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Nghién ciru tinh da hinh don nucleotide cia gen ma hoa

TNF-o va moi lién quan véi mot so chi so huyéet hoc ¢
bénh nhan viem khdép vay nén

Investigation of single nucleotide polymorphisms in TNF-a gene and their

correlation with hematological parameters in psoriatic arthritis patients

Ngo Minh Vinh, Ly Thién Phuc

Tom tat

Muc tiéu: Xac dinh ty 1é ki€éu gen da hinh don nucleotide gen TNF-a. (rs1799964 va rs1799724) va cac
chi sé huyét hoc & bénh nhan viém khép vay nén. Déi tugng va phuong phdp: Nghién ctu bénh-ching tai
Bénh vién Da Liéu Thanh phé H6 Chi Minh (tir thang 3/2023 dén thang 11/2023) trén 43 bénh nhan viém
khdp vady nén va 43 bénh nhan vay nén mang (nhom ching), bt cap theo do tudi va gidi tinh. Chan
doan viém khdp vay nén dua theo tiéu chudn CASPAR. Cac thong s6 huyét hoc dugc ghi nhan tir két qua
xét nghiém cta bénh nhan. Xac dinh kiéu gen cta da hinh don nucleotide gen TNF-a. (rs1799964 va
rs1799724) dugc thuc hién bang ky thuat giai trinh tu Sanger. S6 liéu dugc xt ly bang phan mém SPSS
25. Két qua: Thoi gian mac bénh trung binh cia nhém viém khép vay nén cao hon cé y nghia théng ké so
vGi nhom vay nén mang (p=0,035). Ti I& xuat hién kiéu gen TT cla rs1799964 & nhém viém khép vay nén
cao hoan nhém vay nén mang va ngugc lai déi vai ki€u gen CC cla rs1799724, tuy nhién su khac biét la
khong cé y nghia théng ké. O bénh nhan viém khép vay nén mang alen T clia rs1799964 c6 chi sé NLR
cao hon c6 y nghia théng ké so véi nhém mang alen C. Két ludn: Ngoai trur thai gian mac bénh, chua ghi
nhan su khac biét c6 y nghia théng ké vé cac dac diém dich té, |lam sang cling nhu phan bé kiéu gen clia
hai da hinh don nucleotide (rs1799964 va rs1799724) gilta hai nhom. Bong thdi, ghi nhan mai lién quan
c6 y nghia théng ké giira ki€u alen cta da hinh don nucleotide rs1799964 véi chi s6 NLR & nhém bénh
nhan viém khép vay nén.

Ttrkhod: Viém khép vay nén, da hinh don nucleotide, yéu t6 hoai tr u alpha.

Summary

Objective: To identify the genotype distribution of TNF-a single nucleotide polymorphisms
(rs1799964 and rs1799724) and hematological parameters in psoriatic arthritis. Subject and method: The
case-control study was conducted at Ho Chi Minh City Hospital of Dermato-Venereology (from March
023 to November 2023) including 43 psoriatic arthritis (PsA) and 43 psoriasis vulgaris (PsO) matched by
age group and gender. We confirmed the PsA diagnosis based on CASPAR criteria. Hematological values
were recorded from hospital’s results; TNF-a. single nucleotide polymorphisms (rs1799964 and
rs1799724) were detected by Sanger sequencing method. Data analyzing was performed by SPSS 25.
Result: The mean value of disease duration of the psoriatic arthritis group was statistically significantly
higher than that of the plaque psoriasis group (p=0.035). The rate of the TT genotype of rs1799964 in the
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psoriatic arthritis group was higher than the plaque psoriasis group and vice versa for the CC genotype
of rs1799724, however the differences were not statistically significant. In psoriatic arthritis patients
carrying the T allele of rs1799964, the NLR index was statistically significantly higher than the group
carrying the C allele. Conclusion: Except for disease duration, there were no statistically significant
differences in genotype distribution of two single nucleotide polymorphisms (rs1799964 and rs1799724)
between the two groups. Moreover, a statistically significant association was noted between the allele
type of the single nucleotide polymorphism rs1799964 and the NLR index in the group of patients with

psoriatic arthritis.

Keywords: Psoriatic arthritis, polymorphism, tumor necrosis factor o.

1.Patvan dé

Viém khép vay nén la mét bénh ly dac trung béi
céac tén thuong khép do phan Uing viém tir bénh vay
nén. Trong cac bénh nhan cé vdy nén mang, thé
bénh nay cé ty Ié luu hanh kha cao la 19,7% [1]. V6i
co ché bénh sinh cCia viém khép vay nén xoay
quanh hoat déng dap tng mién dich bam sinh, lién
quan chu yéu la yéu té hoai t& u alpha (Tumor
necrosis factor alpha, TNF-a), viéc danh gia su tac
doéng cla cac da hinh don nucleotide (Single
nucleotide polymorphism, SNP) ctia gen TNF-o. sé c6
vai tro rat quan trong. Cac SNP nay c6 kha nang lam
thay déi muc do biéu hién hay cau trac TNF-a. qua
dé lam thay déi qua trinh dap (ing viém théng qua
TNF-a & cac bénh nhan viém khép vady nén. Pong
thdi, hién tugng dap ung viém théng qua TNF-o ¢
su khac nhau do cac SNP con dat ra van dé hiéu qua
diéu tri khi st dung cac thuéc sinh hoc trong viém
khép vay nén [2]. Bén canh d6, cac SNP & vung khai
dong cda gen TNF-a nhu rs1799964 va rs1799724 c6
thé lam thay d6i muc do phién ma ciia gen TNF-a va
da dugc ghi nhan lam tang nguy co mac bénh viém
khép vdy nén qua cac nghién ciu [3]. Bén canh dé
hién nay cac chi s6 viém huyét hoc ngay cang dugc
quan tam bai tinh thong dung, san cé va ré tién [4].
Nhimng chi s6 huyét hoc nhu SlI, NLR hay PLR da dugc
danh gia qua nhiéu nghién ctu va budc dau cho thay
day la nhiing chi dau dang tin cay cho tinh trang viém
hé thong hay stress [4]. Vé khia canh bénh vay nén,
moi lién quan gilta nhiing chi ddu viém huyét hoc nay
véi muc d0 ndng cla bénh dugc danh gid 1am sang
van chua co su théng nhat gitta cac nghién ctu [5, 6].
Su khac biét nay c6 thé phan nao duoc gidi thich qua
su khac biét vé dac diém di truyén cda tling ching
toc. Nhu vay, viéc khdo sat cdc SNP cla gen TNF-a

trong méi tuong quan véi cac chi s6 viém huyét hoc
sé gop phan dinh hudng chién lugc nghién ctu va xay
dung phac dé diéu tri ca thé hoa danh cho bénh nhan
viém khép vay nén. Trong pham vi nghién ctiu nay,
chiing téi sé tién hanh xdc dinh ty Ié ki€u gen cua da
hinh don nucleotide cia gen TNF-a (rs1799964 va
rs1799724) & hai nhém bénh va khdo sdt méi lién quan
véi cdc chi s6 huyét hoc & bénh nhdn viém khdp vay nén.

2. Déi tugng va phuong phap
2.1.Déi tuong

Nhom bénh: Gom 43 bénh nhan viém khép vay
nén (co ca tén thuong da) dugc chan doan tai Bénh
vién Da liéu Thanh phé H6 Chi Minh.

Nhom ching: Gom 43 bénh nhan vdy nén mang
khéng c6 ton thuong khép dugc chan doan tai Bénh
vién Da liéu Thanh ph6 H6 Chi Minh.

Tiéu chudn chan doéan: Chan doan xac dinh
viém khdp vay nén dua theo tiéu chudn CASPAR
(2006) [7]; xac dinh vay nén mang dua theo triéu
chiing va dau hiéu 1am sang.

Tiéu chudn chon mau:

Dan toc Kinh.

Bénh nhan dén kham hay nhap vién Bénh vién
Da Liéu thanh phd H6 Chi Minh dugc chan doan vay
nén mang hay viém khép vay nén.

Tudi > 18.

Dong y tham gia nghién ctu.

Tiéu chudn loai trcr:

Bénh nhan dang c6 bénh ly cap tinh nang.

Bénh nhan dang cé bénh ly viém man tinh.

Phu nif c6 thai va dang cho con bu.
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Bénh nhan da diéu tri thudc toan than, thudc sinh
hoc, liéu phéap anh sang trong vong 3 thang gan nhat.

2.2. Phuong phdp

Phuang phap nghién ctu bénh ching.

Nghién ctu thu nhan 43 bénh nhan viém khép
vay nén va 43 vdy nén mang (nhém ching); cac bénh
nhan & hai nhom bat cap vé dé tudi va gidi tinh.

Dac diém dich té dugc ghi nhan bang bang thu
thap théng tin.

Cac théng s6 huyét hoc dugc thu thap tu két
qua xét nghiém ctia Bénh vién Da Liéu Thanh phé
H6 Chi Minh; cac chi s6 viém dugc tinh toan tu
théng s6 huyét hoc nham phan anh tinh trang viém
hé thong, bao gém:

Chi s6 viém-mién dich hé thong (systemic
immune-inflammation index, Sll) dugc tinh theo
cong thuc:

Sl = (Neu xtiéu cdu)/Lym

Ty s6 neutrophil-lymphocyte (NLR) va platelet-
lymphocyte (PLR) dugc tinh todn dua trén gid tri
tuyét doi clia cac té bao theo cong thic:

PLR = Bach cau da nhén trung tinh /Lympho,

PLR = Tiéu cdu/Lympho

Xac dinh cac da hinh don nucleotide gen ma
hod TNF-a (rs1799964 va rs1799724): ly trich DNA tu
mau ngoai vi (2ml mau ngoai vi chira EDTA), sau dé
thuc hién ky thuat giai trinh tu Sanger véi bé moi: (F)

5-GAGCTTCAGGGATATGTGATGG-3" va (R) 3
TTGGCTTCCAAGGAACTCTG-S'.

2.3. Xirly s6 liéu

S6 lieu dugc xi ly bang phan mém SPSS 25.
Trinh bay bién sé dinh tinh duéi dang tan s6 (n) va ty
[& (%); bién s6 dinh lugng duédi dang trung binh + dé
léch chuan. Kiém tra mgi lién quan gilra hai bién
dinh tinh bang kiém dinh Chi binh phuong (hodc
kiém dinh chinh xac Fisher); kiém dinh su khac biét
gia tri trung binh cla hai mau déc 1ap bang kiém
dinh t hai mau ddc I1ap. Y nghia théng ké dugc xac
lap véi p<0,05.

2.4.Dao diic trong nghién citu

Nghién ctru dugc thong qua bai Hoi dong Dao
duc trong Nghién ctu Y sinh hoc Trudng Dai hoc Y
khoa Pham Ngoc Thach (ma s& 851/TDHYKPNT-
HDDD).

3.Két qua

Trong khoang thai gian tir thang 3 dén thang 11
nam 2023, nghién cdu cla chung téi da thu nhan 43
bénh nhan viém khdép vady nén va 43 bénh nhan vay
nén mang (nhom ching). P6 tudi trung binh cda
bénh nhan tham gia nghién ctu 1a 49,3 + 14,2 (tudi),
trong d6 nam gidGi chiém 55,8% (48/86). Ching toi
ti€n hanh khao sat mot s6 dac diém dich té gitia hai
nhém bénh nhan nhu sau:

Bang 1. Cac dac diém dich té, va Iam sang giira hai nhém bénh nhéan

Thé bénh vay nén p
Viém khép vay nén Vay nén mang OR (KTC 95%)
. o 1 co 16 (53,3) 14 (46,7) 0,651*
Hut thuoc 13 -
Khoéng 27 (48,2) 29 (51,8) 1,23 (0,51-2,98)
. cé 14 (48,3) 15 (51,7) 0,82*
Udng rugu N
Khong 29 (50,9) 28 (49,1) 0,9 (0,37-2,2)
. . . (@¢) 23 (57,5) 17 (42,5) 0,195*
Bénh dong mac -
Khéng 20 (43,5) 26 (56,5) 1,76 (0,75-4,14)
N co 8(57,1) 6 (42,9) 0,559*
Tién s gia dinh -
Khéng 35 (48,6) 37 (51,4) 1,41 (0,44-4,74)
Thaoi gian mac bénh 13,73 £ 9,01 9,35+9,96 0,035*

*Kiém dinh t hai méu déc Idp, *Kiém dinh Chi binh phuong
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Céc dac diém dich té va 1am sang nhu hat thudc 13, uéng ruou, bénh ddng mac hay tién st gia dinh déu
cho thay khong c6 su khac biét c6 y nghia thong ké & hai nhom bénh viém khép vay nén va vay nén mang.
Tuy nhién, nhdm bénh nhan viém khdép vay nén cé thai gian méac bénh trung binh cao han cé y nghia thong
ké so v&i nhém vay nén mang (p=0,035).

Chung t6i ghi nhan su phan bé kiéu gen clia cac SNP rs1799964 va rs1799724 & hai nhém bénh vay nén
mang va viém khdép vay nén nhu sau:

100

[55.4 907 |

90

p=0,596%* p=1%
80

[ |
70 65.1
60 53,5
50
395

40

30,2
30
2
20 116 g5
10 477 ’
5 o I . [l

TC ce ce cT

T

1s1799964 1s1799724

mViém khép vay nén ™ Vay nén mang
**Kiém dinh Chi binh phuong
Biéu dé 1. Phan bé ki€u gen ctia 2 SNP ctia gen TNF-a trén hai nhém bénh nhan

Ty lé ki€u gen CC cla rs1799724 chiém ty lé cao & ca hai nhém bénh nhan va khong cé khac biét c6 y
nghia théng ké. Tuang tu, ty 1& phan bé ki€u gen rs1799964 cling khéng c6 su khac biét cé y nghia théng ké
gilta hai nhédm bénh nhan (p>0,05).

Bang 2. Mdi lién quan giiia rs1799964 véi cac chi s6 viém huyét hoc
& bénh nhan viém khép vay nén (n = 43)

Ki€u gen RS1799964

TT (n=28) TC(n=13) CC(n=2) pt
Sl 743,79 £ 425,28 592,23 £228,32 796,73 + 311,07 0,458
NLR 2,51+£097 1,89 £0,58 2,39+0,58 0,117
PLR 121,24 £38,73 122,06 £ 34,52 144,59 £ 0,05 0,691

Ki€éu ALEN RS1799964

T(n=69) C(n=17) p*
Sl 715,23 £ 395,46 640,35 £ 243,28 0,458
NLR 2,39+£0,93 2,01 £0,59 0,040
PLR 121,39+ 37,44 127,36 £ 3147 0,546

'Kiém dinh phuong sai ANOVA, *Kiém dinh t hai méu déc ldp

Nhdn xét: Chi s6 Sll va NLR thap hon & bénh nhan viém khép vay nén mang kiéu gen TC so vai hai kiéu
gen con lai. D8i véi chi s6 PLR, nhém bénh nhan mang kiéu gen CC ¢6 chi s6 PLR cao hon so vai hai ki€u gen
con lai TT va TC. Bong thai, chi sé Sl cao han 8 nhém mang alen T so v6i nhdom mang alen C va nguagc lai d6i
vGi chi s6 PLR. Tuy nhién, nhiing su khac biét nay déu khéng cé y nghia thong ké (p>0,05). Mat khac, chi s6
NLR & nhom bénh nhan mang alen T cao hon nhém mang alen C c6 y nghia théng ké (p=0,040).
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Bang 3. Mai lién quan gilia rs1799724 véi cac chi s6 viém huyét hoc
& bénh nhan viém khép vay nén (n = 43)

Ki€u gen RS1799724

CC(n=38) CT(n=5) p
Sl 713,89 + 389,48 598,13 + 198,18 0,520
NLR 2,37 +0,90 1,89 £ 0,74 0,262
PLR 122,72 + 38,04 121,41 £23,93 0,941

Kiéu ALEN RS$1799724

C(n=81) T(n=5) p#
Sl 706,74 + 378,24 598,13 + 198,18 0,528
NLR 2,34+0,89 1,89+0,74 0,272
PLR 122,64 + 36,97 121,41 £23,93 0,942

*Kiém dinh t hai méu déc lap

Nhdn xét: Chi s6 SIl 8 nhom bénh nhan viém
khép vay nén co kiéu gen CC cao hon so véi nhiing
bénh nhan mang kiéu gen CT. Trai lai chi s6 NLR &
nhiing bénh nhan mang kiéu gen CC lai thap hon.
Mat khac, chi s6 PLR lai c6 su tuong déng & ca hai
nhém bénh nhan mang kiéu gen CC va CT. Bén canh
do, chi s6 Sll 8 nhém bénh nhan mang alen C cao
hon nhém mang alen T va ngugc lai d6i véi chi s6
NLR. Trong khi d@é chi s6 PLR & ca hai nhém mang
alen T va alen C khéng c6 su khac biét dang ké. Tuy
nhién, nhiing su khac biét trén déu khéng cé y
nghia thong ké (p>0,05).

4. Ban luan

Nghién ctu clia ching t6i thu nhan 43 bénh
nhan viém khép vay nén va 43 bénh vdy nén mang
la nhém chiing. Dé tudi trung binh clia bénh nhan
trong nghién cu ching téi kha gan véi cac nghién
clru vé vay nén tai Viét Nam. Nam gidi chiém ty lé
cao hon nit gi6i, phu hop véi dic diém ca ché bénh
lién quan gidi tinh. Qua khao sat, chung t6éi khong
ghi nhan su khac biét vé cac dac diém dich té hoc
(ubng rugu, hat thuéc, bénh déng mac va tién st gia
dinh). Tuy nhién, cé su khac biét c6 y nghia théng ké
vé thoi gian mac bénh gitta hai nhom bénh viém
khép vay nén va vay nén mang (p=0,035). Diéu nay
c6 thé dugc gidi thich qua co ché bénh sinh cla
bénh vay nén la mot bénh viém hé théng va bénh
¢6 xu hudng tién trién dén tén thuong cac khdp do
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cac héa chat viém luu hanh trong méu va ldng dong
tai cac khép sau nhiéu nam dién tién bénh [8].

Khi st dung ky thuat gidi trinh tu Sanger dé
khao sat cac SNP cla gen TNF-g, ching t6i nhan
thay ddi véi SNP rs1799964, ty Ié kiéu gen TT cao
hon & bénh nhan viém khdp vay nén, trong khi kiéu
gen TC va CC lai xuat hién nhiéu hon & bénh nhan
vay nén mang; trong khi dd, SNP rs1799724 lai co ty
I& ki€u gen di hgp ti CT xuat hién nhiéu trén viém
khép vay nén. Tuy nhién, nhiing su khac biét nay
gitra hai nhdm bénh nhan la khéng cé y nghia théng
ké (p>0,05). Méi lién quan gitta cac SNP va viém
khép vay nén da dugc danh gia tu lau, va gan day,
mét nghién cliu phan tich gop da xac nhan vai tro cla
SNP rs1799724 cling nhu rs1799964 lam tang nguy co
viém khdp vay nén [3]. Mot nghién cliu clia tac gia K.
Reich va cong su thuc hién trén nhiing bénh nhan da
trang ngudi Duc nhan thay co su khac biét vé phan bé
ki€u gen clia cac SNP ctia TNF-a gilra hai nhom viém
khdép vay nén va vay nén mang [9]. Qua dé cang cling
c6 tam quan trong clia nhiing nghién cdu di truyén
hoc trén tiing quan thé khac nhau.

Cac chi dau viém huyét hoc nhu SlI, NLR va PLR
ld nhiing chi ddu thé hién dugc hai mat cta hé
théng mién dich bao gbm mién dich bdm sinh
thong qua dap Ung cla céac té bao viém nhu té bao
bach cau da nhan trung tinh va mién dich thich ng
thong qua su biéu hién cua té bao lympho [4]. Cac
chi ddu nay hién nay dang dugc nghién ctu va tng
dung ngay cang réng rai trong viéc danh gia muc do
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viém hé théng & nhiéu bénh khac nhau nhu ung
thu, xo vita ddng mach hay nhiém trung huyét [4].
Cho dén nay nhiéu nghién ctu da dugc thuc hién va
cho thay nhimng chi dau viém huyét hoc nay cé maéi
lién quan thuan vai cac chi dau sinh hoc khac nhu
CRP, hs-CRP cling nhu d6 nang lam sang dugc danh
gia qua thang diém PASI [5, 6]. Gan day, mot nghién
clu cla tac gid Wang Ziren va cdng su thuc hién
trén quan thé ngudi Trung Quéc da cho thay su két
hop cta cac SNP vung promoter clia gen TNF-a va
céac chi s6 nhu NLR, PLR c6 thé tién lugng dugc muc
do hiéu qua va an toan khi diéu tri véi TNF-a [10].
Tuy nhién cho dén nay, theo nhiing gi ching t6i tim
hiéu dugc, chua cé nghién ctru nao khao sat mai lién
quan gilta cadc SNP clia gen TNF-a va cac chi dau
huyét hoc nay. Két qua phan tich cta nghién cdu
nay cho thdy nhom bénh nhan viém khép vay nén
mang alen T cGia SNP rs1799964 c6 chi sé NLR cao
hon ¢ y nghia thong ké so véi nhém mang alen C
(p=0,040). Qua d6 ggi y nhém bénh nhan viém khép
vay nén mang alen bién thé C ¢6 tinh trang viém hé
théng it nang né hon so v6i nhém mang alen T.

Han ché chu yéu cla nghién cttu nay nam & c&
mau nhd va chua danh gia dugc tuong quan gilia
cac SNP gen TNF-a va néng do TNF-a huyét thanh
cla bénh nhan. Cac nghién ctru trong tuong lai can
dugc thiét ké nham khac phuc nhiing han ché trén.

5. Két luan

Nghién cttu cla ching t6i chua ghi nhan su khac
biét c6 y nghia théng ké cta phan b6 kiéu gen
rs1799964 va rs1799724 & hai nhdm viém khép vay
nén va vay nén mang. Tuy nhién, nghién cttu ghi nhan
dugc nhom bénh nhan viém khép vay nén c6 thai
gian mac bénh cao hon c6 y nghia théng ké so véi
nhém bénh nhan vay nén mang (p=0,035). Mat khac,
ching t6i cling ghi nhan chi s6 NLR & nhém bénh
nhan viém khdép vay nén mang alen T cao hon c6 y
nghia théng ké so véi nhom mang alen C (p=0,040).
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