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40 tubi va nhém ngudi tir 40-60 tudi (p = 0,31).
Khi ti€n hanh so sanh giita cac nhém khac thi su

Bang 4. Két qua siéu am tim doppler tim

khac biét déu c6 y nghia thong ké.

Thong s6 TuGi <40 | Tudi40-60 | Tudi >60
(n=23) (n=29) (n=17) pt | p2 | p3 | pd
[VMI (g/m?) | 69,7 £6,1 | 73,0 16,2 | 631 % 10,7 | 0,37 | 0,34 | 0,10 | 0,01
LAV (mim?) | 27.1+49 | 288%84 | 26756 | 051 | 0,35 | 0,90 | 0,32
Dd (mm) 410x37 | 447%37 | 41,236 | 021 | 0,02 | 0,61 | 0,01
EF (%) 680+44 | 685+71 | 702%68 | 0,67 | 0,82 | 0,52 | 0,38
& vach (cmjs) | 9,7 £2,3 8,4 %18 6612 | 0,0 | 0,03 | 0,00 | 0,01
& bén(cm/s) | 13,3%3,0 | 10221 | 84%20 | 0,0 | 00 | 0,00 | 0,00
E/A 1303 11£0,/ 0,8£0,3 | 0,00 | 0,20 | 0,00 | 0,048
E/e’ bén 505+ 088 | 754=225 | 80527 | 022 | 031 | 012 | 0,23
PA-TDI (ms) | 83,2%9,3 | 87,3%176 | 97,1 13,8 | 0,00 | 0,31 | 0,00 | 0,03

pl: so sanh gitta 3 nhdm tudi; pl: so sanh
gita nhdm < 40 tudi va nhdm 40-60 tubi p2: so
sanh gilta nhdm < 40 tudi va nhdm 40-60 tudi; p3:
s0 sanh gilta nhém < 40 tudi va nhdém >60tudi; p4:
so0 sanh gitfa nhém 40-60 tudi va nhdm >60 tudi.

Chdng t6i ti€n hanh phan tich hoi quy tuyén
tinh gitra PA-TDI v&i mot s6 thong s6 lam sang,
can lam sang clia 69 ngugi binh thudng trong
nghién cu (bang 5). Két qua cho thay PA-TDI
tuong quan thudn mic dd nhe véi dé tudi, nhém

tudi vGi hé s6 r tuang (ng 1a 0,26 va 0,34. PA-
TDI tudgng quan nghich bién mirc dé nhe vdi chi
s6 khdi lugng cg that trai (r= -0,28, p=0,02), €’
vach (r = -0,27, p = 0,03), €' bén (r =-0,27, p =
0,02). Khong cé tuong quan tuyén tinh gilra PA-
TDI véi gidi, BSA, BMI, huyét ap, nhip tim, chi s6
thé€ tich nhi trdi. Phan tich hdi quy da bién cho
thdy nhom tudi va ti 18 e/a tuong quan tuyén
tinh thuan véi PA-TDI 6 mic d6 vira véi hé so r
tuong Ung la 0,63 va 0,50.

Bang 5. Chi sé tuong quan cua cac chi sé6 voi PA-TDI

Bién s Phan tich tuyén tinh don bién Phan tich tuyén tinh da bién
r Khoang tin cay 95% |Giatrip| r | Khoang tin cdy 95% | Gia tri p

Tuoi 0,26 0,03 + 0,58 0,03 |-0,29 -1,16 + 0,33 0,26
Nhém tudi [ 0,34 0,01 + 0,03 0,00 0,63 3,28 + 34,36 0,02
Gigi 0,16 -0,00 + 0,01 0,20 0,20 -8,98 + 24,13 0,36
BSA 0,20 0,00 + 0,00 0,10 |-0,23 95,66 + 39,86 0,41
BMI 0,16 -0,02 + 0,08 0,20 0,35 -0,36 + 4,45 0,09
HATT -0,13 -0,31 + 0,09 0,29 |-0,08 -0,67 + 0,46 0,70
HATTr -0,13 -0,24 + 0,07 0,29 -0,07 -0,95 + 0,65 0,71
Nhip tim 0,20 -0,04 = 0,39 0,11 0,19 -0,13 + 0,61 0,19
LAVi -0,12 -0,16 + 0,06 0,34 0,03 -0,66 + 0,78 0,87
LVMI -0,28 -0,43 + -0,04 0,02 -0,10 -0,49 + 0,25 0,52
E/A 0,16 -0,00 + 0,01 0,19 0,50 6,31 + 23,31 0,00
e/e’bén | 0,19 -0,02 + 0,06 0,19 |-0,27 -4,53 + 0,75 0,16
e’ vach -0,27 -0,07 = -0,00 0,03 -0,04 -4,36 + 3,75 0,88
e’ bén -0,27 -0,10 = -0,01 0,02 -0,45 -7,46 + 0,53 0,09
EF -0,02 -0,11 + 0,10 0,86 0,01 -0,67 + 0,73 0,93

IV. BAN LUAN

4.1. Tri s6 PA-TDI & ngudi binh thuong.
Két qua nghién cru cta chdng toi trén 69 ngudi
khéng mac bénh tim mach, khdng cé nhing yéu
t6 nguy cd tim mach quan trong cd thé thay doi
(tang huyét ap, dai thao dudng), gia tri PA-TDI do
trén Doppler mod trung binh la 88,3 £ 15,1ms.

So sanh v8i mot s6 nghién clru clia cac tac
gid nudc ngoai cong b6 gan day, chung toi thay
thai gian kich hoat nhi trai toan b6 (PA-TDI)

trong nghién cfu clia ching t6i ngan hon vdi PA-
TDI trong nghién clfu cla nhiing tac gia nay.
Rexhepi [2] va cdng su ti€n hanh nghién cru
PA-TDI cua 40 ngudi khong dai thao dutng va
khéng mac bénh tim mach, tac gia cho biét, thoi
gian kich hoat nhi trai toan b6 trung binh trong
nghién clfu cla tac gia la 124,3+9,4 ms. Chlng
toi cho rdng d6i tugng nghién clru cla tac gia cd
tudi d&i cao hon (50,2 + 7,8 va 48,1 + 17,8),
chi s6 thé tich nhi trai 16n hon (29,0 £ 3,4 ml/m?
va 27,8 =+ 6,8 ml/m?), BMI cao han (28,17 + 4,9
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kg/m? va 20,7 £ 3,1kg/m?) va day co thé la
nhitng yéu t6 lam cho thdi gian kich hoat nhi trai
toan bo trong nghién ciu cla tac gia kéo dai han.

Tac gia About va cong su’ cho biét, trong 386
ngudi khdong mac bénh tim cdu trdc, thdi gian
kich hoat nhi trdi toan bo PA-TDI la 129 + 27
ms. Chlng t6i cling nhan thdy rang, ddi tugng
nghién cfu cla téc gia cling cao tudi han, tudi
trung vi 58 (16 - 91), nhiéu ngudi tir 60 tudi trg
Ién, nhat Ia ¢ nhdm > 75 tudi: nhdm tudi < 45
(trung binh 34+8), nhdm 45-54 tudi (trung binh
49+3), nhém 55-64 tudi (trung binh 59+3),
nhém 65-74 tudi (trung binh 69+3), nhém >75
tudi (trung binh 80+4). P&i tugng nghién cliu
bao gom ca nhiing bénh nhan THA, rGi loan lipid
mau dang hodc cac bénh tim mach khac dang
phai dung thudc, siéu am tim khéng cé bénh tim
cau tric.

4.2, Mot s0 yéu to tac dong dén thoi
gian kich hoat nhi trai toan bo

4.2.1. Tuéi. Cac nghién cltu d3 chi ra rang
th&i gian PA-TDI tdng theo tudi, cho thdy thdi
gian tin hiéu dién truyén qua tam nhi bi kéo dai
dan. Diéu nay cd thé Ia do nhirtng thay dGi lién
quan dén tudi 8 md tAm nhi, chdng han nhu xo
hda. Su tai cdu tric nay cd thé trg thanh bénh ly
va tao cd s§ cho su hinh thanh rung nhi hodc
dan dén suy tim. Viéc phan biét gitra tai cau trdc
nhi trai sinh Iy va bénh ly khdng phai dé dang.
Cac ky thudt chan doan hinh anh khéng xam Ian
hién nay cho phép xac dinh kich thudc va hinh
dang clia nhi trdi cling nhu ddc diém mé cd nhi
trai. Nhi trai gian va dau hiéu xd hoda trén hinh
anh cong hudng tur la dac trung cla tai cau trdc.
Tuy nhién, gian nhi trai thudng khong dac hiéu,
mat khac xac dinh hinh anh xd hda trén cong
hudng tir doi hoi trinh do vé thu thap va x{r ly
hinh anh.

Mot s6 nghién clu da chi ra su phu thudc
vao tudi cla thdi gian PA-TDI. Erdem va cdng su
[3] da ching minh trén 80 d6i tugng khoe manh
tlr 20 dén 40 tudi rang thdi gian PA-TDI ting
theo tudi. Weijs va cong su’ [4] da danh gia cac
moi tugng quan cla PATDI & 427 bénh nhan va
bao cdo thdi gian PA-TDI trung binh la 157,22
ms, trong khi tudi lién quan déc lap v&i PA-TDI
kéo dai trén phan tich da bién (m0| 10 ndm tudi
tang co lién quan véi 5 ms tang PA-TDI). Tuy
nhién, nghién cffu nay bao gdm mdt phd rdng
bénh nhan (cé tién st rung nhi, suy tim va bénh

van tim), va do dé, cac gia tri PA-TDI phan anh
nhiéu han la chi anh hudng cda lao hda.

4.2.2. Tén s6 tim. Mac du nhip tim cd thé
anh hudng dén hinh anh dién tim va cé kha
nang anh hudng dén viéc do thdi gian song P,
nerng thai gian dan truyén nhi cg ban, dugc do
bang PA-TDI, van terng ddi on dinh & nhip tim
binh thudng theo mot sO tac gia. Nghién cltu cla
ching to6i khéng ghi nhan mdi tugng quan tuyén
tinh gira PA-TDI va tan s0 tim.

4.2.3. Huyét gp. PA-TDI c6 thé dai hon &
nhirng ngudi tang huyét ap va hodc dai thao
dudng. Tuy nhién trong nghién cfu cGa chdng
t6i & nhitng ngudi khong tang huyét ap va khéng
bi dai thdo dudng, PA-TDI khéng c6 mdi tuang
quan tuyén tinh véi huyét ap.

V. KET LUAN

1. Thdi gian kich hoat nhi trai toan bo la 88,3
+ 15,1 ms, ngudi dudi 40 tudi la 83,2 £ 9,3 ms,
tir 40-60 tudi 1a 87,3 £ 17,6 ms, trén 60 tudi la
97,1 £ 13,8 ms. Su khac biét giita cac nhom
tudi 13 cd y nghia thdng ké.

2. Thdi gian kich hoat nhi trdi toan bo &
ngudi binh thudng tuong quan tuyén tinh thudn
vGi tudi (0,26; p<0,05), chua thdy mdi tuong
quan vdi cac thong s6 khac nhu gidi tinh, BMI,
nhip tim, huyét ap, chi s6 thé tich nhi trai, chi s6
khoi lugng co that trai.
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PA HINH PON NUCLEOTIDE GEN STAT4
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O’ BENH NHAN VIEM THAN LUPUS

TOM TAT

Muc tiéu: tim hiéu tinh da hinh don nucleotide
rs7582694 gen STAT4 & bénh nhan viém than lupus
(VTL). Poi tugng va phucong phap nghién ctu:
m6 ta cat ngang, hdi ciru 152 trudng hgp bénh nhan
mac VTL diéu tri ndi trd tai Bénh vién Bach Mai tur
thang 01/2014 dén thang 02/2017. Két qua: Ty Ié
ki€u gen C/G & vi tri rs7582694 cua gen STAT4 d
nhém bénh VTL cao hon nhém cerng, khac biét co y
nghia thong ké vai p<0,05. Ngu’dl mang alen C c6
nguy cd mac VTL cao gap 2 lan nguGi khong mang
alen C (95% CI: 1,14-3,19), Véi p<0,05. Bénh nhan co
mang alen C tai vi tri rs7582694 6 ty Ié dugng tinh
vGi khang thé khang dsDNA cao hon bénh nhan khdng
mang alen C gdp 2,51 [an (95% CI: 1,24-5,06),
p=0,008. Nhitng benh nhan mang alen C cO nguy co
gap ton thu’dng than class III cao gap 11,4 lan so vdi
bénh nhan gap ton thuong class I+II khong mang
alen C; vdi ton thu‘dng class IV-S la 13 lan va IV-G la
8,9 Ian Két luan: Da hinh don nucleotide rs7582694
gen STAT4 ddng vai trd quan trong trong cd ché& bénh
sinh cling nhu nguyén nhan gay VTL.

Tur khoa: VTL, da hinh don nucletotide.

SUMMARY
SINGLE NUCLEOTIDE POLYMORPHISM OF
STAT4 GENE IN PATIENTS LUPUS

NEPHRITIS

Objective: to study the single nucleotide
polymorphism rs7582694 of STAT4 gene in patients
with lupus nephritis. Methods: cross-sectional,
retrospective study of 152 cases of lupus nephritis
patients treated as inpatients at Bach Mai Hospital
from January 2014 to February 2017. Results: The
C/G genotype rate at position rs7582694 of the STAT4
in the lupus nephritis group was significantly higher
than that of the control group with p<0.05. People
carrying allele C had a risk of lupus nephritis twice as
high as people not carrying allele C (95% CI: 1.14-
3.19), with p<0.05. Patients carrying the C allele at
position rs7582694 on the STAT4 gene had a 2.51-fold
higher rate of anti-dsDNA antibody positivity than
patients not carrying the C allele (95% CI: 1.24-5.06),
p=0.008. Patients carrying the C allele had an 11.4-
fold higher risk of class III renal damage than patients
with class I+II damage who did not carry the C allele;
with class IV-S damage being 13 times higher and IV-
G damage being 8.9 times higher. Conclusion: Single
nucleotide polymorphisms rs7582694 of the STAT4
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gene play an important role in the pathogenesis as
well as the cause of lupus nephritis. Keywords: lupus
nephritis, single nucleotide polymorphisms.

I. DAT VAN DE

Lupus ban dé hé thdéng (Systemic Lupus
Erythematosus - LBDHT) la mot bénh tu mién
dién hinh cla t6 chic lién k&t ma nguyén nhan
va cd ché bénh sinh van chua thuc su dudc ro
rang. Nguyén nhan cla bénh dugc biét dén la da
yéu t6, lién quan nhiéu dén gen, hormon gidi
tinh va cac yéu t6 moi trudng. Tén thuang than
trong LBPHT la mét trong nhitng t6n thuong
quan trong va thudng gap, ty I€ bénh nhan
LBPHT c6 tdn thuong than giao ddng tir 40-
70%, trong d6 khoang 10-15% nhém bénh nhan
nay tién trién thanh bénh thdn man giai doan
cudi [1]. Su phét trién cua sinh hoc phan ti
trong nhirng nam gan day da chirfng minh dugc
yéu td di truyén khéng chi co vai trd tham gia
trong cd ché bénh sinh cia LBDHT ma con anh
hudng dén biéu hién cla bénh va mlc dd ning
cla bénh [2]. Han 50 gen dugc chiing minh la
c6 lién quan trong cd ché bénh sinh clia bénh va
mot s6 gen da dugc chdng minh tac dong anh
hudng dén bi€u hién 1d&m sang, cdn 1&m sang
cling nhu mdc d6 nang clia LBDHT va VTL [3].
Gen STAT4 la 1 trong s6 hon 50 gen dugc
nghién c(tu khang dinh c6 lién quan dén co ché
bénh sinh va mifc do nang cta LBDHT [4]. Gen
STAT4 lién quan dén qua trinh tang san xuat
Interferon type 1 va cac tu khang nguyén la
nhitng yéu t6 lién quan mat thiét dén cd ché
bénh sinh va dién bién cla VTL. M6t s6 nghién
ciu trén thé gidi cho thdy da hinh don
nucleotide rs7582694 gen STAT4 c6 thé lam tang
nguy cd mac LBDHT & nhém dan s6 Ba Lan,
Phan Lan va mot s6 dan toc chau A nhu Trang
Qudc, Nhat Ban [5, 6]. Xuat phat tir nhitng van
dé trén, dé tim hiéu yéu td di truyén anh hudng
dén mdc dd ndng cla bénh cling nhu tén
thuong trén mé bénh hoc & nhitng bénh nhan
VTL, ching t6i ti€n hanh nghién clru: “Khao sat
da hinh don nucleotide gen STAT4 trong VTL”
vd@i 2 muc tiéu:

1. M6 tad tinh da hinh don nucleotide
rs7582694 gen STAT4 & nhom bénh nhan VTL;

2. Tim hiéu tinh da hinh don nucleotide
rs7582694 gen STAT4 vGi mot sO yéu to lam
sang, can lam sang.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U
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2.1. Poi tudgng nghién clru

Pugc chia thanh 2 nhém: - Nhom bénh gom
152 bénh nhan VTL dudc chan dodn va diéu tri
tai Khoa Than - Tiét ni€u Bénh vién Bach Mai tur
thang 01/2014 dén thang 02/2017.

- Nhém chiing gdbm 76 ngudi khdée manh
dugc lua chon c6 tudi trung binh va ty 1& nam/nit
tuang (ng nhdm bénh dé phan tich da hinh gen
STATA4.

2.2. Phuong phap nghién ciru

Thiét k& nghién clru: mod ta cdt ngang c6 d6i
chiring. Nghién ctru héi clu.

Cac budc ti€én hanh nghién ciru: hoi clu tuor
ho6 sa bénh an thu thap cac thong tin:.

- Triéu chdng lam sang, can lam sang.

- Cac budc phan tinh da hinh gen STAT4 tai
Trung tdm Gen-Protein Trudng Dai hoc Y Ha Noi.

+ Tach chiét DNA tir mau mau toan phan
bang kit Wizard® Genomic DNA Purification
(Promega Corporation, USA). Ly 2ul san pham
DNA tach chiét dé€ kiém tra dé tinh sach va ndng
d6 DNA bdng phuong phap do méat dé6 quang OD
bang may NanoDrop 1000 (Thermo).

+ Thiét k€ moi PCR cho phan Uing PCR-RFLP.

+ Dung phdn (ng nhdn gen (PCR) dé
khuéch dai doan gen chira da hinh nucleotide
dan (SNP): phan (ng khuéch dai DNA c6 ch(ra
cac da hinh bdng phuong phap PCR co diéu kién
nhu sau:

95°C — 5 phdt; (95°C — 30 gidy; Tm (58°C) —
30 gidy; 72°C — 30 phut) x 35 chu ky; 72°C - 5
phut. Sau d6 gitf san pham & 4°C. Sir dung 3 pl -
5 ul san phdm PCR U vGi enzyme cét.

+ Cat gidi han HpyCHA4III (Promega, USA);
enzyme nay nhan biét vi tri cdt ACN/GT cd SNP
rs7582694 cla gen STAT4.

+ San phdm cdt véi enzyme dudgc dién di
trén gel agarose 3%. Sau khi chay dién di, tién
hanh doc két qua dudi may doc UV.

+ Kiém tra ngau nhién 05 mau véi cac kiéu
gen khac nhau: CG, GG, CC cta da hinh
rs7582694 gen STAT4 béng phuong phap giai
trinh tu gen Sanger dé kiém tra dd chinh xac cta
phuong phap RFLP-PCR.

Giai trinh ty Sanger: Trinh tu nucleotide
quan tam dugc xac dinh trén nguyén tac cua
phudng phap Sanger: tao ra cac doan DNA mot
sgdi hon kém nhau mét nucleotide, két thic bdi
cac ddNTP da dugc danh dau huynh quang. Chu
trinh nhiét cho phan (ng PCR trong may
GenAmp® PCR Syst 9700 nhu sau: 96 °C - 1
phit; (96 °C - 10 gidy; 50 °C - 5 gidy; 60 °C - 4
phut) x 25 chu ky. Sau d6 gilt san phdm & 4 °C.

2.3. Tiéu chuan chan doan
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- Tiéu chudn chén doéan lupus ban dé hé
théng: chan dodn LBDHT dua theo tiéu chudn
SLICC 2012 gbém 11 tiéu chudn Iam sang va 6
tiéu chuan can 1dm sang, chan doan xac dinh khi
6 it nhat 4 tiéu chudn (cé it nhat 1 tiéu chuén
lam sang va 1 tiéu chun can 1dm sang) [6].

- Chan doan VTL: bénh nhan dugc chén
doan VTL khi dugc chan doan LBPHT theo SLICC
2012 kém theo cd protein niéu 24 gid > 0,5 gr,
c6 thé cd kém theo suy than hodc céc biéu hién
than khac nhu: dai mau, tru niéu,...

2.4. XU ly s0 liéu. Cac s0 liéu dudc quan ly
trén phan mém STATA 12.0

- Tinh s8 trung binh cdng, d6 léch chuén:

+ So sanh 2 nhom: t-student test va Mann
Whitney test.

+ So sanh >2 nhém: ANOVA test va Kruskal
Wallis test.

- Tinh ty 1é phan trdm, so sanh ty 1€ phan
tram: x2 va Fisher’s exact test.

- Tinh chi s6 nguy cd OR (Odds Ratio):
phuang trinh hoi quy Logistic.

- K&t qua kiém dinh dugc danh gia cd y nghia
thong ké vdi gia tri p<0,05 (d6 tin cay trén 95%).

Il. KET QUA NGHIEN cU'U

3.1. Két qua xac dinh da hinh
rs7582694 gen STAT4 bang ky thuat PCR—
RFLP. S dung ky thudt enzym cét giGi han
PCR-RFLP. Enzym HpyCH4III nhan biét cat
ACN/GT tai vi tri da hinh rs7582694 gen STATA4.
Dién di san phadm trén agarose 3% va chup hinh
bdng hé théng EC3 Imaging system.

(#) C1 C2 C3 C4 C5 P1 P2 P3 P4 P5 MK

<338bp
<«258bp

Hinh 1. San pham cat enzym tai vj tri
rs7582694 cua gen STAT4 bang enzym
HpyCHA4IIT

Két qua giai trinh tu kiém tra do dic hiéu
clia san pham PCR-PRFP.

K&t qua cdt enzym giGi han tai vi tri
rs7582694 cla gen STAT4 dugc kifm tra lai
bang ky thuat giai trinh tLr gen.

BT 1 A VTS LAY LA
Hinh 2. Két qua glal trmh tu'san pham PCR
chira rs7582694 cua gen STAT4 tuong ing

vdi kiéu gen GG, CG, CC
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Bang 1. Ty 1é kiéu gen STAT4 vi tri
rs7582694 nhom nghién ciru
Bénh Chirng

3.2. Ty 1é kiéu gen STAT4 vi tri
rs7582694 nhom nghién ciru. Nhém bénh

nhén VTL cd kiéu gen C/G cao han nhém chiing,
khac biét cé y nghia théng ké véi p<0,05. Ngudi
mang alen C c6 nguy cé méc VTL cao gép 2 lan

';':: (n=152)| (n=76) (95‘2/':(:1) p | ngudi khong mang alen C (95% CI: 1,14-3,19),
n (%) | n (%) vGi p<0,05 (Bang 1).

G/G |60 (39,5) |43 (56,6) 1 3.3. Phan bd tinh da hinh gen STAT4
1.95 rs7582694 véi dac diém lam sang va can

C/G |87 (57,2) |32 (42,1) (1,11-3,42) 0,02*| |am sang. Bénh nhan cé mang alen C tai vi tri
3,58 7582694 trén gen STAT4 cé ty € dudng tinh véi

C/C | 5@EB3) | 1A3) (0,40-31,8) 0,25 khdng thé khang dsDNA cao han bénh nhén

C/G+ , N khong mang alen C gap 2,51 lan (95% CI: 1,24-

c/c |92(60,5)|33 (434) | 4 1473 19 (0:015%  5,06), p=0,008 (Bang 2).

Badng 2. Phdn bé tinh da hinh rs7582694 gen STAT4 vdi dic diém Idm sang va cdn Idm sang

GG GC cc GC/GG CC/GG GC+CC/GG
Triéu chitng | (n=60) | (n=87) | (n=5) | OR(95%CI) | OR(95%CI) | OR(95%CI)
n(%) | n(%) | n(%) p p p
oo 30 51 4 [ 1,42(0,73-2,76) | 4(0,4-39.74) | 1,49(0,77-2,88)
(50,0) | (58,6) | (80,0) 0,3 0,2 0,24
Da nhay cam | 31 41 o | 083(0,43-1,62) j 0,75(0,39-1,45)
anh sang (51,7) (47,1) 0,59 0,39
Y i1 17 1,08(0,46-2,52) 1,01(0,43-2,39)
Viemkhop | 183y | (19,5) 0 0,86 - 0,98
T6n thuong GBm| 3 3 1 10,68(0,13-3,51) | 4,75(0,38-59,9) | 0,86(0,19-4,02)
thankinh | (50) | (34) | (20,0) 0,64 0,18 0,85
Tran dich mang| 37 56 4 [1,12(0,57-2,22) |2,49(0,25-24,35)| 1,17(0,59-2,29)
phdifim | (61,7) | (644) | (80,0) 0,74 0,42 0,66
Khang thé ANA| 54 83 5 [2,31(0,61-8,65) - 3,44(0,65-9,17)
(+) (90,0) | (954) | (100) 0,2 0,17
Khang the 54 83 5 [2,32(1,154,69) - 3,51(1,24-5,06)
dsDNA (+) | (90,0) | (95.4) | (100) 0,016* : 0,008*
" 25 40 3 [1,19(0,61-2,32) | 2,1(0,32-13,83) | 1,23(0,64-2,38
Tang huyetap | 417y | (46,0) | (60,0) (0,61 )| # 0,43 : (0,54 )
ABT ching 32 29 3 [1,13(0,58-2,19) | 1,31(0,2-8,56) | 1,14(0,59-2,19)
thanhv | (53,3) | (56,3) | (60,0) 0,72 0,78 0,7

3.4. Méi lién quan giira phan b6 kiéu gen STAT4 va diém SLEDAI.

C4 5 bénh nhan mang alen C déu ndm trong nhdm bénh nhan cé diém hoat déng cao va rét cao,
tuy nhién khéng tim th3y su khac biét vé ty 18 phan bd ki€u gen vdi mirc d6 hoat ddng bénh qua chi
sO6 SLEDAI, khac biét khong c6 y nghia thong ké véGi p>0,05 (Bang 3).

Bang 3. Méi lién quan giifa phian bé kiéu gen STAT4 va diém SLEDAI

SLEDAI |GG (n=60)[GC (n=87)| CC(n=5) | GC/GG OR GC+CC/GG OR
n(%) | n(%) | n(%) (95%CI) p (95%CI) p
Hoat dg;‘ﬁ trung | g(133) | 12 (13,8) 0 1 1
Hoat dong cao | 27 (45,0) | 38 (43,7) | 1(20,0) |0,94 (0,34-2,61) 0,9 |0,96 (0,35-2,67) 0,94
Hoat dong rat cao| 25 (41,7) | 37 (42,5) | 4(80,0) 0,99 (0,35-2,76) 0,98| 1,1 (0,39-3,04) 0,86

3.5. Moi lién quan giira ty I1é phan bo
ki€u gen STAT4 va phan loai mé bénh hoc
theo ISN/RPS. 2003 Bénh nhan mang alen C
cd nguy co gap tén thuong than class III cao

gap 11,4 lan so vdi bénh nhan gdp ton thucng
class I+II khéng mang alen C; véi ton thuong
class IV-S la 13 [an va IV-G la 8,9 lan, khac biét
c6 y nghia thong ké véi p<0,05. (Bang 4).

Bang 4. Méi lién quan giira ty Ié phan bé kiéu gen STAT4 va phén loai mé bénh hoc

theo ISN/RPS 2003

[ Phan loai |GG n=60]GC n=87] CCn=5 |

GC/GG OR | GC+CC/GG OR |
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class n (%) n (%) n (%) (95%CI) p (95%CI) p
Class I+II | 6(10,0) 1(1,2) 0(0) 1 1
Class III 10 (16,7) | 19 (21,8) 0(0) |11,4(1,2-108,3)0,03* 11,4(1,2-108,3) 0,03*
Class IV-S | 12(20,0) | 24 (27,6) | 2(40,0) | 12(1,3-111,3) 0,03* 13 (1,41-120,3) 0,02*
Class IV-G | 23(38,3) | 31(35,6) | 3(60) |8,09(0,91-71,9)0,08| 8,9(1,001-78,6) 0,05*
Class V 0(15,0) [ 12(13,8) | 0(0,0) 8 (0,81-78,7) 0,08 8(0,81-78,73) 0,08
IV. BAN LUAN xuét khang thé khang dsDNA da dugc tim thay &

Gen STAT4 ndm trén nhiém sic thé 2q32.3,
bao gébm 24 exon cé kich thudc 120 kb. STAT4
thudc ho STAT dudgc biéu hién trong lympho bao,
dai thuc bao va cac té€ bao dudi gai, ma hda mot
nhan t6 phién ma nam trong nguyén sinh chat.
STAT4 truyén cac tin hiéu noi bao gay ra bdi cac
cytokine bao gom interleukin-12 (IL-12), IL-23,
IL-27 va interferon typ 1 (IFN-1) [7]. Khi c6 tin
hiéu tr cytokine, STAT4 dudc phosphoryl hda va
dudc van chuyén vao nhan va déng vai trd chinh
lam gia tang t€ bao Thl phu thudc IL-12. Vi cac
t€ bao Th1 va cac té€ bao Th17 lién quan dén cac
bénh ly viém man tinh va tuw mién nén c6 thé
dong mot vai tro quan trong trong qua trinh sinh
bénh cua cac bénh nay. Két qua nghién clru cla
chuiing t6i cho thay co su khac biét trong phan bd
ki€u gen STAT4 vi tri rs7582694 giita nhém bénh
nhan VTL véi nhdm chiing. Cu thé ty 1& phan bd
kifu gen bénh/ching nhu sau: kiéu gen GG
39,5%/ 56,6%; CG 57,2%/ 42,1%; CC 3,3%/
1,3%. Ngudi mang alen C c6 nguy cé mdc VTL
cao gap 2 lan ngudi khong mang alen C (95%
CI: 1,14-3,19), vGi p<0,05. Nghién cltu cua Piotr
Piotrowski va cong su’ cho thay alen nguy cg trén
gen STAT4 rs7582694 c6 thé lam tdng nguy co
mac bénh LBDHT trong dan s6 Balan [5]. Diéu
nay tuong tu nhu nghién ctu gan day cla tac
gid Luan va cong su [8] trong khi nghién clru
cla chung téi nhitng ngudi mang alen C vi tri
rs7582694 trén gen STAT4 c6 nguy cd mdc bénh
cao gap 2 lan so vdi nhitng ngudi khdng mang
alen nay. Khong chi vi tri rs7582694 dugc danh
gia ma mot so vi tri SNP khac trén STAT4 cling
dudc nghién clu, trong do su két hgp cla da
hinh STAT4 G/T (rs7574865) véi su’ phat trién
cla LBDHT cling da dudc quan sat ¢ cac nhom
dan téc chau A khac nhu: HOong Kong, Trung
Quoc va Nhat Ban [6].

Trong nghién clu cla chang t6i, nhirng
bénh nhan c6 cac ki€éu gen STAT4 C/C hodc G/C
c6 nguy co dai mau va ty 1é khang thé dsDNA
cao hon 2,5 [an so vdi nhém khdng mang ki€u
gen nay, p< 0,05. Triéu chirng dai mau va
duong tinh vai khang thé dsDNA ciing la hai biéu
hién kha d&c trung cla ton thuang VTL. Mot méi
lién hé gilta da hinh STAT4 G/C (rs7582694)
hoac STAT4 G/T (rs7574865) dGi vGi viéc san
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ngudi Thuy Dién va ngudi My goc chau Au [9].
Gen STAT4 G/T (rs7574865) cling c6 lién quan
dén hoi chu’ng khang phosphollpld G cac nhom
ngudi Y, cling nhu viéc san xudt khadng thé
khdang Sm & nhdm bénh nhan bac Han Trung
Quoc [9]. Ngoai ra, cac SNP khac trén STAT4
cling tuong quan véi bénh VTL, viém khép va
san xudt cic khang thé khdng SSA/B & nhém
bénh nhan bdc Han Trung Qudc [6]. Su khac
nhau clia cac nghién cliu trén gen STAT4 G/C
(rs7582694) hodc G/T (rs7574865) ddi vdi cac
bi€u hién 1dam sang & cac dan tdc khac nhau cd
thé 13 két qué tir cac ¢ khac nhau clia cdc nhém
nghién cltu, su khong dong nhat di truyén hoac
tuong tac cta bénh nhan vdi cac yéu td moi
trudng khac nhau.

Nghién cru di truyén cta chung t6i phu hgp
vGi cac nghién citu khac da chirng minh ki€u gen
trén STAT4 G/C (rs7582694) nhu mét yéu td
nguy cd dang k& cla ty 1& méc LBPHT. Han nifa,
ching téi thdy rdng SNP nay cé thé lién quan
dén triéu tinh trang ndng cla bénh LBDHT qua
thang diém SLEDAI. K&t qua cho thdy méc du
khong tim thay su khac biét & nhdm bénh nhéan
mang alen nguy cd C nhung 5 bénh nhan cé kiéu
gen dong hdp tir C/C dé&u ndm & nhém bénh
nhén cé diém SLEDAI mirc dd hoat déng cao va
rat cao, trong d6 4/5 bénh nhan kiéu gen C/C &
nhom hoat dong rat cao. Cho du su khac biét
khoéng cé y nghla théng ké rat c6 thé do ¢8 mau
nghién clu cta ching t6i chua I8n, nhung cling
la mét gia thiét cho viéc su xudt hién cla alen
nguy cd c6 thé lam tdng tinh trang ndng & bénh
nhan LBPHT cling nhu VTL. M6t s6 nghién clru
khac trén thé gidi cling khang dinh sy’ xuat hién
cla alen nguy cd lam tang kha nang xuat hién
mot s triéu chu‘ng ‘ndng nhu ton thu‘dng than va
than kinh [10], ton thuong da va huyét hoc;
mien dich va mot so loai khang thé [9].

DGi tugng nghién clfu cla chung t6i la nhom
bénh nhan VTL, do vdy phén loai tén thuong
than theo ISN/RPS 2003 qua sinh thiét c6 y
nghia tién lugng quan trong vdi bénh nhan. Két
qua cho thay nhitng bénh nhan mang alen C cé
nguy @ bi t6n thuong than ndng (class III; IV)
cao tr 8,9 dén 11,4 lan so vdi bénh nhan khong
mang alen nay, khac biét cd y nghia thong ké vdi




