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MO PAU
1. Tinh cép thiét cia vin dé nghién ctru

Gut 14 bénh 1y rdi loan chuyén hoa gay ra béi tinh trang ling dong
acid uric ¢ cac mé do ting nong d¢ acid uric mau. Triéu chimg 1dm sang
ctia bénh bao gom viém khép do gut, nét tophi, bénh than do gat va soi
uric. Pay 1a bénh rdi loan chuyén ho nén c6 thé kiém soat dugc bénh néu
bénh nhan duge diéu tri theo phac dd.

Céc nghién ctru vé mdi tuong quan giira cac bién thé nam trén cac
ving gen duoc quan tAm rat nhiéu trén thé giéi. Bénh gut hién nay co ty
1¢ cao, dic biét & cac nude dang phat trién do ché do dn uéng khong duge
kiém soat. Tai Chau 4u, bénh chiém khoang 0,02 - 0,2% dan s [1], xudt
hién cht yéu ¢ nam gidi tudi trung nién. Bénh c6 kha ning di truyén. Tai
Viét Nam trong giai doan 1978-1989 ty 18 bénh gt chiém 1,5% cac bénh
nhan méc bénh co xuong khép. Theo mot nghién ciru khic vé mo hinh
bénh tat tai khoa co xuong khdp bénh vién Bach Mai trong 10 nam (1991-
2000) git chiém ty 18 1a 8,57% [4].

Mic di bénh ¢ nhimng biéu hién dic trung nhung viéc chan doan
bénh sém hién nay con gip nhiéu kho khan. Hién nay cac nghién ciru mdi
tuong quan giita bénh gt va cac bién thé trén gen lién quan chua dugc
tién hanh nhicu tai Viét Nam, do d6 chung t6i da tién hanh dé tai “Nghién
ctru tinh da hinh ctia mot s6 gen trén bénh nhan gut”.

2. Muc tiéu nghién ciru
1. Xéac dinh tdn s6 cac allele va kiéu gen ciia 6 gen ABCG2,

SLC22A412, SLC2A49, TNFa, TLR4 va SLC17A1 trén bénh nhan

gut so voi ddi chimg 13 ngudi khoé manh.

2. Phan tich mbi lién quan giita cac da hinh ctia 6 gen 4BCG2,

SLC22412, SLC249, TNFa, TLR4 va SLC17A41 v6i bénh gut va

mat sO chi s0 can lam sang.
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3. Cac ngi dung nghién ciru chinh ciia luin dn

Day 1a nghién ciru mo ta bénh - chimg gém 521 miu, dugc thyc
hién trén hai nhom ngudi khoe manh binh thuong va ngudi mic bénh gut.
Nghién ciru str dung phuong phép sinh hoc phén tir nham xac dinh 09
bién thé ndm trén cac gen ABCG2, SLC22412, SLC249, TNFa, TLR4 va
SLCI7A1.

Pé tai di tir thuc tién két hop y van va duoc tién hanh tai Vién
Nghién ctru h¢ gen, Vién Han 1am Khoa hoc va Cong nghé Viét Nam. Két
qua budc dau nghién ctru da phat hién duge mdi lién quan gitra mot sé da
hinh gen vé6i nguy co mic bénh git.

CHUONG 1. TONG QUAN
1.1. Pai cwong vé bénh gut
1.1.1. Khdi niém

Theo dinh nghia, gt 1 mét bénh chuyén hoa, dwoc dic trung boi
nhiing dot viém khdp cap, c6 hién tugng tai phat va c6 sy ling dong tinh
thé urat trong cac mo [8]. Nguyén nhan ctia bénh nay 1a do tinh trang rdi
loan chuyén hoéa ctia cac nhan purin, c6 dic diém chinh 13 ting acid uric
mau va gy ling dong tinh thé urat & cac mo [9].

1.1.2. Dich té hoc

Gut 1a bénh thuong gip ¢ cic nudc phat trién nhung hién nay
cling thuong thiy & cac nudc dang phat trién va bénh c6 xu hudng ting
1€n, theo cac nghién ctru tai Anh ty I¢ gt da tang tur 0,14% nédm 1975 1én
1,4% nam 2005 [12]. Tai Viét Nam, trong giai doan tir nim 1978 dén nam
1989, ty 1¢ bénh gat chiém 1,5% cac bénh nhan méc bénh co xuong khép
diéu trj noi tra tai khoa co xuong khép bénh vién Bach Mai va theo mét
nghién cuu trong vong 10 ndm (1991-2000) ty 1€ nay tang Ién khoang
8,57% [5].

1.1.3. Co ché bénh sinh



a) Chuyén héa acid uric

Acid uric 14 san pham cudi ctia con duong chuyén hoa purin ngoai
sinh va ndi sinh [18]. Téng lugng purin ngoai sinh thay d6i dang ké theo
ché d6 an udng va s6 lugng protein ma co thé hap thu vao mdi ngiy.
b) Co ché bénh sinh

C6 rat nhidu yéu t6 nguy co dan t6i tinh trang tang uric mau, c6
thé ké dén nhu sy giam thai urat qua duong than va duong tiéu héa hodc
sy ting san xut urat qua mirc trong co thé [21, 24].
1.1.4. Phén logi bénh gt

Bénh gut thuong dugc phén loai dya vao nguyén nhan va theo thé
1am sang. Phan loai theo nguyén nhan bao gdm bénh giit nguyén phat va
bénh gut thir phat.
a) Gut nguyén phat
b) Gut thir phat
c) Bénh giit cap tinh
d) Bénh gt man tinh
1.1.5. Chin dodn bénh git

Trong tinh hinh hién nay, mic du c6 nhiéu tiéu chuan dugc ding
dé chan doan bénh git, trong s6 d6 tiéu chuan thudng duoc st dung rong
rai hién nay la ti€u chuan ACR/EULAR 2015 [23].
1.1.6. Kh6 khdn trong viéc chin dodn bénh git giai doan som

Mic di ndng d6 acid uric 1a yéu té quan trong trong viéc chan
doan sém bénh gut, tuy nhién tinh trang ting acid uric khong dong nghia
v6i viée mac bénh gat. Trong mot vai truong hop, bénh nhan méc bénh
ght & giai doan sém c6 két qua xét nghiém acid uric mau khong cao.
1.1.7. Piéu tri bénh gt
a) Thubc khang viém khéng steroids (NSAIDs)
b) Colchicine



¢) Glucocorticoids

d) Diéu tri nhiém khudn

e) Cdc thuoc lam giam acid uric méu
1.1.8. Dy phong bénh gut

Dy phong bénh gut doi hoi phai két hop nhidu cac yéu t6 [29].
Can c6 ché d9 an udng hop 1y nhu tranh thic an hai san, an it chat béo
bdo hoa va cac san phdm chira it chat béo, ngung hodc giam str dung cac
thirc uéng c6 cdn, dic biét 1a bia ruou.

1.2. Téng quan vé da hinh nucleotide don (SNPs)
1.2.1. Pic diém ciia da hinh nucleotide don (SNP)

Pa hinh nucleotide don dugc dinh nghia la nhiing bién thé trinh
tu DNA xay ra khi mét don nucleotide (A, T, C, hoidc G) trong trinh ty hé
gen bi thay ddi so voi cac ca thé khac trong cung mot loai sinh hoc hoac
s0 v6i NST con lai trong cap NST tuwong dong [31].
1.2.2. Cic phwong phap xdc dinh da hinh don nucleotide don (SNP)
a) Phwong phdp dia trén tinh chat vat 1y ciia DNA (Enzyme-based
methods)
b) Phuong phdp dwa trén phan iing lai (Hybridization-based methods)
¢) Phuong phdp gidi trinh tw
1.2.3. Tam quan trong va wng dung ciia da hinh nucleotide don
(SNP)
a) Ban d6 SNP
b) Phat trién SNP va y hoc
1.3. Nghién ciru vai tro ciia cic gen doi véi bénh gt trén thé giéi va
Viét Nam
1.3.1. Tinh hinh nghién civu tong qudt vé bénh gt trén thé gigi

Hién nay trén thé gidi c6 rét nhiéu cac nghién ctru lién quan dén bénh

giit nhu co ché bénh hoc ctia bénh git duoc thuc hién trén toan thé giéi. Ty 16



5

cac bénh nhan méc bénh git & cac qudc gia thude cac khu vue khac nhau rt
khac nhau, dao dong trong khoang tir 0,1% cho dén 10% [11].
1.3.2. Cdc nghién ciru trong quan todn bé nhiém séc thé véi bénh giit

Trong nhitng nim gan ddy, cic nghién ciru trén toan bo hé gen
(GWAS), nghién ctru nhan rong va phan tich trén s mau 16n da tim ra nhiéu
gen mai lién quan dén viée ting luong acid uric trong mau va bénh gut. Nam
2015, nghién ciru GWAS trén 140000 nguoi Chau Au di xac dinh duoc da
hinh trén 28 gen c6 lién quan dén ham luong acid uric trong mau va bénh gut.
1.3.3. Vai tro ciia gen ABCG2 déi véi bénh gt

Nghién ctru da hinh trén gen ABCG2 dugc thyc hién rong rai & bénh
nhén gt trén mot s6 quan thé khac nhau nhu trén quan thé ngudi Nhat Ban,
nguoi Han va Tibetan ¢ Trung Qudc, quan thé ngudi da trang va quan thé
nguoi da den.
1.3.4. Méi twong quan ciia gen SLC22A12 va bénh giit

Mot nghién ciru trén quan thé ngudi Han chi ra 2 da hinh trén gen
SLC22A412 c6 lién quan chdt ché tdi tinh trang tang acid uric [88]. Pa hinh
157932775 ciing duge chimg minh c6 lién quan dén tinh trang ting acid uric &
nguoi Czech.
1.3.5. Tam quan trong ciia gen SLC2A9 va bénh gt

Trong s6 cac da hinh ciia gen SLC249, ngoai da hinh rs12510549
SLC2A49 di duoc chimg minh 1am giam nguy co méc bénh gut & ngudi da
trang va chau A [98], da hinh rs16890979 ciing c6 mdi lién quan dén bénh git
[99].
1.3.6. Méi twong quan ciia gen TNFava bénh giit

Nghién ciru duge tién hanh véi da hinh rs1800629 TNFa trén 10
quan thé nguoi Chau Au, 3 quan thé Chau My Latin va 1 quan thé nguoi
Chau A cho thay c6 lién quan téi nguy co méc bénh giit & ngudi My Latin
[105].
1.3.7. Sw lién quan ciia gen TLR4 va bénh guit
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Mot s6 nghién ciru vé da hinh rs2149356 TLR4 cho thiy trén gen
nay di dugc ching minh c6 lién quan dén nguy co mic bénh va co thé
tham gia vao diéu hoa mién dich, qua trinh nhur viém nhiém va trao d6i
lipid [107].
1.3.8. Gen SLC17A1 va bé¢nh gut

Nhiéu nghién ctru di chirg minh mdi lién quan giira da hinh trén
SLC17A41 véinguy co mac bénh gat [100]. Pa hinh nay dugc chimg minh co
lién quan dén nguy co mic bénh git & quan thé Nhat Ban va New Zealand.
1.3.9. Cdc nghién ciru vé git trong nuéc

Cho dén hién nay, tai Viét Nam ciing da c6 nhiéu nghién ctru vé
bénh gut, tuy nhién cic nghién ctru chi yéu la khao sat cac van dé lién
quan dén cac ddc diém 1dm sang, can 1am sang, phuong hudng chan doan
va diéu tri. Gan day, cic nghién ctru vé anh hudng cta cac yéu to di truyén
dbi v6i bénh gat méi bat dau duoc quan tim va dan c6 nhidu nghién ciu
lién quan.

CHUONG 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pia diém thu miu va thoi gian nghién ciru
2.1.1. Pia diém thu méu

Nim trim hai muoi mdt bénh nhan git va nhém ching khong co
quan h¢ huyét thong, c6 do tudi tir 18 tudi trd 1én. Tat ca dugc 1dy mau tai
Bénh vién Nguyén Trai va Phong kham Da khoa Pai Phuéc.
2.1.2. Thoi gian nghién ciru

Thoi gian thyc hién dé tai: tir 01/01/2016 — 31/12/2018.
2.2. Thiét ké nghién ciru

Nghién ciru dugc thiét ké theo md ta bénh - chimg.
2.3. Pdi twong va ¢& miu nghién ciru
2.3.1. Péi twong nghién ciru

Nhom bénh gém bénh nhan bi gut cép hodc gut man tinh dang
diéu tri tai Bénh vién Nguyén Trii va Phong kham Pa khoa Pai Phuéc

dugc lya chon dap tmg tiéu chuén lya chon va loai trir.



2.3.2. Cé miu:
Duoc tinh theo cong thirc tinh ¢& mau cho nghién ctru bénh -
chung
2.4. Quy trinh chgn miu va nghién ctru
2.4.1. Nhém bénh
Nghién ctru da thu thap dit liéu, sau khi xem xét ti€u chi loai tru,
nghién ctru thu duge 170 mau mac bénh phu hop véi nghién ciru.
2.4.2. Nhém chitng
Sau khi kham sang loc va tién hanh 1dy mau, nghién ctru d thu
duoc 351 mau phu hgp véi tiéu chi ctia nghién ctru
2.5. Dung cu, trang thiét bi va ho4 chit nghién ctu
2.6. Phuwong phap nghién ciru
2.6.1. Quy trinh thwc hién nghién ciru
2.6.2. Phwong phdp thu thip sé ligu
2.7. Phwong phap va ky thuit sir dung
2.7.1. Phwong phdp sinh hod va huyét hoc
2.7.2. Phwong phdp thiét ké moi cho PCR
2.7.3. Tdch chiét DNA tong so
2.7.4. Phwong phap dinh lwong DNA b&ng quang ph(f ké
2.7.5. Nhin dogn DNA bang PCR
2.7.6. Tinh sach sin phim PCR
2.7.7. Gidi trinh tw Sanger
2.7.8. Phén tich da hinh/dgt bién gen
2.8. Cic bién s6 trong nghién ciru
2.8.1. Nhém bién soé dic diém chung ciia déi twong nghién ciru
2.8.2. Nhém cdc bién sé cin lam sang
2.8.3. Nhém cic bién sé vé gen
2.9. Phuwong phip xir Iy va phan tich so liu



2.9.1. Xir Iy s6 liéu thé
2.9.2. Phan tich sé liéu
2.10. Vin dé dao dirc trong nghién ciru y sinh hoc

Nghién ctru nay da dugc Hoi dong dao dirc trong nghién ctru y
sinh hoc ciia Vién Nghién ciru hé gen thong qua theo quyét dinh s6 01-
2017/NCHG-HDDD cua Vién Nghién ctru hé gen.

CHUONG 3. KET QUA VA THAO LUAN

3.1. Két qua
3.1.1. Pdc diém lim sang va cén ldm sang ¢ mdu nghién civu

a) Cdc yéu t6 lam sang

Bdng 3.1. Két qua phan tich dc diém lam sang ¢ nhom bénh va chimg

Pic diém Téng so Nhém Nhom bénh | Gia tri
S6 nam 505 351 154 1,9x10°
Dj tudi* 52,82+11,33 | 53,40£10,03 | 51,62+13,58 | 0,0469
Chiéucao | 164,99+5,76 | 165064552 | 164,84+6,24 | 0,697
Can ning 66,3£9,52 | 6575£9,72 | 67,47+9,00 | 0,026
BMI 24574335 | 24454354 | 24824291 | 0,038
SBP 120,06+11,3 | 119,83+10,8 | 120,53£12,32 | 0,84
DBP 74,74 +777 | 74,59+7,77 | 75,06+7,79 | 0,533

Gid tri cua bién lién tuc dugc thé hién bcing gia tri trung binh + do

b) Can lam sang

léch chuan;

Bdng 3.2. Két qud phan tich déc diém cdn lam sang lién quan ¢ nhom

bénh va chirng

Pic diém Tongsd6 | Nhém chimg | Nhém bénh | Gia tri
ALT 32,77+23,88 | 32,03£22,74 | 34,31£26,08 | 0,1563
AST (U/L) | 2821£21,70 | 27,82+22,46 | 28,99+20,07 | 0,2842
BUN 25,87+ 12,30 | 26294971 | 25,00+16,41 | 0,1342
CREA 1,09+0,23 1,08+0,17 1,11£031 | 09537
Acid uric 7,72+1,94 6,29+1,51 9,29+1,81 | 2,7x10°
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CRP 3,92+4,507 3,42+4,37 4,96+4,61 0,048
GLU 103,61£15,45 | 102,27+10,33 | 105,37+21,81 | 0,145
HDL-C 472+20,72 | 47,9+22,64 | 4576+16,03 | 0,204
LDL-C 104,5+£27.8 | 102,76 +26,9 | 108,12+294 | 0,04
TG 171,1£60,01 | 165,9+58,8 | 184,2+61,24 | 0,001
WBC (trén | 768142306 | 76552222 | 77352478 | 0,778

3.1.2. Tdich chiét DNA téng sé

3.1.3. Danh gia twong quan giita ABCG2 rs72552713 va bénh gt

a) Xac dinh kiéu gen da hinh rs72552713 trén ABCG2

b) Xac dinh thanh phan kiéu gen da hinh ABCG2 rs72552713
Bdng 3.3. Bang thong ké kiéu gen va tan sé allele ciia da hinh ABCG2

rs72552713
Kiéu gen Allele Gid tri
HWE
GG GA | AA| G A p
Nhom 350 1 0
0,999 | 0,001 | 1,000 | +
chimg | (0,997) | (0,003) | (0,0)
Nhom 160 10 0
0,971 | 0,029 | 0,925 | +
bénh 0,94) | (0,06) | (0,0)
C 510 11 0
Tong sb 098 | 0,02 | 0977 | +
(0,98) | (0,02) | (0,0)

HWE: Cén bang Hardy-Weinberg; “+”: Tudn theo dinh ludt cin bang

HWE.

¢) Phan tich sw tuwong quan gitta da hinh ABCG2 rs72552713 véi bénh

gut

Bdng 3.4. Twong quan don bién giita da hinh rs72552713 va bénh git

Kiéu
gen

Nhom
chirng
(n, %)

Nhém
bénh
(n, %)

OR

95% CI

Gia tri

P
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M@ hinh troi 0,0000025
GG 350 160 1,00
(99,7%) (94,1%)
GA 1 10 21875 | 2,77-
(0,3%) (5,9%) 172,34
Allele 0,0000038
G 701 330 1,00
(99,86%) | (97,06%)
A 01 10 21,19 | 3,00-
(0,14%) (2,94%) 918,96

d) Panh gid twong quan giita da hinh rs72552713 véi cac yéu to khac

Bdng 3.5. Pdanh gia tiwong quan da hinh rs72552713 véi cdc yéu t6 khac

ABCG2 Kiéu gen
Gia tri p
rs72552713 GA (n=11) | GG (n=510)
Acid uric (mg/dL) | 9,37 +1,80 7,66 + 1,92 0,0001
Can nang (kg) 71,16+ 8,20 | 66,15+ 9,51 0,012
Chiéu cao (cm) 164,93£5,79 | 166,47+4,82 | 0,1261
BMI 24,54+0,15 25,69+0,67 0,0723
CRP (mg/dL) 5,77+1,76 5,40+1,33 0,4838
HDL-C (mg/dL) 47,23+21,13 45,58+8,68 0,3669
LDL-C (mg/dL) 122,47439,26 | 126,63+41,28 | 0,3255
Triglyceride 231,00+7,19 | 256,46+47,53 | 0,2504
Glucose mau 112,83+1,69 | 108,47+£3,50 | 0,3074
AST (U/L) 28,35+0,99 24,57+1,15 0,2285
ALT (U/L) 32,90+1,08 29,48+4,58 0,2703
BUN (mg/dL) 26,05+0,56 21,18+2,57 0,0454
Creatinin 1,09+0,01 1,10+0,05 0,3877
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WBC (trén pL) 7646105 8002+402 0,2546
3.1.4. Ddinh gid twong quan ciia rs12505410 gen ABCG?2 va bénh giit
3.1.5. Ddnh gid twong quan ciia rs11231825 gen SLC22A12 va bénh
gut
a) Xdac dinh kiéu gen da hinh rs11231825 gen SLC22412
b) Xac dinh thanh phan kiéu gen da hinh SLC22412 rs11231825

Bdng 3.6. Bdang thong ké kiéu gen va tan sé allele da hinh rs11231825

Kiéu gen Allele Gid tri
HWE
TT | TC | CC T C p
Nhom 183 | 134 | 34
) 0,712 | 0,288 | 0,438 +
chimg (0,52) | (0,38) | (0,1)
Nhom 99 66 5
X 0,776 | 0,224 | 0,304 +
bénh (0,58) | (0,39) | (0,03)
. 282 | 200 | 39
Tong sb 0,733 | 0,267 | 0,914 +

(0,54) | (0,38) | (0,08)

¢) Phdn tich sy twong quan gitta da hinh rs11231825 véi bénh guit
Bdng 3.7. Két qua danh gid sw twong quan giita da hinh rs11231825 voi

bénh giit
Kiéu Nhém Nhém OR | 95%CI | Giatri
gen chung bénh p
(n,%) (n,%)
M0 hinh c{ng gop 0,0104
TT 183 99 1,00
(52,1%) (58,2%)
TC 134 66 0,910 0,621 - 0,631
(38,2%) (38,8%) 1,335
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CC 34 5 0272 | 0,103 - 0,005
(9,7%) (2,9%) 0,717

M5 hinh troi 0,190

T 183 99 1,00
(52,1%) (58,2%)

TC+ 168 71 0,781 | 0,540 - 0,578

CC (47,9%) (41,8%) 1,131

M& hinh Lin 0,006

TT+ 317 165 1,00

TC (90,3%) (97,1%)

CC 34 5 0,283 | 0,108 - 0,233
(9,7%) (2,9%) 0,736

Mo hinh dong tri 0,697

TT+ 217 104 1,00

CC (61,8%) (61,2%)

TC 134 66 0,720 | 0,521 - 0,521
(38,2%) (38,8%) 1,035

Allele 0,0302

T 500 264 1,00
(71,2%) (77,6%)

C 202 76 0,712 | 0,526 - 0,602
(28,8%) (22,4%) 0,964

d) Panh gid twong quan giita da hinh rs11231825 véi cdc yéu té khdc

Bdng 3.8. Pdanh gia tiwong quan giita da hinh rs11231825 véi cdc chi s6

lam sang
SLC22A412 Kiéu gen Gi4
rs1123182 | TT (n=282) | TC (n=200) | CC (n=39) | trip*
Acid uric 7,82+1,92 7,61£1,99 7,56+£1,85 | 0,451
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Can nang 66,1349.42 | 66,85:9.39 | 65,18£10,69 | 0,531
Chiéucao | 165,03+6,25 | 165,00+4,97 | 164,59+5,92 | 0,903
BMI 24556335 | 24,62+3,14 | 24,67x4,45 | 0,958
CRP 70055194 | 4204588 4744578 | 0,726
HDL-c 46,82424,77 | 47,76£14,58 | 46,74+16,34 | 0,883
LDL-c 124,56:41,07 | 117,5636,59 | 134,33£36,73 | 0,024
Triglycerid | 222,11£135,3 | 240,74£196,0 | 257,62+137,5 | 0,273
Glucose | 108,83£25,46 | 115,09438,27 | 127,79+76,27 | 0,005
AST (U/L) | 29,15423,01 | 27,71421,63 | 23,96+7,56 | 0,351
ALT (U/L) | 33,2142529 | 323142347 | 32,01=13,84 | 0,902
BUN 25,71=13,12 | 25,98+11,40 | 26,45+10,85 | 0,929
Creatinin 1,07+0,24 1,11£0,22 1,04£0,10 | 0,082
WBC (trén | 7701£2380 | 757942177 | 7773+2396 | 0,810

3.1.6. Ddinh gid twong quan ciia rs7932775 gen SLC22A12 va bénh

gut

3.1.7. Ddinh gid twong quan ciia rs12510549 gen SLC2A9 va bénh

gut

a) Xdac dinh kiéu gen da hinh rs12510549 gen SLC249
b) Xac dinh thanh phan kiéu gen da hinh SLC249 rs12510549
Bdng 3.9. Bang thong ké kiéu gen va tan sé allele SLC2A9 rs12510549

Kiéu gen Allele Gid tri
HWE
TT | TC | CC T C p
Nhom 253 | 91 7
0,850 | 0,150 | 0,491 +
chimg (0,72) | (0,26) | (0,02)
Nhom 126 | 39 5
X 0,854 | 0,146 | 0,372 +
bénh (0,74) | (0,23) | (0,03)
C 379 | 130 12
Tong sb 0,852 | 0,148 | 0,813 +
(0,73) | (0,25) | (0,02)

¢) Phan tich méi twong quan giita SLC2A9 rs12510549 véi bénh giit
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Bdng 3.10. Két qua danh gid sw twong quan giita da hinh rs12510549

voi bénh gut

Kiéu Nhém chirng | Nhém bénh Gia
OR | 95%CI i
gen n (%) n (%) trip
M0 hinh c{ng gop 0,785
TT 253 (72,1%) 126 (74,1%) 1,00
TC 0,576 —
91 (25,9%) 39 (22,9%) 0,888 0,590
1,368
«c 07 (2% 05 (3,0% 1,463 0455 - 0,521
(%) 0%) ’ 4703 |
M5 hinh troi 0,606
TT 253 (72,08%) | 126 (74,1%) 1,00
TC+CC 0,576 —
98 (27,92%) 44 (25,9%) 0,888 0,729
1,368
M5 hinh Lin 0,541
TT+TC | 344 (98,01%) 165 (97%) 1,00
CC 0,493 —
7 (1,99%) 5(3,0%) 1,648 0,486
5514
Mo hinh dong tri 0,426
TT+CC | 260 (74,07%) | 131(77,1%) 1,00
TC 0,367 —
91 (25,93%) 39 (22,9%) 0,734 0,549
1,469
Allele 0,513
T 597 (85%) 291 (85,6%) 1,00
C 105 (15%) 49 (14,4%) 0,827 0,461 — | 0,679
1,482
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n (%): 86 lwong cd thé (phan tram); OR: Ti sé odds ratio;
95% CI: Khodng tin cdy 95%; gid tri p duwoc tinh bang kiém dinh Mann
Whitney U.
d) Panh gid twong quan gitta da hinh rs12510549 véi mét s6 chi s6 laim
sang

Bdng 3.11. Twong quan giita da hinh rs12510549 véi mét s6 chi sé lam

sang

SLC249 Kiéu gen Gia
rs1251054 | TT (n=379) | TC (n=130) | CC (n=12) | trip*
Acid uric 7,70+1,89 7,80+2,06 7494230 | 0,821
BMI 24,70+3,41 249143,77 | 23,79+0,68 | 0,532
CRP 4,2616,03 3,54+3,39 4,13+4,96 | 0,588
HDL-c 47,81+22,72 | 45,88+12,92 | 42,61+24,57 | 0,489
LDL-c 124,07+38,74 | 119,32+38,82 | 105,89+49,39 | 0,162
Triglycerid | 235,13+165,0 | 232,42+176,4 | 244,06+121,2 | 0,968
Glucose 112,10+38,66 | 115,76+33,78 | 100,76+31,63 | 0,336
AST (U/L) | 27,90+20,45 | 29,07+2430 | 30,2+26,21 | 0,827
ALT (U/L) | 32,83+22,32 | 33,79+28,83 | 28,18+21,84 | 0,726
BUN 26,01+11,82 | 24,89+12,07 | 34,28+21,47 | 0,137
Creatinin 1,07+0,21 1,12+0,27 1,1940,24 | 0,054
WBC 767142277 | 7690+2424 | 7759+2277 | 0,989

3.1.8. Panh gia twong quan ciia rs1680979 gen SLC2A9 va bé¢nh gt
a) Xdac dinh kiéu gen da hinh rs16890979 gen SLC249

b) Xac dinh thanh phan kiéu gen da hinh SLC2A49 rs16890979
Bdng 3.12. Bang thong ké kiéu gen va tan soé allele SLC2A9 rs16890979

Kiéu gen Allele Gia tri
HWE
CC CT | IT C T p
Nhoém 338 13 00
0,982 | 0,018 | 0,978 +
chung (0,96) | (0,04) | (0,0)
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Nhém 167 | 03 | 00
0,991 | 0,009 | 0,657 | +

bénh (0,98) | (0,02) | (0,0)

o 505 | 16 | 00
Téng s 0,985 | 0,015| 0,956 | +

(0,97) | (0,03) | (0,0)

HWE: Cén bang Hardy—Weinberg; +: Tudn theo dinh ludt cin bang

Hardy-Weinberg.
c) Phan tich méi tiwong quan giita SLC2A9 rs16890979 véi bénh gt
Bdng 3.13. Két qua ddnh gia sw twong quan giita da hinh rs16890979

voi bénh gut

Kiéu | Nhém chirng Nhém bénh OR | 95%CI | Gia

gen n (%) n (%) trip
M5 hinh trji 0,843
CC 338 (96,4%) 167 (98,2%) | 1,00

CT 13 (3,6%) 03 (1,8%) 0,496 | 0,132— | 0,289

1,861

Allele 0,147
C 689 (98,2%) 337(99,1%) | 1,00

T 13 (1,8%) 03 (0,9%) 0,5 |0,087— | 0,381

2,027

d) Panh gid twong quan giita da hinh rs16890979 véi mét s6 chi sé lam

sang

Bdng 3.14. Twong quan giita da hinh gen rs16890979 véi mét s6 chi sé

lam sang
SLC2A49 Kiéu gen
Gia tri p*
rs16890979 CC (n=505) CT (n=16)
Acid uric (mg/dL) 5,69+4,11 4,83+3,96 0,5217
BMI 23,72+3.,41 22,61+3,77 0,6322
CRP (mg/dL) 4,99+1,03 1,47+0,37 0,2884
HDL-c (mg/dL) 42,81+18,72 43,88+13,92 0,1894
LDL-c (mg/dL) 126,17428,74 | 129,32+48,82 0,3629
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Triglyceride 275,57+203,30 | 263,10+£172,03 0,007
Glucose mau 119,10+£32,66 110,76+£31,78 0,2362
AST (U/L) 26,90+19,45 27,07+£20,30 0,9270
ALT (U/L) 30,83+21,32 32,79426,83 0,4267
BUN (mg/dL) 25,01+10,82 25,89+9,07 0,324
Creatinin 1,11+0,31 1,14+0,37 0,046
WBC (/uL) 737242077 76102224 0,789

3.1.9. Panh gid twong quan ciia rs1800629 gen TNFava bénh gt
a) Xac dinh kiéu gen da hinh TNFa rs1800629

b) Xac dinh thanh phan kiéu gen da hinh TNFa rs1800629

Bdng 3.15. Bang thong ké kiéu gen va tan s6 allele da hinh rs1800629

Kiéu gen Allele Gia tri
HWE
GG | GA | AA | G A
Nhom 239 | 101 11
0,825 | 0,175 | 09339 | +
chimg (0,68) | (0.29) | (0,03)
Nhom 117 | 48 5
0,832 | 0,168 | 09771 | +
bénh (0.69) | (0,28) | (0,03)
.. | 356 | 149 16
Tong s6 0,827 | 0,173 | 09319 | +
(0,68) | (0,29) | (0,03)

HWE: Cén bang Hardy-Weinberg; “+”: Tudn theo dinh ludt cin bang

HWE.

¢) Phdn tich méi twong quan gitta TNF o rs1800629 véi bénh giit
Bdng 3.16. Két qua danh gid sw twong quan giita da hinh rs1800629 voi

bénh giit
Kiéu | Nhém chitng Nhémbénh | OR | 95%CI Gia
gen (n, %) (n, %) trip
M0 hinh cdng gop 0,983
GG 239 (68,1%) 117 (68,8%) | 1,00
GA 101 (28,8%) 48 (282%) | 1,03 0,68-155 |0,564
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AA | 11G31% | 53B0% [108] 037-3,17 [0,783 ]
M6 hinh tri 0,467

GG 239 (68,1%) 117 (68,8%) | 1,00

GA 112 (31,9%) 53(31,2%) | 1,03 | 0,70-1,53 | 0,866
+

AA

M6 hinh Lin 0,513

GG 340 (96,9%) 165 (97,0%) | 1,00

+

GA

AA 11 (3,1%) 5(3,0%) 1,07 | 036-3,12 | 0,905
M6 hinh dong troi 0,742

GG 250 (71,2%) 122 (71,8%) | 1,00

+

AA

GA 101 (28,8%) 48 (28,2%) | 1,01 | 0,58-1,25 | 0,454
Allele 0,811

G 579 (82,5%) 282 (82,9%) [ 1,00

A 123 (17,5%) 58(17,1%) 1,05 0,51-2,42 0,954

d) Panh gid twong quan giita da hinh rs1800629 véi mét s6 chi sé lam

sang

Bdng 3.17. Pdnh gid twong quan giita da hinh rs1800629 véi chi sé lam

sang

TNFa Kiéu gen Gia
rs1800629 | GG (n=356) | GA (n=149) | AA (n=16) | trjp*
Acid uric 7.83+1,93 7,54+1,95 709+1,92 | 0,134
BMI 2452+11,12 | 24,65+3,46 | 24,4843,06 | 0,521
CRP 6,35+46,26 4,42+5,00 4804527 | 0,873
HDL-c 46,06=13,74 | 49,69+32,42 | 48,75£12,28 | 0,200
LDL-c 120,08+35,28 | 124,88+40,40 | 121,47+40,80 | 0,494
Triglycerid | 228,13+131,1 | 235,60+175,9 | 229,83+163,0 | 0,899
Glucose 111,67+30,09 | 114,72+49,75 | 116,13+41,05 | 0,656
AST (U/L) | 29,24+25,02 | 25,72+10,50 | 28,06£16,73 | 0,259
ALT 33,19425,35 | 31,58+20,15 | 34,44+22,71 | 0,762
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BUN 25,95+£13,08 | 25,60+10,77 26,46+6,97 | 0,939
Creatinine 1,09+0,25 1,09+0,16 1,10+0,24 0,976
WBC (trén 77012434 748241962 8368+2136 | 0,288

3.1.10. Ddnh gid twong quan ciia rs2149356 gen TLR4 va bénh gut
3.1.11. Ddnh gid twong quan ciia rs1165196 gen SCL17A1 va bénh
gut
a) Xdc dinh kiéu gen da hinh rs1165196 gen SLC17A41
b) Xac dinh thanh phan kiéu gen da hinh SLC17A41 rs1165196

Bdng 3.18. Bdng thong ké kiéu gen va tan sé allele da hinh SLC17A1

rs1165196
Kiéu gen Allele Gid tri
HWE
AA AG GG A G p
Nhoém 189 144 18
0,744 | 0,256 | 0,1552 +
ching (0,54) | (0,41) | (0,05)
Nhoém 107 57 06
0,797 | 0,203 | 0,6215 +
bénh (0,63) | (0,33) | (0,04)
. . 296 201 24
Tong so 0,761 | 0,239 | 0,1619 +
(0,57) | (0,39) | (0,04)
HWE: Cén bang Hardy-Weinberg; “+”: Tudn theo dinh ludt cin bdang
HWE.

¢) Phan tich méi twong quan giita SLC17A1 rs1165196 véi bénh giit
Bdng 3.19. Két qua danh gid sw twong quan giita da hinh rs1165196 voi

bénh gut
Kiéu Nhém Nhém OR | 95%CI | Giatri
gen chirng bénh p
(n,%) (n,%)
M6 hinh cong gop 0,301
AA 189 107 1,00
(53,8%) (62,9%)
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AG 144 57 (33,5%) | 0,706 0,479 — 0,078
(41,0%) 1,040

GG 18 (5,2%) | 06 (3,6%) | 0,594 0,229 - 0,285

1,543

M0 hinh trji 0,103

AA 189 107 1,00
(53,8%) (62,9%)

AG + 162 63 (37,1%) | 0,693 0,476 - 0,056

GG (46,2%) 1,010

M5 hinh ldn 0,608

AA+ 333 164 1,00

AG (94,8%) (96,4%)

GG 18 (5,2%) | 06 (3,6%) | 0,681 0,265 - 0,422

1,748

M0 hinh dong troi 0,703

AA+ 207 113 1,00

GG (59,0%) (66,5%)

AG 144 57 (33,5%) | 0,416 0,327 - 0,358
(41,0%) 1,140

Allele 0,557

A 522 271 1,00
(74,4%) (79,7%)

G 180 69 (20,3%) | 0,744 | 0,543 -1,02 | 0,311
(25,6%)

n (%): 86 lwong cd thé (%); OR: Ti s6 odds; 95%CI: Khodng tin cdy

95%.

d) Panh gid twong quan giita da hinh rs1165196 (A>G) véi mot sé chi
6 lam sang
Bdng 3.20. Pdnh gid twong quan giita da hinh rs1165196 véi chi sé lam

sang
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SLC17A1 Kiéu gen Gia
rs1165196 AA (n=296) AG (n=201) GG (n=24) | trip*
Acid uric 7,86+1,96 7,53+1,88 7,63+2,09 0,1707

(mg/dL)

BMI 24,66+3,39 24,64+3,26 23,2743,73 0,1457
CRP 7,59+£51,06 3,54+£3,78 2,27+2.21 0,4686
(mg/dL)

HDL-c 45,56+13,15 49,414+28,88 47,96+£12,70 | 0,1294
(mg/dL)

LDL-c 123,414£39,13 122,05+39,93 118,00+£37,20 | 0,7831
(mg/dL)

Triglyceride | 230,39+£139,58 | 237,05£193,42 | 208,06+109,25 | 0,6877
Glucose 113,40+41,68 112,45+31,17 105,83+16,70 | 0,6268
mau

AST (U/L) 28,18+20,53 28,30+£24,17 27,71£11,98 | 0,9917
ALT (U/L) 33,42423,61 32,15+24,88 30,16+18,45 | 0,7281
BUN 25,18+12,53 27,06+12,45 24,20+6,60 0,2024
(mg/dL)

Creatinin 1,09+0,23 1,09+0,23 1,03+0,11 0,4524
WBC (trén 7749+£2121 7538+£2281 759444049 0,6028
115)

Mean + SD: Gid tri trung binh cong + dg léch chudn; n (%): S6 heong

cd thé (%);

* phép kiém Oneway Anova so sanh gid tri trung binh giita 3 nhom

3.1.12. Twong quan giiva mét sé diic diém lam sang va cin lim sang

vdi bénh gut

a) Panh gid twong quan giita cdc chi s6 xét nghiém sinh hod véi bénh
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gut
Bdng 3.21. Két qua ddnh gia sw twong quan giita chi s ¢dn lam sang va
bénh gut
Bénh gut OR 95%CI Giatrip

CRP (mg/dL) | 1,04 | 1,00-1,07 | 0,030
BUN (mg/dL) | 0,99 | 0,978 - 1,007 | 0,269

Creatinin 1,95 0,87 -4,36 0,103
AST (UL) 1,00 0,99 -1,01 0,570
ALT (U/L) 1,00 0,99 -1,01 0,316

HDL-c (mg/dL) | 0,99 0,98 - 1,01 0,280
LDL-c (mg/dL) | 1,005 | 1,000-1,009 | 0,040
Triglyceride 1,003 | 1,001 -1,004 | <0,001
Glucose 0,996 | 0,990-1,002 | 0,200

b) Phan tich twong quan giita timg kiéu gen véi tinh trang bénh giit

Bdng 3.22. Két qua tiwong quan giita timg kiéu gen véi tinh trang bénh
gut
Bénh gut | OR 95%CI Gia trip
1s72552713 GA 1,00
GG 0,051 | 0,012-0,225 | <0,001
rs12505410 GG 1,00
TG 0,885 | 0,588 - 1,331 0,557
TT 1,202 | 0,703 -2,054 | 0,502
rs11231825 CcC 1,00
TC 3,297 | 1,231-8,829 | 0,018
TT 3,723 | 1,411-9,826 | 0,008
rs12510549 CcC 1,00
TC 1,392 | 1,036-4,129 | 0,517
TT 1,463 | 1,221-5,836 | 0,698
rs1800629 AA 1,00
GA 1,022 | 0,336 - 3,113 0,969
GG 1,086 | 0,369-3,197 | 0,881
rs16890979 CcC 1,00
CT 0,496 | 0,132 —-1,861 | 0,289
152149356 TT 1,00
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GT 0,987 | 0,533-1,826 | 0,967

GG 0,941 | 0,507-1,746 | 0,847
rs1165196 GG 1,00
AG 0,678 | 0,458-1,002 | 0,051
AA 0,581 | 0,224-1,509 | 0,265

KET LUAN VA KIEN NGHI

Trong nghién ctru ndy, ching toi d4 thanh cong xac dinh tin xut
allele va kiéu gen cua 9 da hinh nucleotide don trén 6 gen ABCG?2,
SLC22A412, SLC2A49, TNFe,,, TLR4 va SLC17A1 trén quan thé ngudi khoe
manh va ngudi mac bénh gut.

Khao sat thanh cong mbi twong quan giira cac SNP véi cac yéu
t6 1am sang, can 1am sang trén nhom bénh nhan gut va nguoi khée manh.
Trong do, nghién ciru da phét hién duwoc mbi lién quan giita da hinh gen
v6i nguy co mic bénh git.

+ Pa hinh ABCG?2 rs72552713 c6 mdi lién quan khd manh véi
bénh gat. Cu thé, nguoi c6 kiéu gen GA c6 nguy co mic bénh git gap gan
19 1an so v6i nguoi mang kiéu gen GG.

+ DPa hinh gen SLC22412 rs11231825 c6 lién quan vdi bénh gut,
lam ting cao nguy co bénh gut, cu thé ngudi mang kiéu gen CT va TT ¢6
nguy co mac bénh giit cao hon kiéu gen CC lan lugt 1a 3,119 1an (95%ClI:
1,122 - 8,669; p=0,029) va 3,195 lan (95%CI: 1,439 - 10,654; p=0,008).

NHUNG PONG GOP MOI CUA LUAN AN
ba phat hién hai da hinh gen ABCG2 rs72552713 va SLC22A12
rs11231825 ¢6 lién quan dén tinh trang bénh gut & ngudi Viét. Pa hinh
ABCG?2 1572552713 ¢6 mdi lién quan khé manh véi bénh git. Cu the,
nguoi c6 kiéu gen CT ¢6 nguy co mic bénh git gap gan 19 lan so véi
nguoi mang kiéu gen CC. Pa hinh gen SLC22A12 rs11231825 du it lién
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quan hon, song van lam ting cao nguy co bénh gut, cu thé ngudi mang
kiéu gen CT va TT ¢ nguy co méic bénh gt cao hon kiéu gen CC lan
luot 14 3,119 1an (95%CI: 1,122 - 8,669; p=0,029) va 3,195 lan (95%CI:
1,439 - 10,654; p=0,008).
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