam. Chronic inflammation is pivotal in its
pathogenesis, with tumor necrosis factor-alpha (TNF-
a) driving alveolar destruction and amplifying
inflammation. The single nucleotide polymorphism
rs1800629 (TNF-a -308G/A) is associated with
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increased TNF-a expression and elevated COPD risk in
Asian populations. The neutrophil-to-lymphocyte ratio
(NLR) is a promising inflammatory biomarker for
stratifying acute exacerbation of COPD (AECOPD)
patients by inflammatory endotypes. Objective: To
preliminarily evaluate the association between the
rs1800629 polymorphism in patients with acute
exacerbation of chronic obstructive pulmonary disease
at Nguyen Tri Phuong Hospital and NLR-based
subgroups. Materials and Methods: A cross-
sectional study was conducted on 120 AECOPD
patients diagnosed per GOLD 2024 criteria at Nguyen
Tri Phuong Hospital from September 2024 to June
2025. Patients were classified into Neutrophilic (NLR >
3.6) and Non-Neutrophilic (NLR < 3.6) groups based
on complete blood count data. Genomic DNA was
extracted from peripheral blood, and rs1800629 was
genotyped using PCR-RFLP. Allele and genotype
frequencies, along with associations with NLR
subgroups, were analyzed using STATA 14.2, with p <
0.05 considered statistically significant.
Results: Among 120 patients, 72.5% were
Neutrophilic (mean NLR 14.02 £+ 11.94), and 27.5%
were Non-Neutrophilic (mean NLR 2.07 + 0.74). The
rs1800629 allele A frequency was 10% overall, with
9.20% in the Neutrophilic group and 12.12% in the
Non-Neutrophilic  group.  Genotype distribution
conformed to Hardy-Weinberg equilibrium (p > 0.05).
No significant association was found between
rs1800629 and NLR subgroups (p > 0.05), though a
trend of OR > 1 in the overdominant model suggests
allele A may be associated with milder inflammatory
endotypes. Conclusion: The frequency of the
rs1800629 allele A is comparable to Asian populations,
with a higher trend in the Non-Neutrophilic group,
suggesting a potential role in distinct inflammatory
endotypes. Keywords: COPD, TNF-a, rs1800629,
NLR, acute exacerbation.

I. DAT VAN PE

Bénh phdi tdc ngh&n man tinh (COPD) la
bénh hd hap phéd bién, dic trung bdi tic nghén
dudng thg tién trién, véi triéu chirng nhu kho
tha, ho, khac d6m va cac dgt cdp [1]. COPD la
nguyén nhan t&r vong hang dau toan cau, vdi
90% ca t vong tai cac nudc thu nhap thap va
trung binh, bao gom Viét Nam, nai ty |é dgt cap
COPD khoang 7,1% [4].

Ty I€é bach cau da nhéan trung tinh trén bach
cau lympho (NLR) la chi s6 viém don gian tir xét
nghiém cong thc mau, cd tiém nang phan anh
m{c do viém va phan nhém bénh nhan COPD
theo endotype viém. NLR cao (=3,6) biéu thi
endotype viém uu thé bach cau trung tinh, lién
quan dén viém ndng va nguy cd dot cap cao.
Ngudc lai, NLR thdp (<3,6) biéu thi endotype
khong uu thé bach cau trung tinh, lién quan dén
viém nhe han hodc cd ché viém khac [3].

Viém man tinh la trung tdm cd ché bénh sinh
COPD, trong dé yéu t6 hoai t&r khéi u alpha
(TNF-a) la cytokine viém quan trong, thic day

pha hdy phé nang va khuéch dai viém tai phéi.
Bién thé da hinh don nucleotide rs1800629
(TNF-a -308G/A) trén vung khdi dong gen TNF-a
anh hudng dén biéu hién TNF-q, véi alen A lién
quan dén tang san xuat TNF-a va nguy cd COPD
& mdt s6 dan s6 chau A [2]. rs1800629 cd thé
anh hudng NLR qua vai tro trung tam cua TNF-a
trong qua trinh viém. Tuy nhién, mdi lién hé gilra
rs1800629 va NLR trong phan nhém dgt cap
COPD van chua dugc kham pha, tao khoang
trong khoa hoc can nghién clu.

Do dd, nghién clru nay nham budc dau danh
gia mai lién quan gilra rs1800629 va phan nhém
NLR. Két qua sé cung cap thém dir liéu vé vai tro
cla rs1800629 trong bénh ly COPD, gop phan
vao thiét ké cac nghién cltu chuyén sau diéu tri
COPD ¢4 thé hda & ngudi Viét Nam.

I1. DOI TUONG VA PHU'ONG PHAP NGHIEN CU'U

Poi tugng nghién clru: Nghién clru dugc
thuc hién trén 120 bénh nhan tir 18 tudi trg 1én,
dudc chan doan dgt cdp COPD theo tiéu chuén
GOLD 2024 [1], diéu tri tai Khoa HO hadp va
Phong kham HO hap, Bénh vién Nguyén Tri
Phudng tur 09/2024 dén 06/2025, cd xét nghiém
cbng thirc mau tai thdi diém nhép vién va dong y
tham gia nghién clru. C8 mau dudc tinh bang
cong thirc udc lugng ty 1€ véi sai s6 cho phép
0,05, dé tin cdy 95%, ty 1& p=0,071 (ty I& mic
COPD 7,1% & Viét Nam) [4] va p=0,08 (ty &
alen nguy cd A) [5]. Bénh nhan mac cac bénh ly
ac tinh (ung thu mau, ung thu phéi, ung thu
tang tién trién), hodc khéng du dir liéu can thu
thap dudgc loai khoi nghién clru.

Phuong phap nghién ciru: Nghién cru cat
ngang, thu thap dir liéu hoi va tién ctu.

(1) Thu thép di¥ liéu nhan khau hoc va xét
nghiém cong th&'c mau: Ghi nhan tudi, gidi tinh,
s0 lugng bach cau (SLBC), bach cau da nhan
trung tinh (Neutrophile), bach cau lympho
(Lymphocyte) tir h6 s bénh an va két qua xét
nghiém trén may huyét hoc tu dong (Sysmex
XN-2000). Tinh chi s6 NLR va phan nhém bénh
nhan thanh nhom Neutrophilic (NLR > 3,6) va
nhém Non-Neutrophilic (NLR < 3,6) [3].

(2) Thu thap théng tin bién thé rs1800629
trén gen TNF-a: Thu thdp mau mau trong ong
K3-EDTA, ly gidi hong cdu bang dung dich ACK
dé thu khéi bach cau. DNA bd gen dugc ly trich
bang bd sinh phdm TopPure Blood Extraction Kit
(ABT, Viét Nam). Quy trinh xac dinh kiéu gen
bién thé rs1800629 dugc thuc hién bang ky
thuat PCR-RFLP trén hé thong luan nhiét Proflex
PCR System (Applied Biosystems, Hoa Ky) vd&i b0
kit PCR MyTag Red Mix (Bioline, Anh); s dung
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enzyme cdt giGi han Ncol-HF (NEB, Hoa Ky),
diéu kién phan (ng thuc hién theo cong bo trudc
do [6]. Panh gid san pham PCR va sau phan (ing
cat bang ky thuat dién di mao quan tu dong
LabChip GX touch nucleic acid analyzer
(PerkinElmer), cac budc tuan tht huéng dan nha
san xuét vdi sai s6 cho phép +10%. K&t qua kiéu
gen GG, GA va AA dugc xac dinh nhu Hinh 1.
Pénh gid su phan bd alen va kiéu gen trong dén
s6 nghién clu bang phuong trinh Hardy-
Weinberg. Xem xét m6 hinh danh gid tac déng
cua kiéu gen 1én ki€u hinh, thdng qua thdm do
co ché di truyén cua bién thé Ia ddng trdi, troi,
siéu troi hoac lan.

(3) Xt ly so li€u: DU lieu dugdc phan tich
bang phan mém STATA 14.2, s’ dung phép kiém
Fisher's exact test. Gia tri p < 0,05 dugc xem la
c6 y nghia thong ké.

Nghién clu dugc chap thuan bdgi HGi dong
dao dic trong Nghién cffu Y sinh Bénh vién
Nguyen Tri Phuang, s6 1212/NTP-HDPDD ngay 16
thang 05 nam 2025.

[Labchip_1/H2] H2

Fluorsosnce

(A)

Flunresonce

“I(B)

Fliorescence

1Y)

Hinh 1. Két qua dién di mao quan cua san
pham PCR (A), sén pham cat kiéu gen GG (B),

san pham cat kiéu gen GA (C) va san pham cit

kiéu gen AA (D) cua bién thé rs1800629
Il. KET QUA NGHIEN cU'U

Pac diém dan sd nghién ciru. Trong 120
doi tugng nghién ctu, 18,33% ngudi thudc do
tudi lao déng (40 — 60 tudi). Ty 1é nam (85,83%)
gap 6,06 lan ty Ié nir (14,17%).

Bang 1. Pic diém dén sé hoc va théng
s6 bach cdu cua doi tugng nghién ciau

Déc diém Gia tri
o as Nam 103 (85,33%)
Gidi E/'o';h (o, NGT 17 (14,17%)
Toan bd 120 (100%)
Tudi (Trung vi (Khoang TPV)) | 68 (63-76)
Thong s6 |SO lugng bach cau © 2152—'1565 62)
bach cau (Té ! 3 86’
bao/uL) Neutrophile (5 99-12 83)
(T)rung Vi . 1 58’
(Khoang TPV))| Lymphocyte (1,03’-2,38)
Gia tri NLR (Trung vi (Khoang 5,47

TPV)) (3,08-10,14)

Su phan bd cac kiéu gen dam bao quy luat
can bang Hardy — Weinberg trong quan thé &
toan bo dan s6 nghién cliru (p>0,05) cho thay su
chon loc, dot bién, hoac di nhdp gen khéng anh
hudng dén tan sudt alen.

Bang 2. Can bang Hardy — Weinberg
cua rs1800629 trong dan s6 nghién ciru

SO lugng (n)
GG | GA | AA| G | A | Pvalue
97 22 1 216 24 0,84

= Neutrophilic (Ty 1& NLR 2 3,6)
 Non Neutrophilic (Ty 1& NLR < 3,6)

Biéu do 1. Phan nhém quin thé nghién cau
dua trén chi s6'NLR

K&t qua tan sudt alen va kiéu gen bién thé
rs1800629 & Bang 3 cho thay ty Ié d6i tugng co
kiu gen khdng chlra alen nguy co (GG) chiém
uu thé (80,83%), cao gap 4,22 lan ty 1€ doi
tugng co ki€u gen cha alen nguy co (GA va
AA). Ty 1é alen G (90%) phd bién gap 9 lan alen
A (10%).

Bang 3. Tan sudt alen va kiéu gen trong nhém déi tuong nghién ciu

Alen (N=240) n (%)

Phan nhom GG

Kiéu gen (N=120) n (%)
GA

G A

97 (80,83%) | 22 (18,33%)

Chung

AA
1(0,83%) | 216 (90,00%) | 24 (10,00%)
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Neutrophilic 72 (82,76%) | 14 (16,09%)

1(1,15%) 158 (90,80%) | 16 (9,20%)

Non Neutrophilic | 25 (75,76%) 8 (24,24%)

0 (0,00%) 58 (87,88%) | 8(12,12%)

Tién hanh phéan tich maGi lién quan cla bién
thé rs1800629 va NLR (Bang 4) theo mé hinh
danh gid tadc déng clta ki€u gen 1én ki€u hinh,
thdng qua thdm do co ché di truyén clia bién thé
la dong troi, troi, siéu troi hoac lan cho thay
chua tim thdy mdi lién quan cé y nghia thong ké
gilfa rs1800629 va NLR trong nhém bénh nhan

dot cap COPD (p>0,05). Tuy nhién, tan suat alen
A cao han & nhdm Non-Neutrophilic (12,12% so
véi 9,20%) va OR>1 trong mo hinh siéu troi
(1,67) va mo hinh alen (1,36) ggi y rang alen A
cd thé lién quan dén mét endotype viém nhe
han, khong dac trung bdi su gia tang cla bach
cau da nhan trung tinh.

Bang 4. Méi lién quan giira bién thé rs1800629 va ty sé bach ciu

MO hinh Neutrophilic | Non Neutrophilic OR (95% CI) P value
GG 72 25
Pong troi GA 14 8 - -
AA i 0
" GG 72 25 1.00
Tron GA+AA i5 8 0,65 (0,25-1,67) | %438>"
. GG+GA 86 33
Lan AA i 0 - -
. | GG+AA 73 25 1,00
Sieu troi GA 17 8 1,67 (0,62-4,49) | %3403*
G 158 58 1.00
Alen A 16 8 1,36 (0,56-3,31) | 49"

IV. BAN LUAN

Chi s6 ty Ié bach cau da nhan trung tinh trén
bach cau lympho (NLR) la mot chi dau viém hiéu
qua, chi phi thap, tdn dung xét nghiém mau
terdng quy, cho phép phan tang bénh nhan dot
cdp bénh phéi tic nghen man tinh (AECOPD).
NguBng NLR 3,6, dugc xac dinh bdi Huynh Dinh
Nghia va cbng su’ (2019), 1a gid tri cat t6i uu tai
Viet Nam, phan nhém bénh nhan thanh
Neutrophilic (NLR > 3,6) va Non-Neutrophilic
(NLR < 3,6) vé&i d0 nhay va dac hiéu cao, du doan
muc dé nang & nam gidi hat thudc [3]. NguGng
nay phu hgp bdi canh Viét Nam, ngi ty Ié hat
thuGc cao (86,67% bénh nhan COPD [5]) va 6
nhiém khong khi lam tram trong viém toan than
[3]. So véi qudc t€, nguBng 3,6 thap han 5,0 tai
Han Qudc, lién quan dén tr vong do nhiém trung
[7], nhung tuang d‘6ng véi >3,5 tai Tay Ban Nha,
lién quan tién lugng xau [8]. Su khac biét c6 thé
do nguyén nhan dgt cap (nhlem trung so Vdi
khong nhiém trung) hodc déc diém dan so.

Trong COPD, yéu t6 hoai tr khoi u alpha
(TNF-a) thdc d§y viém man tinh, phd hay phé
nang va lam nang tac nghén duong thd [2]. Bién
thé rs1800629 (TNF-a-308 G/A) lam ting biéu
hién TNF-a, vGi alen A lién quan dén nguy cc
COPD 4 chau A [2,5]. Tan sudt alen A trong
nghién citu la 10%, cao han muc 7-8% & chau A
nhung thap hon 16% (chau Au) va 12% (chau
M¥) [2,5]. Xu hudng tan suat alen A cao hon &
nhém Non-Neutrophilic (12,12% so vdéi 9,20% &
Neutrophilic), v8i OR 1,67 (m6 hinh siéu trdi,

*: Kiém dinh Fisher’s exact test
p=0,3403) va 1,36 (m0 hinh alen, p=0,4795),
gdi y alen A cd thé lién quan dén endotype viém
nhe han. Cg ché sinh hoc tiém nang la TNF-q,
qua alen A, kich thich san xuat cytokine nhu IL-
8, thu hat bach cau da nhan trung tinh, nhung
tdc dong chi yéu tai phdi, trong khi NLR phan
anh viém toan than. Su khac biét nay co thé giai
thich tai sao alen A xuat hién nhiéu han ¢ nhom
Non-Neutrophilic, noi viém toan than it nghiém
trong. Tuy nhién, mai lién quan khong dat y
nghia théng ké (p > 0,05), c6 thé€ do ¢ mau
nhd (N=120) va nhém Non-Neutrophilic chi
chi€ém 27,5% (33/120) [5]. Cac yéu t6 gay nhieu
nhu nhiém trung, hat thudc, hoac 6 nhiém
khéng khi, von phé bién & Viét Nam, ciing c6 thé
che 1ap mai lién quan gitra rs1800629 va NLR.

Phan tich mé hinh di truyén (dong troi, troi,
lan, siéu troi) khong ghi nhan y nghia théng ké,
nhung xu hudng OR > 1 trong mod hinh siéu trbi
va alen ggi y vai trd cua alen A trong cac
endotype viém khong uu thé bach cau trung
tinh. Diéu nay c6 y nghia Iam sang tiém nang, vi
xac dinh endotype viém nhe cé thé gilp diéu
chinh chién Iugc diéu tri, nhu gidam liéu
corticosteroid ¢ nhém Non-Neutrophilic dé tranh
tac dung phu. Tuy nhién, nghién c(tu chua phan
tich cac dau an viém khac nhu CRP hodc IL-6,
v6n ¢b thé cung cdp cai nhin toan dién hon vé
endotype viém va mdGi lién hé vdi rs1800629.
Viéc thiéu di liéu vé mdc d6 tdc nghén dudng
thd (FEV1) hodc tan suat dgt cap trudc do ciing
han ché kha nang danh gia tac dong cla
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rs1800629 dén tién trién bénh.

Do ngu6n luc ¢ gidi han, nghién clru ton tai
mot s6 han ché: (1) ¢c@ mau nhd, khong tinh
riéng cho phan nhém hodc mé hinh di truyén,
dan dén thi€u siic manh théng k&; (2) dir liéu
don trung tam (Bénh vién Nguyen Tri Phucng)
gay sai léch luya chon mau, g|am tinh dai dién;
(3) thiéu phan tich yéu to gay nhiéu (nhlem
trung, hat thude, 6 nhlem) va dau &n viém bd
sung (CRP, IL-6). P& khdc phuc, cin téng c3
mau da trung tam, su dung h6i quy da bién kiém
soat yéu to gay nhleu va tich hgp dau an viém
khac. Nghién ctiu in vitro vé cg ch& TNF-a va
cytokine, cung so sanh rs1800629 véi dan s6
Pong Nam A, s& lam rd dic diém di truyen khu
vuc. K& qua nay cé thé hudng dén xdy dung
thang diém nguy cd dua trén NLR va rs1800629,
hd trg phan tang bénh nhan va diéu tri ca thé
hoa trong COPD.

V. KET LUAN

Tan sudt alen A cta rs1800629 tuong dudng
véi dan s6 chau A, véi xu hudng cao han & nhém
Non-Neutrophilic, ggi y vai trd tiém nang trong
cac endotype viém khac.
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THU'C TRANG CAP CU'U TRU'O'C VIEN TREN BENH NHAN
NGU'NG TUAN HOAN NGOAI VIEN TAI VIET NAM: KHOANG CACH
VO'I TIEU CHUAN QUOC TE VA HUONG CAI THIEN

Truwong Phi Hung', Ping Twong Vi!, Nguyén Nhat Tai',
Nguyén Minh Kha!, Nguyén Hoang Tuan!, Tran Nguyén Phwong Hai?

TOM TAT

Pat van dé: Ngiing tuan hoan (NTH) ngoai vién
la mot trong nhitng nguyén nhan hang dau gay tur
vong va tan tat. “Chuoi sinh ton” gom sau mat xich do
AHA va ILCOR dé xuit nhdm gidm tu vong va cai
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thién hdi phuc than kinh. Tai Viét Nam, viéc thuc hién
hai mé&t xich du trong chudi nay con han ché& va chua
dudc khao sat day du. Do do, ching t6i ti€n hanh
nghién cttu nhdm danh gid thL_rc trang thuc hién hai
mat xich dau tién khi ti€p can bénh nhan NTH ngoai
vién, tir d6 dé xuat giai phap cai thién trong cong
dong. Muc tiéu: Danh gid thuc trang vé cap clu
trudc vién trén bénh nhan nglng tuan hoan ngoai
vién tai Viét Nam. POi tugng va phuong phap
nghién ciru: Nghién clru hoi ciry cac bénh nhan NTH
ngoai vién tai Bénh vién Chg Ray trong khoang thdi
gian tir 01/01/2019 dén 15/06/2024. K&t qua: Trong
thdi gian hoi clru, ching t6i ghi nhan 453 ca ngiing
tuan hoan (NTH) ngoai vién, trong dé c6 86 bénh



