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TOM TAT

Bénh vay nén 1a mot bénh rdi loan mién dich c6 nguyén nhén di truyén. Bénh lanh tinh, n6 thudong nim im

trong co thé nguoi bénh cho dén khi duoc kich hoat béi mot loat cac yéu t6 nhu moi truong, 161 séng va ché do
an uéng Bénh c6 anh huong dén thdm my, ¢6 nhiéu bién chimg nguy hiém va anh huéng lén mot s0 lwong 16n
dan so trén thé gidi. Cho dén nay chua co phuong phap déc hi¢u diéu tri khoi hin bénh vay nén ma chi diéu trj
én dinh, tranh bién ching va ning cao chat luong cude séng cho ngudi bénh. Nghién ciru di truyén cua bénh
vay nén da xac dinh dugc 13 locus lién quan dén sy mén cam cua bénh, trong d6 vang PSORS! trén nhiém sic
thé 6p21.3 dugc xac dinh 1a ¢6 lién quan nhidu nhit téi sy min cam voi bénh vay nén. Ching t6i da xac dinh
cac diém da hinh trén gen PSORSIC3, 1a m{t gen ndm trén locus PSORSI, & bénh nhan méic bénh vay nén
bing phwong phap giai trinh t gen. K&t qua nghién ctru cho thdy trong sé 14 diém da hinh (single nucleotide
polymorphism - SNP) bao gdm: 6 SNP rs3868542, rsl11507945, rs11507946, rs3871247, rs11507947,
rs3871246 trén exon 1, 2 SNP r$3099189 va rs3132517 trén exon 2, 6 SNP rs887467, rs887468, rs1061503,
rs2269711, rs11507948 va rs11507949 trén exon 3 & bénh nhan mic bénh vay nén nguoi Viét Nam, da xac
dinh dugc mot diém da hinh rs3871246 c6 mdi lién hé mot cach ¢ ¥ nghia théng ké (p<0,01) v6i sy man cam

vO1 bénh & bénh nhan méc bénh vay nén.

Tir khéa: Bénh vay nén, gen PSORS1C3, SNP, bénh nhdn Viét Nam

MG PAU

Bénh viy nén chiém 5% dan s6 Chau Au, 2%
dan sb Chau A va Chau Phi. Bénh lanh tinh, thuong
khéng anh huéng dén sirc khoe nhung anh huong dén
thim my, tim ly va nhiig hé luy ciia no. Bénh vay
nén duoc chia lam 2 dang 1a thé théng thuong va thé
dic biét. Thé thong thwong: Vay nén thé chdm, thé
giot co ton thuong v6i dudng kinh t6i da 1 ~cm, rai rac
khap nguoi, nhét 1 nira nguoi trén. Vay nen thé dong
tién 1a thé dién hinh va phd bién nhat, ton thuong c6
duong kinh tir 1 dén 2 cm, ving trung tim c6 nhat
mau hon, ngoai vi d6 thim. Vay nén thé mang thuong
c6 cac dam mang 16n duong kinh trén 2 cm, c6 khi 5-
10 cm hogc 16n hon, khu tri ¢ cac ving ty de. Vay
nen thé dao nguoc, cac t6n thuong xuat hién ¢ cac nép
gip clia co thé. Thé dic biét: Bao gdm vay nén thé
mun mu, vay nén thé d6 da toan than va vay nén thé
khép: Vay nén mun mu hay gip ¢ tré em: Day 1a thé

hiém gap, co thé b1en chimg gy do da toan than va rét
khé diéu tri. Vay nén thé khép it gap, doi khi chi c6
biéu hién ¢ khép ma khong co thuong tén da. D6
ciing dugc coi 1a mot trong nhimng bién chimg cta
bénh. Tuy nhién, da s6 cac truong hop bi bénh viy
nén déu cé trude ton thuong khép, khop sung dau,
han ché cir dong, dan bién dang.

Nguoi ta ¢6 thé chia bénh viy nén thanh hai
bénh canh 14m sang (dang 1 va dang 2) dua vao tudi
méc bénh va tién sir gia dinh, dang mdt dugc mo ta
1a 6 tién st gia dinh mic bénh va c6 tudi mac bénh
dudi 40 (Henseler et al., 1985). Bénh vay nén c6 thé
xudt hién 1in ddu tién & bit cir tudi nao, tuy nhién,
héu hét cac trudng hop, chiém xép xi 75%, xuét hién
trude 40 tudi, trong khoang 20 — 30 tudi. Nhing
truong hop con lai xuét hién bénh sau 40 tudi.

Bénh vay nén 1a mot bénh di truyén, 40% céc
truong hop bo me bi mac bénh vay nén cé di truyén
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sang con. Tuy nhién, ddy la bénh lanh tinh n6 thuong
nim im trong co thé nguoi bénh cho dén khi dugc
kich hoat bai mét loat cac yéu té nhu 16i séng cong
v6i cac ché do an uéng. Khi dugc kich hoat s€ lam
cho hé théng mién dich san xudt mot sé lugng qué
nhiéu té bao da. Nhu vay, hién tugng nay duogc goi la
mdt rdi loan da tw mién dich gay ra nhleu bién chimg
nguy h1em Bénh nhan méic bénh vay nén c6 su gia
tang mic bénh viém rudt, dic biét 1a bénh Crohn,
didu nay c6 thé 1a do hai bénh nay c6 cung chung
mdt locus gen (Karason et al., 2003). Nghién ciru
dich t& hoc cho théy bénh nhan mic bénh vay nén co6
nguy co mic bénh cao hon khi mic bénh rdi loan
trao ddi chit, diac biét 1a béo phi (Cohen et al., 2008;
Mallbris et al., 2006; Sommer et al., 2008; Chen et
al., 2008). Bénh vay nén va béo phi c6 thé lién hé
v6i nhau thong qua mot co ché sinh 1y bénh chung.
Cho dén nay, chua c6 phuong phap déc hiéu diédu
tri khoi han bénh vay nén ma chi diéu tri 6n dinh, tranh
bién chimg va ning cao chat lugng cudc song cho
ngudi bénh. Céc thude diéu tri 6n dinh bénh vay nén
hién nay déu nhdm vao hai muc dich chinh 1a chéng
viém va trc ché phan bao té bao thugng bi. Diéu dic
biét 1a phai phdi hop véi tw van va liéu phap tam ly.
Nghién ctru di truyén ciia bénh vay nén di xac

Bang 1. Thang tin vé cac b&nh nhan trong nghién ctru.
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dinh dugc 13 locus lién quan dén sy méin cam cua
bénh (Puig et al, 2014). Ving PSORSI trén nhiém
sic thé 6p21.3 dugc xac dinh 1a c6 lién quan nhiéu
nhét t6i sy man cam véi bénh vay nén, ving niy bao
g(“)m cac gen HLA-C, PSORSICI (aka SEEKI),
PSORSIC2 (aka SPR1), PSORSIC3, CDSN (Climer
et al., 2014). Tuy nhién vai tro riéng bi¢t cua ting
gen ddi voi bénh van con chua rd rang. Gan day, mot
s0 nghién ciru cho thdy mot sb dlem da hinh trén gen
PSORSIC3 ¢6 lién quan dén sy min cam véi bénh
vay nén, song s luong cac nghién ciru dbi véi gen
nay con han ché (Holm ef al., 2005; Nair ez al., 2006).

O Viét Nam, bénh vay nén 1a mot trong nhiing
bénh da phd bién, chiém ty 1¢ khoang 1,5% dan sb va
da dugc biét dén tir rat 1au. Nghién ctru di truyén ctia
bénh vay nén chua dugc d& cap nhiéu, chu yéu la cac
nghién ctru dic diém moé bénh hoc va sy thay dbi cua
té bao Langerhans trong da ctiia bénh nhan méc bénh
vay nén thé théng thuong. Trong nghién ciru nay,
chiing t6i tién hanh nghién ciru bién doi di truyén trén
gen PSORSIC3 dé c6 nhimg thong tin thém vé mdi
lién hé giira bién d6i gen va sy man cam véi bénh &
bénh nhan mic bénh vay nén do di truyén, tir d6 c6
nhitng t vén cho bénh nhén trong phong tri bénh.

TT Hovatén Masé Giditinh Nim sinh  N3am méc bénh  Tinh trang bénh

1 Lé Binh K VN1 Nam 1972 2010 (38%) Da d4u, hdng méng tay (4/10 moéng)
2 Trwong Thi Q VN2 NG 1991 2000 (9) Thé mang toan than

3 Nguyén Dinh K VN3 Nam 2001 2002 (1) Thé md toan than

4 Nguyén XuanT VN4  Nam 2005 2008 (3) Thé ma toan than, vay nén thé méng
5 TrAan Thi T VN5 NG 1980 2004 (24) Da d4u va dai rac toan than

6 Nguyé&n Thi N VN6 N 1993 2005 (12) Thé mang, héng méng tay (10/10 méng)
7 Hoang Van T VN7 Nam 1991 2009 (18) Toan than

8 Nguyén Thi T VN8 NG 1990 2014 (24) Thé mang

9 Tran Thi L VN9 NG 1990 2008 (18) Da d&u va toan than

10 NgévanT VN10 Nam 1980 2005 (25) Thé mang

11 Nguyén Anh T VN11  Nam 1980 2008 (28) Thé mang

12 TrAn Dléc A VN12 Nam 1992 2006 (14) Thé mang & dau, bung, chan

13 Nguyén ThjV VN13 N 1995 2011 (16) Thé théng thwong

14 Nguyén Xuan Q VN14 Nam 1988 2013 (25) Toan than

15  Than Thuy P VN15 N 1995 2009 (14) Thé mang & dau, lung

16 LéMiInh T VN16 N 1957 2011 (54) Toan than

17 Nguyén Hiu H VN17  Nam 1954 2014 (60) Toan than

18 Lé XuanP VN18 Nam 1975 2003 (28) Thé mang

19  DBang Vinh A VN19 Nam 1991 2008 (17) Toan than

20 VéVanb VN20 Nam 1983 2012 (29) Toan than

21 VaThib VN21 N 1993 2011 (18) Thé mang

22  Pham Thanh D VN22 Nam 1989 2005 (16) Toan than

Ghi chu: *Tu0| méc bénh clia bé&nh nhan. Méi lién hé cda cac bién dbi di truyén trén gen PSORS1C3 dén sy man cam voi
bénh vay nén & cac bénh nhan dwoc phan tich bang phan mém thdng ké sinh hoc SPSS 16.0.

232



Tap chi Cong nghé Sinh hoc 15(2): 231-236, 2017
VAT LIEU VA PHUONG PHAP NGHIEN CUU

MAu méu caa 22 bénh nhan méic bénh vay nén
duoc thu thap tir Phong chan tri y hoc ¢d truyén
Thién Phti Puong, 139 Phuong Mai, Péng Da, Ha
Noi. Cac miu méau duoc ky hi¢u 1a VN1 dén VN22,
c4c mau ddi chung ky hiéu 1a C1 dén C5 (Bang 1).
Cac mau mau dugc bao quan & -20°C, sau d6 DNA
duoc tach chiét bang kit tach DNA tir mau (Gene
JET whole blood genomic DNA purification mini
kit) cia hang Thermor (EU — Lithuania) cac budc
tién hanh duogc thyc hién theo huéng dan s dung
cua bo kit.

Phan Gng PCR nhéan doan exon dugc thyc hién
theo cong bd ciia Holm va dong tac gia (2005), véi
céc cip mdi C1F 5°-TTT GGA TGT GTC AGA TTT
AAG GCC-3’, CIR 5’-AAT AAC GAA TGC AGC
TGC ACA T-3’ (nhan doan 665 bp); C2F 5°-CTC
ACC CAC CTT TTT GCT CTC-3’, C2R 5’-ACT
TGC TCT CGA CCC GGT CTA-3’ (nhan doan 337
bp) va cip mdi C3F 5°-GAT TGA ACG GCC CTC
GGA AGT C-3°, C3R 5’-CAG GCT TTC CTT CCT
TCT CAC T-3’ (nhan doan 491 bp).

San phém PCR dugc tinh sach va giai trinh tu
truc ti€p trén may gidi trinh tu ABI 3100 Bio System

M 1 2 3 4 5 6

(M¥) theo phwong phap ciia Sanger va dong tac gia
(1977).

Két qua giai trinh ty dugc so sanh véi trinh ty
exon ciia gen PSORSIC3 chuin & nguoi trén
Ensembl mi s ENSG00000204528 bing phan mém
BioEdit (www.mbio.ncsu.edu/bioedit/bioedit.html)
dé xac dinh cac bién ddi di truyén.

KET QUA VA THAO LUAN
Nhin cac doan exon trén gen PSORS1C3

Trong nghién ctru nay, mau mau ctia 22 bénh nhan
méc bénh vay nén va 5 mau dbi chimg da dugc sir dung
dé tach chiét DNA tong s6 dé lam khu6n nhan doan
exon trén gen PSORSIC3. Céc cip mdi st dung trong
nghién ctru dugc tham khao tir cong bd ciia Holm va
dong tac gia (2005) dé nhan cac doan exon 1, 2, 3 ¢6
kich thudc tuong tmg 13 665 bp, 337 bp va 491 bp. Két
qua cho thiy tit ca cac ving exon déu duoc khuéch dai
tir cac mau DNA. San pham PCR 14 san phdm dic hiéu
cao, cac bang dién di gon va sdc nét, du chit luong, s6
lugng dé tién hanh tinh sach va giai trinh ty. San phim
khuéch dai cc ving exon tir 5 mdu DNA dién hinh
dugc thé hién trén hinh 1.

8 9 10 11 12 13 14 15

750bp —p-
500bp —j
250bp —p

Hinh 1. Két qua dién di san pham PCR nhan doan exon 1, 2, 3 & cac b&nh nhan méc bénh vay nén. 1-5: San phadm PCR
nhan doan exon 2. 6-10: San phém PCR nhan doan exon 3. 11-15: San phém PCR nhan doan exon 1.

Xac dinh cac bién dbi di truyén trén gen
PSORSIC3

Két qua giai trinh tu ctia cac mau nghién ctru dugc
phén tich bang phan mém BioEdit va so sanh vdi trinh
ty gen PSORSIC3 chudn & nguoi trén Ensembl
(www.ensembl.org) ma s ENSG00000204528.

Két qua phan tich trinh ty ba doan trinh ty khao
sat trong nghién ctru nay cho thy, trong s 22 miu
nghién ctru da phat hién 6 SNP rs3868542,
rs11507945, rsl1507946, rs3871247, rs11507947,
rs3871246 trén exon 1 (Hinh 2, 3), 2 SNP 53099189
va rs3132517 trén exon 2, 6 SNP rs887467,

rs887468, rsl061503, rs2269711, rsl1507948 va
rs11507949 trén exon 3. Mbi lién hé giita cac da
diém da hinh véi sy man cam véi bénh vay nén duoc
danh gia bang phan mém théng ké SPSS 16.0, két
qua danh gia dugc trinh bay trong bang 2.

Trong nghién ciru ndy, trong sb 14 da hinh dugc
phat hién c6 nam da hinh cho sy khac biét co y nghia
théng ké so v6i ddi chimg. Tuy nhién, chi c6 da hinh
rs3871246 cho su sai khac voi do tin cay p<0,01. Két
qua nay c6 thé 1a do s6 lwong mAu trong nghién ctru con
chura nhiéu, can thu thap thém nhidu mau bénh nhan va
ddi chimg dé c6 duoc cac két qua chinh x4c hon nita.
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Hinh 3. Vj tri da hinh rs3871247 trén bé&nh nhan méc bénh vay nén, A: ddng hop t&r C, B: di hop t& C/T, C: ddng hop tir T.

Bang 2. Tan xuét allele da hinh don nucleotide (SNP) trén gen PSORS1C3 & bénh nhéan vay nén va sw lién hé cla ching

v&i s man cam vai bénh vay nén.

Vi tri SNPs Allele (nguy Tan xuét trén bénh nhan  Tan xuét trén déi chirng P (<)

colthwong)

Exon 1 rs3868542 A/G 81,8% 40% 0.08
rs11507945 C/T 90,9% 100% 0.64
rs11507946  AIT 4,54% 0%
rs3871247 cIT 81,8% 40% 0.08
rs11507947 cIT 100% 100%
rs3871246 A/G 86,4% 40% 0.01

Exon 2 rs3099189 G/IT 4,5% 0%
rs3132517 A/G 40,9% 20%

Exon 3 rs11507948 C/IG 0% 0%
rs11507949  A/G 100% 100%
rs887467 C/IG 59,1% 80% 0.45
rs2269711 AT 100% 100%
rs1061503 A/C 100% 100%
rs887468 A/G 36,3% 0%

Ghi chu: Nhirng da hinh dwoc boi dam la nhirng da hinh c6 sy khac biét mot cach co y nghia thong ké so voi ddi chirng,

nhirng da hinh khéng dwgc béi dam khdng cho sy khac co6 y nghia thong ké.

Biéen doi di truyen lién quan den bénh vay nén

Bénh vay nén 1a mot bénh c6 ban chét di truyén
rat phtc tap, c6 su lién quan cta nhidu gen (Elder et
al., 2001). Sy biéu hién bénh khong tuan theo quy
luat di truyén Menden ma 1a két qua anh huéng cua
nhidu allele va chiu sy tic dong cua méi truong
song, su déng gop cua mdi mot yéu tb riéng biét 1a
rit kho xéc dinh (Dean, 2003). Thém vao do, su
khong dong nhét 1a yéu to lam phtic tap thém viéc
nghién ctru ban chét di truyén cua bénh.
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Ving PSORSI trén nhiém sic thé 6p21.3 dugc
cho la dong gop 35 — 50% kha nang di truyén cua
bénh vay nén, bao gdbm cac gen HLA-A, -B, -C c6 vai
trd quan trong trong phan ting mién dich (Oka et al,
1999). Ngoai ra, vung PSORS! dugc xac dinh co it
nhit 10 gen khac 1a HCG27, PSORSIC3, OTF3,
TCF19, HCR, SPRI, SEEKI, CDSN, STG, HCG22
(Horton et al 2004), tuy nhién va1 tro cua cac gen
nay voi sy man cam véi bénh vay nén van con nhidu
tranh cdi. Holm va dong tac gia (2005) di xac dinh
su lién két cia gen PSORSIC3 vé6i bénh vay nén ¢
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quan thé ngudi Thuy Si. Céac tac gia di xac dinh 11
SNP trén trinh ty gen PSORSIC3. Khi so sanh tan
Xuét clia cac SNP trong cac truong hop dbi ching,
¢6 3 SNP c6 tan xuét 16n lién quan voi bénh vay nén
larsi5721489, rs3871247, rs3871246.

Trong s6 14 SNP trong nghién ctru ciia ching
to1, da xac dinh duwgc mot diém da hinh rs3871246
¢6 lien quan mot cach c6 y nghia thong ké véi
p<0,01. Két qua nay twong tw véi két qua nghién ctru
ciia Holm va ddng tac gia (2005) trén db6i tugng bénh
nhan ngudi Thuy Si. Cac két qud nay ctng cho thiy
bén canh viéc thu thap thém mau, cén c6 thém cac
nghién ctru danh gia vé vai tro cta cac gen khac
trong ving PSORSI d6i v6i sy man cam véi bénh
vay nén ¢ bénh nhan ngudi Viét Nam.

KET LUAN

Trong nghién ctru nay, chung t6i da thu thap,
tach chiét dugc DNA tir 22 mAu mau cua bénh nhén
méc bénh vay nén va 5 mau ddi chimg. Nhan va giai
trinh ty 3 doan exon (exon 1, 2, 3) trén gen
PSORSIC3 clia cac bénh nhan méc bénh vay nén va
dbi chirng. Phan tich trinh ty cac doan exon cua cac
bénh nhan, da xdc dinh dugc 6 SNP rs3868542,
rs11507945, rsl1507946, rs3871247, rsl1507947,
rs3871246 trén exon 1, 2 SNP rs3099189 va
rs3132517 trén exon 2, 6 SNP rs887467, rs887468,
rs1061503, rs2269711, rs11507948 va rs11507949
trén exon 3. Phan tich méi lién hé cua céc diém da
hinh véi sy mam cam véi bénh viy nén bing phan
mém théng k& SPSS 16.0, ching t6i dd xac dinh
duoc mot diém da hinh 753871246 ¢6 lién quan mot
cach c6 y nghia thong ké vai p<0,01.

Loi cdm on: Cong trinh dwoc hoan thanh voi suw hé

tro’ kinh phi ciia dé tai cdp co sé Vién Nghién ciru hé
gen, Vién Han lam Khoa hoc va Cong nghé Viét Nam.
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IDENTIFICATION OF PSORSIC3 VARIANTS IN VIETNAMESE PATIENTS WITH
PSORIASIS DISEASE

Nguyen Thi Kim Lien', Le Bac Viet', Le Dinh Ky’, Nguyen Van Bien’, Nguyen Van Ben’, Nguyen Huy
Hoang1

!Institute of Genome Research, Vietham Academy of Science and Technology
“Clinics of Traditional Medicine Thien Phu Duong

SUMMARY

Psoriasis is an immune disorder disease which has genetic cause. It is benign disease, and usually lies in
dormant status in the body until the patient triggered by a variety of factors such as environment, lifestyle and
diet. The disease has an effect on the aesthetic, many serious complications and affects a large number of the
world population. Until now, there are no specific method of cure only treatment of disease stabilization,
avoidance complications and improvement quality of life for patients. Genetic studies of psoriasis have been
identified 13 loci associated to susceptibility of disease. Among them, the PSORS! region on chromosome
6p21.3 was identified as highest relevant to susceptibility of disease. In this study, blood samples of the
Vietnamese patients with psoriasis disease were collected and investigated. Exons in PSORSIC3 gene, one
gene in locus PSORSI, in psoriasis patients were amplified by using specific primer pairs. The single
nucleotide polymorphisms (SNP) of PSORSIC3 gene were determined by sequencing and comparing with the
reference sequence in Ensembl. We found out 14 SNPs including of 6 SNPs rs3868542, rs11507945,
rs11507946, rs3871247, rs11507947, rs3871246 on exon 1; 2 SNPs r$3099189, rs3132517 on exon 2; 6 SNPs
rs887467, rs887468, rs1061503, rs2269711, rs11507948 and rs11507949 on exon 3 of PSORSIC3 gene in
Vietnamese patients with psorisis disease. The results showed that there was one SNP rs3871246 have
significant association to susceptibility of disease with p<0.01.
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