TAP CHI NGHIEN ClPU Y HOC

MOI LIEN QUAN GIU’A PA HINH PON GEN IL-17F RS763780,
IL-17RA RS4819554 VA HLA-CW6
TREN BENH VAY NEN THONG THUONG O VIET NAM

Pham Thi Uyén Nhi'2"*, Nguyén Van Thwong', Nguyén Trong Hao?
Hoang Anh V@3, Dwong Bich Tram?®

"Trwrong Pai Hoc Y Ha Noi
2Bénh vién Da Liéu Thanh phé H6 Chi Minh
3Pai hoc Y Duwgc TP.HCM

Vay nén la bénh viém man tinh, yéu t6 di truyén déng gép 30% trong co ché bénh sinh, vi vay xac dinh
céc dau én sinh hoc gitp dw doan dap tng diéu tri va tién lwong. Nghién ciru khdo sat dac diém 1dm sang
bénh nhan vay nén thé mang, ti 1é va kiéu gen IL-17F RS763780, IL17RA rs4819554 va HLA-Cw6 & nguoi
Viét Nam. 121 bénh nhén vady nén duoc lay m&u méu ngoai vi, sau dé tach chiét DNA va gidi trinh tw gen bdng
phén mém CLC Main Workbench v5.5. Bé ndng trung binh 20,31 = 12,70 va PASI la 14,88 + 7,59. Két qua
cho théy c6 sw phén bb cac genotype khéc nhau trén méi vi tri khéc nhau. Gen IL-17F doan rs763780 c6 ti
16 AA cao nhét trén nhém bénh nhan véy nén chiém 58,7%, GA chiém 38,0%. Gen IL-17RA doan rs4819554
genotype GA co ti 1€ la 53,7% va AA la 27,3%. Nhém bénh cé ti Ié HLA-Cw6 dm tinh va 35,04% va dwong
tinh la 64,96%. Nhitng bénh nhéan duwong tinh véi HLA-Cw6, ty 16 dj hop tir chiém 77,63% va déng hop to
chiém 22,37%. Chwa phat hién méi lién quan gitta HLA-Cw6 véi cac SNP IL-17F RS763780 va IL17RA

rs4819554. Tuy nhién, c6 méi lién quan gitra IL-17F RS763780 lai c6 mdi lién quan v&i dé ndng cta bénh.
Ttr khéa: Pa hinh don nucleotides, IL17RA, rs4819554, RS763780, HLA-Cw®6, vay nén.
I. DAT VAN DE

Vay nén |a mot bénh ly viém man tinh, tai bénh déng méc khac nhau gitra mbi bénh nhan.
phat, thwéng gap trong da liéu véi khoang

125 triéu ngudi méc bénh trén toan thé gidi.’

Vao nam 2003, dw an I&n vé nghién ctru bd
gen ngwdi mang tén “Human Genome Project”

Vay nén khong chi gay tén thwong da ma con
hwdng nghiém trong dén chat lwong cudc séng
ctia bénh nhan cling nhw cac mat strc khde thé
chét va tinh than, dwoc so sanh twong duong
v0@i cac bénh ly néi khoa khac nhw tim mach
va ung thw.2 Bénh sinh ctia vay nén vé co ban
bao gébm su tac dong cla ba yéu té: di truyén
— mién dich — méi trwdng, tuy nhién, phirc hop
nay biéu hién nhiéu thé Iam sang, tién lwong va
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da tim thdy gan 25000 gen nguwdi va cac dac
diém cha hon 3,1 triéu da hinh don nucleotide
- SNPs (single nucleotide polymorphisms)
cla ngudi, mé& ra mét ky nguyén maéi vé cac
nghién ctvu dya trén nén tang di truyén hoc...3
Vai trd clia yéu té da hinh thai cia mét sé gen
nhay cdm cla bénh vay nén nhw IL-12B, IL-
13, IL-23R, IL-1B, IL-10, IL-21 va TNF-a tw
do tién doan vé nguy co bénh va tién luvong
trén tirng ca thé vé nguy co phat trién bénh
vay nén khép hay cac bénh déng méc khac,
hay cac nghién cu xac dinh cadc SNPs nhw
TNFR1B, TNFAIP3, HLA-C, IL-17R, ERAP1
lién quan dén dap (rng diéu tri thudc sinh hoc
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cta bénh nhan.* Nhiéu da hinh gen phé bién
cta ho IL-17 lién quan dén tinh nhay cdm véi
cac bénh tw mién, nhiém trung va viém, trong
do6 cé bénh vay nén.®

Nam 2015, tac gia Prieto-Pérez va cong sv
lan dau tién nghién clu anh hwéng cda gen
IL-17F rs763780 dén dap tng diéu tri sinh
hoc v&i cac thudc TNF-a va ustekinumab trén
194 bénh nhan vay nén da trdng va 197 nguoi
khée manh, két qud cho thdy nhirng bénh
nhan mang allen C khéng dap ng v&i diéu tri
adalimumab va ustekinumab nhwng dap &ng
tét v&i diéu tri bang infliximab 6. Mét nghién
clu khac trén ngwdi Han Quéc cua tac gia
Kim va céng sy da dugc thyc hién vao nam
2017 dé tim mdi lién quan gitra tinh da hinh
thai ctia cac gen trong gia dinh IL-17, tac gia
da nghién ctru trén 11 gen IL-17A (rs2275913,
rs3819025, rs3804513,rs3748067), IL-17F
(rs763780, rs2397084), IL-17RA (rs6518660,
rs2241046, rs2241049, rs879574, rs882643)
& 208 bénh nhan vay nén, két qua cho thay
chi c6 gen IL-17F rs763780 cé tinh da hinh
thai v&i allen T/C lién quan chat ché dén bénh
vdy nén.” Trong ho IL-17, gen rs4819554
diéu hanh da hinh don nucleotide allene
vung IL-17RA. Nam 2015, nghién clu cua
tac gia Batalla va cong sy cho thdy méi lién
quan gitra gen nay va yéu t6 nguy co bénh
vay nén.8 Trong nghién clru khac cla tac gia
nay da cho thay gen rs4819554 lién quan dén
tién lwong dap wng tbt diéu tri c ché TNFa &
tuan 12 (P=0.01) va 24 (P=0.04). Da hinh don
nucleotide rs4819554 diéu hanh vung IL17RA
va tdng dap ng véi cac thudc e ché TNFa &
tuan thir 12.°

Nghién clru cla chung t6i nham khao sat
méi lién quan gitra da hinh don cta mot sb
gen trong bénh vay nén va HLA-Cw6 tir d6 gép
phan trong sw hiéu biét v& nén tang di truyén
hoc clia ngudi Viét Nam. Vi vay ching toi thuc

hién dé tai nay véi muc tiéu sau:
1. Khéo sat dac diém 1am sang va mot sé yéu
t6 lién quan cla vay nén théng thwong thé mang.
2. Xac dinh ti 1& va kiéu gen cla cac gen
nhay cdm bénh vdy nén mang & ngudi Viét
Nam: IL-17F RS763780, IL17RA rs4819554 va
HLA-Cwé.

3. Phan tich méi lién quan gitra IL-17F
RS763780, IL17RA rs4819554 va HLA-Cwé6 va
mot s6 ddc diém 1am sang.

Il. DOl TUONG VA PHUONG PHAP

1. Déi twong

Bénh nhan vay nén dwoc diéu tri tai Bénh
vién Da Liéu TP.HCM.

Tiéu chuén Iwa chon

- Bénh nhan dén kham hay nhap vién tai
BV Da Liéu thanh phé Hd Chi Minh dwoc chan
doan vay nén.

- Tudi = 18.

- C6 b va me la ngudi Viét Nam.

- béng y tham gia nghién ctu.

Tiéu chudn loai triv

- Bénh nhan dang mang céac bénh Iy c4p tinh
nang.

- Tién c&n gia dinh trwc hé (cha me, con céi,
anh chi em) mac cac bénh ly tw mién, di truyén,
mién dich khac.

- Phu ni¥ c6 thai hoac dang cho con bu.

Thoi gian va dia diém nghién cieu

Thoi gian: 11/2019 dén thang 08/2021.

Dia diém: Tai bénh vién Da Liéu thanh phd
Ho6 Chi Minh.

Thiét bj - dung cu

May NanoDrop2000; May gidi trinh tw
ABI 3500 Genetic Analyzer; May luén nhiét

Eppendorf Mastercycler; May dién di (Takara,
Nhat Ban); Hé thdng phan tich va lwu gitr két
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qua dién di GelDoc-It® Imager ctia hang UVP.

Héa chét

Hoéa chét tach chiét DNA bé gen (gDNA)
tir mau

GeneJET Whole Blood Genomic DNA
Purification Mini Kit (Thermo scientific) gom
proteinase K, dung dich ly gidi (Lysis Buffer),
dung dich rtra (Wash Buffer |, Wash Buffer 1),
dung dich thu nhan DNA (Elution Buffer).

Héa chéat PCR

Takara Tag™ Hot Start Polymerase (Takara
Bio).

Mbéi PCR ddc hiéu cho cac gen IL-17F
rs763780, IL-17RA rs4819554.

Héa chét dung trong dién di trén gel agarose

Agarose dang bét (Promega).

Dung dich TBE 0,5X.

Ethidium bromide 10mg/ml (Sigma).

Dung dich Loading dye (Sigma).

Thang DNA 1kb plus (0,1 pg/pl) (Thermo
Scientific).

Héa chét dung cho phan (g tinh sach sén
pham PCR

ExoSAP-IT® PCR Product Cleanup
(Thermo Scientific) gom Exonuclease | va
Shrimp Alkaline Phosphatase (SAP).

Héa chét dung cho phédn ting PCR Cycle
sequencing

BigDye®Terminators V3.1 Cycle Sequencing
Kit (Applied Biosystems); Sequencing buffer
5X; MGi xubi (hoac moi nguoc).

Nuwée (H,0).

Héa chét dung cho qué trinh tda sdn phdm
PCR Cycle sequencing

EDTA-Ethylendiaminetetraacetic Acid 0,5M,
pH 8,0 (Promega).

Ethanol 100%;
formamide.

Ethanol 70%; Hi-Di

2. Phwong phap

Thu nhan vat liéu nghién ciru

Vat liéu nghién ctu 1a mau mau ngoai vi.
MAu méau ngoai vi dwoc xi ly bang chat chdng
déng EDTA 1,5 mg/ml cé bd sung puromycin
trong tube 2 ml. Bdo quan mau mau tai ti mat
4°C va sau dé lwu trir trong ta lanh sau -80°C.

Tdch chiét DNA tir mau méu

DNA tr té bao mau dwoc tach chiét
bdng GeneJET Whole Blood Genomic
DNA Purification Mini Kit cia hang Thermo
scientific theo hwéng dan cGa nha san xuét,
thu dwge 200ul dung dich chtra gDNA. Kiém
tra do tinh sach ctia gDNA thu dwoc bang may
NanoDrop2000 (Thermo). Dung dich gDNA sau
khi tach chiét dwoc bdo quan va lwu trir & 4°C.

Thiét k& méi cho phan (*‘ng ASO-PCR:Str
dung phan mém CLC Main Workbench v5.5
thiét k& cac cap méi dic hiéu nhan ban cac
gen IL-17F rs763780, IL-17RA rs4819554.
trong bénh vay nén thong thwong thé
(ma sb trong GenBank [L-17F rs763780
c6 NG_031869, IL-17RA rs4819554 co
NG_028257). bay la phan mém chuyén dung
cho phép thiét k& méi ctia phan trng PCR tw
trinh tw gen cé s&n. Cac phan mém Oligo
Analyzer 3.1 (https://sg.idtdna.com/analyzer/
Applications/OligoAnalyzer),Primer-BLAST)
(http://www.ncbi.nlm.nih.gov/tools/primer-
blast/) dwoc st dung dé kiém tra cac thoéng
sb va do dac hiéu ctia mdi. Chwong trinh truc
tuyén SNP check (https://secure.ngrl.org.uk/
SNPCheck/snpcheck.htm) gitp phat hién vi
tri cac nucleotide da hinh (SNP) can tranh &
dau 3’ cla mdi. Cac cap mdi dwoc thiét ké
khéng cé hién twgng SNP (single nucleotide
polymorphism) va cé nhiét dd gdn mdi xap xi
nhau ddng thoi dat cac thong sé ly thuyét yéu
cau. Sau khi kiém tra cac thong sb va do dic
hiéu ctia méi, mdi sé duwoc téng hop tai cong
ty IDT (Intergrated DNA Technologies, My).
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3. Xtr ly s6 liéu

- S6 ligu dwoc nhap va quan ly bang phan
mém Excel.

- S6 liéu dwoc xir ly béng lap trinh R.

- T-test, Anova test, Kwalis test dwoc str
dung dé tim sw khac biét gitra 2 hay nhiéu gia
tri trung binh. x2, test, Fisher exact test duoc
st dung dé tim sw khac biét vé ty 1& gitra cac
nhém. Gia tri p < 0,05 duoc coi la c6 y nghia
thdng ké. Phan tich twong quan s dung ty suét

Ill. KET QUA

Trong thoi gian nghién ctru, chung t6i thu
thap va phan tich tinh da hinh thai ctia cac gen
trén 121 bénh nhan vay nén théng thuwong tai
Bénh vién Da Liéu TPHCM.

1. Dac diém dich té va 1am sang va can lam
sang

Trong nghién cu nay, tudi trung binh cua
bénh nhan la 40,04 + 12,33 tudi. Ti & bénh
nhan nam chiém 63,6%. C6 36,3% bénh nhan
c6 trinh d6 dai hoc tré 1én. Nghé& nghiép chiém
ti 18 cao nhat |4 nhan vién van phong 27,3%.
Bénh nhan c6 tudi khéi phat 1a 27,79 + 10,94
tudi v&i thoi gian bénh trung binh 1a 12,22 *
10,22 ndm. 25,6% bénh nhan co tién cin gia
dinh mac bénh vay nén. C6 24,0 % bénh nhan

chénh OR v&i khodng tin cay 95% CI.
4. Pao dirc nghién ctru

Nghién ctu tuan tha cac quy dinh vé dao
dirc trong nghién ctru y sinh. Cac xét nghiém
trong nghién ctru tuan tha theo dung cac quy
trinh, quy tdc phong xét nghiém. Nghién ctru
cling da duwoc théng qua Hoi ddong Pao dirc
trong nghién ctru Y sinh hoc trwdng Pai hoc
Y Ha Noi sb: 66/GCN-HPDDNCYSH DHYHN
ngay 16 thang 03 nam 2020.

tap thé duc déu. Trong cac yéu t6 nguy co vay
nén, nghién clru clia ching t6i cho thay chi c6
5,8% trwdng hop bénh nhan hat thube 14 hdng
ngay va 4,1% bénh nhan ubng rwou thwong
xuyén. Khi khao sat cac yéu td khai phat hodc
lam nang hon bénh vay nén, c6 34,7% bénh
nhan nhan thy bénh tai phat hodc ndng hon
sau stress. C6 4,9% bénh nhan vay nén déng
mac tinh trang rdi loan lipid mau. Panh gia muc
dd nang cta bénh bang chi sb PASI (Psoriasis
Area Severity Index) trung binh la 20,31 £ 12,70
va chi sb chat lwong cudc sdng la 14,88 + 7,59.
DPanh gia cac chi sb can lam sang cia nhém
bénh nhan vay nén cho thay chi sé Cholesterol
trung binh la 4,62 + 1.20 mmol/L va Triglyceride
la 2,07 1,38 mmol/L (Bang 1).

Bang 1. Dac diém dich té, 1am sang va can lam sang cia nhém nghién ctru (n = 121)

Tudi 40,04 + 12,33 (21-70)
Gii tinh
Nam 77 (63,6%)
NG 44 (36,4%)
Dia chi
TPHCM 64 (52,9%)
Ngoai TPHCM 57 (47,1%)
Hoc van
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Duwéi cép 1 0 (0%)
Cép 1 3 (2,5%)
Cép 2 10 (8,3%)
Cép 3 21 (17,4%)

Pai hoc va sau dai hoc

44 (36,3%)

Nghé nghiép

Céng nhan

4 (3,3%)

Nhan vién van phong

33 (27,3%)

Kinh doanh ty do 11 (9,1%)
Hoc Sinh - Sinh Vién 10 (8,3%)
Noi tro 4 (3,3%)

Lao dong phd théng

23 (19,0%)

Khac

36 (29,7%)

Th&i gian bénh (nam)

12,22 + 10,22 (0-70)

Tubi khéi phat (tudi)

27,79 + 10,94 (4-60)

Tién can gia dinh

Co

31 (25,6%)

Khéng

90 (74,4%)

Chi sb khéi (BMI)

23,39 £ 5,33 (15,43-37,04)

Danh gia do nang clta bénh (PASI)

20,31 +12,70 (1,8 - 61,6)

Thang diém chat lwong cudc sbng (DLQI)

14,88 + 7,59 (1 - 30)

WBC (K/uL) 8,43 £ 2,61 (4,44 - 22,4)
RBC (M/uL) 4,99 + 0,49 (3,79 - 6,81)
PLT (K/uL) 266,31 + 58,01 (118 - 455)

Hoat déng thé lwc

Khoéng tap thé duc

57 (47,1%)

Tap thé duc khéng déu

34 (28,1%)

Tap thé duc déu < 1 1an/ tuan

1(0,8%)

Tap thé duc déu >1 lan/ tuan

29 (24,0%)
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Hat thuéc 1a

Khéng bao gi¢&

100 (82,6%)

Trwéc day da tirng hat 10 (8,3%)
Hién nay thinh thoang hat 4 (3,3%)
Hut thube 14 hang ngay 7 (5,8%)

Uéng rwou bia

Khbéng bao gi&

96 (76,1%)

Hiém khi

6 (4,9%)

Thinh thoang

18 (14,8%)

Thwdng xuyén

5 (4,1%)

Bénh déng mac

Khong 82 (67,7%)
Tang huyét ap 10 (8,2%)
Pai thao duong 12 (9,9%)
Bénh ly tim mach 7 (5,7%)
R6i loan lipid mau 6 (4,9%)
Khac 4 (3,3%)

Yéu té khéi phat

Khbéng 50 (41,3%)
Nhiém trung 8 (6,6%)
Stress 42 (34,7%)
Thubc 4 (3,3%)
Udng ruou 11 (9,0%)
Khac 6 (4,9%)

Cholesterol (mmol/L)

4,62 + 1.20 (2,05 — 8,53)

Triglyceride (mmol/L)

2,07 + 1,38 (0,52 — 9,54)

LDLc (mmol/L)

3,06+ 1,13 (1.1-6,2)

2. Phan b6 genotype ctia SNP IL-17F rs763780 va IL17RA rs4819554 va allen HLA-Cw6
Phan b6 kiéu gen ctia SNP IL-17F rs763780 c6 NG_031869

TCNCYH 150 (2) - 2022



NG_031869 l:TGCGTCICCCCTB'ICATCCACC.ATGTBCABT&!BROBTGC&TITCC&CTCAG

Consensus CTGCGTCAOCCOTGTO.‘TOO!OOE

DHYD 83E12 |

Trace data

TGTGOAbTAAtAGGTGC.‘TAchhcbcl'

Conf
|Resolved conflict | Il
onflict Resolved conflict Resolved

Hinh 1. Két qua giai trinh tw SNP IL-17F rs763780 c6 NG_031869

Ghi nhan dugc ba dang kiéu gen 1a GG, AG, AA (GG c¢6 1 séng mau den, AG: c6 2 séng xanh la

+den; AA c6 1 song xanh 13a)

Phan bé kiéu gen ctia SNP IL-17RA rs4819554 c¢6 NG_028257

NG 028257 CTGGGAAGTAACGACTCTCTTAGGTGCGGCTGGGACACAGTCTCACAGACCAG

Conflict

Consensus GYGGObROYRIGOIGTQTC'ITAGG?GCEGG?GOO‘G&GRGEt?!&ﬁ&h‘GC‘G

1Conflict
Conflict Conflict Conflict

Hinh 2. Két qua giai trinh tw SNP IL-17RA rs4819554 c6 NG_028257

Ghi nhan dwoc ba dang kidu gen 1a GA, AA,
GG (GA: ¢c6 2 s6ng xanh |a + den, AA co 1 séng
xanh 14, GG c6 1 s6ng mau den). Két qué nghién
ctvu cho thdy cé sw phan bb cac genotype khac
nhau trén méi vi tri khac nhau. Trén gen IL-17F
doan rs763780 co ti 1é AA cao nhét trén nhém
bénh nhan vay nén chiém 58,7%, ké dén la GA
chiém 38,0% va thap nhat 1a GG v&i 3,3%. Trong

khi do, gen IL-17RA doan rs4819554 genotype
GA c6 ti 1& cao gan gap doi AA Ian lwot 1a 53,7%
va 27,3% va GG chi chiém thap nhat 19%.
Chung t6i nhan thay hon 2/3 sb bénh nhan trong
mau nghién ctu dwong tinh v&i allele HLA-Cw6.
Trong s6 nhirng bénh nhan dwong tinh véi HLA-
Cwa, ty |& di hop ttr chiém 77,63% va ddng hop
tlr chiém 22,37% Bang 2.
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Bang 2. Ti Ié genotype ctia cac SNP rs763780, rs4819554 va allele HLA-Cw6

SNP Genotype n %
AA 71 58,7
rs763780 (n = 121) GA 46 38
GG 4 3,3
GG 23 19
rs4819554 (n = 121) GA 65 53,7
AA 33 27,3
Am tinh 41 35,04
Dwong tinh 76 64,96
Tinh trang allele HLA-Cw6 (n = 117)
Dij hop t& 59 77,63
DPong hop t 17 22,37

3. Méi lién quan giira gen IL-17F RS763780
va IL17RA rs4819554 v&i HLA-Cw6 va cac
dac diém lam sang

Phan tich méi lién quan gitra allele HLA-Cw6
va IL-17F RS763780, nghién ctru cho thay mébi
lién quan gitra allen HLA-Cw6 a&m tinh, duwong

tinh, ddng hop t&r va di hop t& véi cac da hinh
don clia rs763780 khong co siw khac biét y nghia
théng ké. Nghién ctru cGia chung ti cho thay méi
lién quan gitra allele HLA-Cw6 c6 s khac biét y
nghia théng ké v&i cac da hinh don gen IL17RA
rs4819554. Chi tiét dwoc trinh bay & Bang 3

Bang 3. Méi lién quan giiva gen IL-17F RS763780, IL17RA rs4819554
va allele HLA-Cwé6 (n = 117)

IL-17F RS763780 P IL17RA rs4819554 p
Bac diém AA GA GG AA GA GG
n(%) n(%) n(%) n(%) n(%) n(%)
o 28 13 0 8 24 9
Am tinh
Allele (23,93) (11,11) 0) (6,84) (20,51) (7,69)
0,133 0,341
HLA-Cw6 Duona tinh 32 24 40 12
w |
9UM 3419y (27.35) (3.42) (20,51) (34,19) (10,26)
orente P 25 4 19 28 12
Allele PP 3047) (32,89) (5.26) (25,00) (36,84) (15,79)
HLA-Cw6 - 0,089
dwong tinh bong 10 7 12
hopte  (13,17) (921)  (0) 6,58) (1579)  (0)

Nghién clru ctia chiing téi phan tich méi lién
quan gitra cac yéu td 1am sang va gen IL-17F
RS763780, két qua cho thay khong cé méi lién
quan vdi tién can gia dinh, tudi kh&i phat bénh

nhwng c6 méi lién quan véi mirc d6 ndng cla
bénh va khac biét cé y nghia théng ké & céac
hinh thai gen khac nhau (p<0,05).

8
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Bang 4. Méi lién quan giira gen IL-17F RS763780 va cac yéu té lam sang (n=121)

IL-17F rs763780 p
Dic diém AA GA GG
n (%) n (%) n (%)
Tién can Co 0(0) 13 (10,7)  18(14,8)
. 0,461
gia dinh Khong 4(33) 33(27,2) 53(43,8)
Nhe (PASI <10) 8 (6,6) 7 (5.7) 0 (0)
Do nang .
N Trung binh (10<PASI <30) 49 (40,4) 37 (30,5) 2(1,6) 0,049
cua bénh
Nang (PASI >30) 14 (11,5)  2(1,6) 2 (1,6)
. < 40 tudi 41(33,8) 26(21,4) 4(3,3)
Tudi kh&i phat - 0,231
> 40 tudi 30 (24,7) 20 (16,5) 0(0)

Nghién ctru ciing phan tich cac yéu té lién quan
dén gen rs4819554 bao gdm tién can gia dinh,
tudi khéi phat va mirc do nang cla bénh gilra cac

genotype khac nhau, nhém nghién ctru chwa tim
ra s khac biét cé y nghia théng ké gitra cac hinh
thai khac nhau clia SNP rs4819554. Bang 5

Bang 5. Méi lién quan giiva gen IL17RA rs4819554 va cac yéu t6 1am sang (n=121)

IL17RA rs4819554 p
Dic diém AA GA GG
n (%) n (%) n (%)
Tién can Co 8 (6,6) 19 (15,7) 4(3,3)
. 0,523
gia dinh Khong 25(20,6) 46 (38,0) 19(15,7)
Nhe (PASI <10) 4 (3,3) 7 (5,7) 4 (3,3)
Do nang .
N Trung binh (10<PASI <30)  25(20,6) 47 (38,8) 16(13,2) 0,897
cua bénh
Nang (PASI >30) 4(3,3) 11 (9,0) 3(24)
. < 40 tudi 27 (22,3) 60 (49,5) 18(14,8)
Tudi kh&i phat - 0,413
> 40 tudi 6 (4,9) 5(4,1) 5(4,1)

IV. BAN LUAN

1. Pic diém dich té va lam sang va can lam
sang cta bénh nhan vay nén

Nghién ctu trén 121 bénh nhan vay nén co
dd tudi trung binh clia 1a 40,04 + 12,33 tudi thap
hon cla tac gia Batalla 14 47,09 + 14,66 tudi® tuy
nhién cao hon nghién clru cla tac gia Zhang C

véi do tudi trung binh 38,27 + 14,51tudi.® Piéu
d6 cho thay khi khao sat cac nhém dan sé nhat
dinh, do tudi trung binh clia nhém sé khac nhau.
Tuy nhién, nghién ctru cla chung téi va hai tac
gia con lai déu co do tudi trung binh xoay quanh
40 tudi. Khi khao sat thoi gian bénh, két qua
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cho thay thoi gian trung binh 13 12,22 + 10,22
nam, qua dé thé hién day la bénh man tinh tai
phat nhidu 1an nén bénh nhan thuwéng xuyén
theo dai diéu tri v&i thdi gian kéo dai. Khao sat
tudi khai phat, nghién ctru ctia chung téi trung
binh 14 27,79 + 10,94 tudi thAp hon nghién ciru
clia tac gia V& Quang Dinh véi tudi khdi phat 1a
34,5 £ 17,6" nhuwng twong dwong v&i nghién
ctru Zhang C (30,45 + 15,47 tudi). Ti 1é bénh
nhan nam la 63,6% cao hon nghién clru cla
tac gia Batalla A voi ti 1€ nam/nr |a 54%/46%°
va Zhang C vé&i 58,1%. Nghién ctu chung toi
ghi nhan bénh nhan coé tién can gia dinh vay
nén 1a 25,6%, cao hon cGa Zhang C 1a 19,3%
nhwng thap hon cta Batalla A 52%.5° Qua d6
c6 thé thay tién can gia dinh & cac nhém nghién
clru cé thé cé sw dao ddng kha cao. Banh gia
cac dac diém lam sang, nghién cu clia ching
t6i c6 chi sé PASI trung binh twong déi cao
20,31 + 12,70, v&i ti 1& bénh nhan c6 vay nén
trung binh binh - n&ng |a 83,1% cao hon nhiéu
S0 v&i tac gid Zhang 1a 49%,° c6 thé do tai Viét
Nam, cac bénh nhan vay nén muirc do trung
binh - ndng mé&i thwdng dén kham va diéu tri tai
céac bénh vién I&n nhw Bénh vién Da Liéu Trung
wong. Mét trong nhirng van dé quan trong khi
diéu tri bénh vay nén 1a tAm soat cac bénh déng
mac. Chinh vi vay, ching t6i khao sat cac yéu
t6 ddng méc trén nhdm bénh vay nén cho két
qua c6 4,9% bénh nhan cé tinh trang rdi loan
m& mau kém theo va dwgc phat hién qua xét
nghiém bilan m& mau trén I&m sang. Trong co
ché bénh sinh cia vay nén, nhiéu tac gia cho
rang né ¢ cung con dwéng viém hé thdng twr
do cho thay vai trd quan trong trong viéc tam
soat cling nhw theo déi nhirtng bénh ddng méac
kém theo.

2. Phan bé genotype cua SNP IL-17F
RS763780, IL17RA rs4819554 va HLA-Cw6

Trong co ché bénh sinh hién nay, vai tro clia
truc 1L-23/IL17 dwoc nhan manh va xem nhw

la con dwéng then chét dan dén bénh sinh vay
nén." Vi vay, ngay cang cé nhiéu cong trinh
nghién ctru vé vai trd clia cac SNP khac nhau
trong cac gen cla ho IL17 cling nhw la méi lién
quan gilra cac SNP trong cac gen méa hoéa cac
cytokine IL17 ho&c cac thu thé cla ching.

Trong nghién cu nay, doan SNP IL-17F
RS763780 c6 cac genotype phan bd khac
nhau v&i AA cao nhét 1a 58,7%, ké dén 1a GA
chiém 38,0% va thap nhét 1a GG vé&i 3,3%. Két
qué nghién clru cla ching toi cé ti 1& AA thap
hon tac gid Kim SY (75,1%) va ti 16 GA cao
hon (20%).8 Tuy nhién, trong hai nghién ctru,
ti 1& AA luén chiém cao nhat hon % so véi cac
genotype khac. Nghién ctru clia chung téi gidi
ma doan gen IL17RA rs4819554 va cho két qua
c6 sw phan bb cac genotype khac nhau trong
doé genotype c6 ti 1& GA la 53,7%, ké dén la AA
chiém 27,3% va thap nhét la GG v&i 19%. Két
quéa nghién clru clia ching t6i cé sy khac biét
v&i tdc gid Batalla A nghién clru doan hé trén
ngwdi Tay Ban Nha véi cac ti 1é GA 38,1%, AA
56,6% va GG 5,3%.° Su khac biét nay cho thay
& nhirng chang tdc khac nhau sé cé sy phan bd
hinh thai clla cac SNP khac nhau, qua dé cho
thdy sw can thiét clia cac nghién ciru chuyén
sau vé hé gen trén tirng dan téc nhéat dinh.

Ti 1é bénh nhan dwong tinh véi allele HLA-
Cwé6 la 64,96% cao hon cac tac gia & Brazil
(59,1%)"? va thap hon nghién ctu tai Thuy
Dién (66,7%)." Nhin chung, ti 1& nay gan twong
dong vai cac tac gia trén thé gioi.

3. Méi lien quan giiva gen SNP IL-17F
RS763780, IL17RA rs4819554 vé&i HLA-Cw6
va cac hinh thai I1am sang

Céac nghién ciru trwdc day cho thay kiéu
genotype AA clia IL17RA rs4819554 |lam tang
biéu hién mot sbé protein va cé vai trd trong
viéc diéu hoa phan (ng viém nhw téng biéu
hién TNF va mot sé cytokine tién viém. Tac gia
Johnston va cdng sy da bao cao vé kha nang
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e ché TNF 1am ngén chan biéu hién cda IL-
17RC trén keratinocyte dan dén giam dap ng
mo véi IL-17A." Ty d6 cho thdy méi lién quan
chat ché gitra TNF va IL-17A trong viéc hinh
thanh nhirng thwong tdn vay nén ciing nhw giai
thich dwoc ly do cac bién thé gen IL-17RA c6
lién quan dén dap (rng cac thudc trc ché TNF.
Gen rs4819554 lién két véi cac da hinh diéu
chinh khac c6 thé dw doan tac dong gan két
v6i cac TFs (Lyf-1 va Ik-2) lién quan dén sy
didu chinh biét hoa clia cac té bao Th17 théng
qua viéc thic day cac gen xac dinh dong Th17
(cling tang cac cytokine IL-17A, IL-17F, IL-21,
IL-22 va IL-23R) va lam gidm biéu hién cac gen
kim ham Th17."® S gia tang cac cytokine Th17
lam thuc day con dwong IL-23 / Th17 la co ché
gay bénh chinh trong rs4819554 G.°> Mac du
vay, nghién clru clia chung t6i chua tim thay sy
khac biét c6 y nghia théng ké khi phan tich cac
gennotype véi cac yéu td nhuw tudi khéi phat,
dd nang cla bénh cling nhw tién can gia dinh.

Trong nghién ctru nay, chuang téi chwa tim
thdy méi lien quan gitra gitva gen SNP IL-17F
RS763780, IL17RA rs4819554 v&i HLA-Cwe.
Tuy nhién, khi phan tich méi lién quan gira cac
yéu t6 1am sang va gen IL-17F RS763780, két
qua cho thdy khéng c6 méi lien quan véi tién
can gia dinh, tudi kh&i phat bénh nhung cé méi
lién quan v&i mirc d6 nang cla bénh va khac
biét c6 y nghia théng k& & cac hinh thai gen
khac nhau (p < 0,05).

V. KET LUAN

Qua nghién ctru trén 121 bénh nhan vay
nén thong thuwdng chang téi phan tich méi lién
quan gitra cac dic diém da hinh thai cta cac
gen nhay cdm cla bénh, ching t6i c6 mot s
két luan sau:

Vé dac diém dich té, lam sang va can lam
sang: nhém bénh nhan nghién ciru da sb la
nam (63,6%), trung binh 40,04 = 12,33 tudi,

nhan vién van phong chiém 1/3. Tudi kh&i phat
trung binh la 27,79 = 10,94 tudi, thdi gian bénh
12,22 + 10,22 nam. 25,6% bénh nhan cé tién
can gia dinh, 4,9 % bénh nhan cé rbi loan lipid
mau. Do nang trung binh 20,31 + 12,70 va chi
sb chat lwong cudc sbng la 14,88 + 7,59.

Két qua nghién ctru cho thdy c6 sy phan
bd cac genotype khac nhau trén méi vi tri khac
nhau. Trén gen IL-17F doan rs763780 co ti lé
AA cao nhét trén nhém bénh nhan vay nén
chiém 58,7%, GA chiém 38,0%. Gen IL-17RA
doan rs4819554 genotype GA co ti 1é 1a 53,7%
va AA la 27,3%. Nhom bénh nghién ctru co ti
& HLA-Cw6 am tinh va 35,04% va dwong tinh
l& 64,96%. Trong sd nhirng bénh nhan duong
tinh v&i HLA-Cw®, ty 1é di hop ti chiém 77,63%
va dong hop t&r chiém 22,37%.

Chwa phat hién méi lien quan gitta HLA-
Cwé6 v&i cac SNP IL-17F RS763780 va IL17RA
rs4819554. Tuy nhién, c6 mdi lién quan gitra
IL-17F RS763780 lai c6 mbi lién quan véi do
nang cla bénh.
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Summary

ASSOCIATION BETWEEN SINGLE NUCLEOTIDE
POLYMORPHISMS IL-17F RS763780, IL-17RA RS4819554 AND
HLA-CW6 AND PSORIASIS VULGARIS IN VIETNAM

Psoriasis is a chronic recurrent inflammatory disease where genetic factors contribute 3% of
the disease's pathogenesis; as such, the identification of biological markers is an important role in
the prediction of treatment response and prognosis. This study determines basic characteristics
in Viethamese psoriasis vulgaris patients, prevalence and genotype of IL-17F RS763780, IL17RA
rs4819554, and HLA-Cw6. Blood test was performed on 121 samples, then DNA and genotype
achieved by CLC Main Workbench software. Mean severity is 20,31 + 12,70 and PASI is 14,88 +
7,59. Genotype distribution is different in every position. Gene IL-17F rs763780 has the highest AA
in psoriasis patients with 58.7%, GA takes 38.0%. Gene IL-17RA rs4819554 has 53.7% GA and
27.3%AA. 35.04% patients are HLA-Cw6 negative and 64.96% are positive. Patients with positive
HLA-Cw6 have 77.63% heterozygous, and 22.37% homozygous. There is no correlation among
HLA-Cw6, SNP IL-17F RS763780 and IL17RA rs4819554. However, there is the correlation between
IL-17F RS763780 and the severity of psoriasis.

Keywords: Single-nucleotide polymorphism, IL17RA, rs4819554, RS§763780, HLA-Cw6, psoriasis
vulgaris.
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