TAP CHi NGHIEN CU’U Y HOC

NGHIEN cU’U MOI LIEN QUAN GIUA DA HINH BDON
NUCLEOTIDE TNF-A(-308) G—A VOI BENH BUI PHOI SILIC

Dao Xuan bat, Lé Thi Hwong, Vii Van Quy, Lé Thi Kim Chung

Lé Thi Thanh Xuan, Pham Thi Quan va Tran Huy Thinh®,

Truong Pai hoc Y Ha Noi

TNF-a (tumour necrosis factor) la mét cytokine cé vai tro trung tdm trong sinh Ii bénh cta bénh bui phéi silic.

Sw da hinh nucleotide trong viing promoter ctia gen ma héa TNF-a, déc biét la da hinh don nucleotide(SNP) duoc
cho la ¢6 lién quan dén swthay déi néng do va hoat tinh ctia cytokine nay va cé thé dan téi tdng nguy co méac bénh
bui phéi silic ctia céc céng nhan cé nghé nghiép tiép xuc véi bui silica thuong xuyén. Trong nghién ctru nay 78
bénh nhéan méc bénh bui phéi silic va 103 céng nhan cé tiép xuic véi bui silica khéng mac bénh bui phéi silic duoc
strdung dé céc dinh ti 1é kiéu gen tai locus SNP TNF-a(-308) G—A bang ki thuat enzyme cét gi¢i han (PCR-RFLP)
va xéc dinh méi lién quan gitta SNP nay véi bénh bui phéi silic. Két qua cho thay ty 16 kiéu gen AA, AG, GG & nhém
bénh la 0%, 12,8, 87,2% va & nhém chimng la 0%, 9,7%, 90,,3% . Phén tich gia tri OR(odds ratio) nhdn dwoc véi
khodng tin cdy 95%Cl cho thay tai locus TNF-a(-308)G—A ti Ié kiéu gen GA so véi kiéu gen GG c6 OR=1,368,
95%Cl: 0,539-3,469. Két qua nay cho thdy SNP TNF-a(-308)G—A khéng lién quan dén bénh bui phéi silic.

Tir khoa: Silicosis, Bénh bui phéi silic, SNP TNF-a(-308) G—A, Tumour necrosis factor-a (TNF-a)

l. DAT VAN BE

Bénh bui phdi silic 1a bénh xo héa phéi tién
trién khong hdi phuc gay ra bdi sw hit phai cac
tinh thé bui silica trong méi trwong lam viéc,
bénh van tiép tuc tién trién du khéng con phoi
nhiém v&i bui silica nira.! Bénh bui phéi silic
c6 anh huéng nghiém trong dén chét lwong
cudc sbng clia ngwdi bénh va da tré thanh van
dé& strc khde nghé nghiép toan cau dic biét &
cac nudc dang phat trién. Tai Trung Québc céd
24206 trwdng hop bénh bui phdi silic mac méi
duwoc chan doan vao nam 2012, chiém khoang
88,28% tdng sb trudng hop bénh nghé nghiép
dwoc bao cdo.2® Thiét hai kinh t& do bénh bui
phdi silic tac dong truc tiép la 8 ty nhan dan té
mdi ndm (trich dan) va gian tiép gay thiét hai
khodng 20 ty nhan dan t& méi nam & Trung
Quéc.* O Viet Nam sb truong hop méc bénh
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bui phdi silic nd&m 2015 chiém 15,3% trong
tdng sb trwdng hop bénh nghé nghiép dc bao
cao. Trong nam 2016 c6 325 trwdng hop dwoc
chan doan méi méc bénh bui phéi silic chiém
5,5% téng sb trwérng hop dén kham tai cac co
s®@ kham chira bénh nghé nghiép. Mac du co
ché bénh sinh cGia bénh bui phdi silic lién quan
dén téng lidu va cuwong dd phoi nhiém véi bui
silica, mét vai trudng hop duwoc chan doan méc
bénh bui phdi silic lai cho thdy khuynh hwéng
di truyén c6 thé anh hwéng dén xo héa phéi.t”
Cho dén nay bénh sinh ctia bénh bui phéi silic
van chua dwoc xac dinh ré rang. Tuy nhién gia
thuyét dwoc nhiéu ngwdi cong nhan dé la bénh
sinh bénh bui phdi silic ¢ lién quan t&i cac
cytokines va cac yéu té téng trwdng ngudn gbc
tr cac dai thwe bao.8°

Gan day, cac gen di truyén cé dd thdm
thap da dwoc cdng nhan co thé anh hwéng dén
mirc dd man cdm cla bénh bui phédi silic. Mot
trong s6 d6 1a gen ma héa cho yéu té hoai tir u
(TNF-a), la mét chét trung gian phan &ng viém
doéng vai trd quan trong trong phan &ng viém
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va dap trng mién dich."® C6 nhiéu bang chirng
da chi ra vai tro quan trong cia TNF-a trong
phan &ng viém do bui silica va tién trién mac
dod xo hoa phdi. Mot sb da hinh don nucleotide
(SNPs) da duwoc xac dinh trong vung promoter
clia gen ma héa TNF-a. Trong s cac SNP do,
TNF-a(-308) G—A la mot locus thwong duoc
nghién clru nhéat. Cobertta va cong sw da
nghién ctru va cong bd méi lién quan gitra SNP
nay v&i bénh bui phdi lan dau vao ndm 2002."
Nam 2012 Wang va cdng sy da tién hanh mot
nghién ciru bénh chirng cho thay s lién quan
gitra da hinh don gen TNF-a (-308) G—A t&i
bénh bui phdi tuy nhién két qua van con chua
thdng nhat, can nghién ctru thém.'? Hién nay &
Viét Nam da hinh don TNF-a(-308) G—A trén
bénh nhan bénh bui phéi silic van 1 van dé con
bd ngd, chwa cé céng trinh nghién ctru nao dc
tién hanh. Do d6 chung t6i tién hanh nghién
clru v&i 2 muc tiéu chinh: Xac dinh da hinh don
nucleotide TNF-a(-308) G—A trén cac bénh
nhan bui phdi silic va danh gia méi lién quan
gitra da hinh don nay véi bénh bui phéi silic.

I. DOI TUONG VA PHUONG PHAP
NGHIEN CUU
1. Péi twong

Nhém bénh: 78 ngudi lao déng trong cac
nganh nghé cé phoi nhiém silica dwoc chén
doan xac dinh méc bénh bui phéi silic déng y
tham gia nghién ctru tai cac tinh Thai Nguyén,
Hai Duong, Dong Nai

Nhoém chieng: 103 nguwdi lao dong trong
nganh nghé c6 phoi nhiém silica dwgc chan
doan khéng méc bénh bui phéi silic va déng y
tham gia nghién ctru tai cac tinh Thai Nguyén,
Hai Dwong, Ddng Nai

2. Phwong phap nghién ctru
Thiét ké nghién ciru

Nghién clru mé ta cat ngang

TAP CHI NGHIEN CU’U Y HOC

p-(1-p)
N= 2o
d2
Dwa vao mot nghién clu cia L. Meily
Kurniawidjaja."® va cdng sw nam 2014 , tan sbé
alen A clia da hinh don nucleotide TNF-a(-308)
G—A& bénh nhan bénh bui phéi silic 1a 13,45%,
v&i Z=1,96, d=0,1. Tinh ra ¢c& mau t6i thiéu n =
45. Chung t6i quyét dinh chon c& mau la 78.
C& mau nghién ctru con han ché, can dua
vao nghién cru nao cé sy twong dong vé chiing
tdc vung Chau A.
Chi sé nghién ctru.
Tan sb alen, tan s6 kiéu gen
Tuéi, tinh trang huat thubc
S6 ndm phoi nhiém
Quy trinh nghién ctru
Ca 2 nhém déu dwoc ldy 2 ml mau tinh
mach vao 6ng chong déng bang EDTA (1 mg/
ml). Van chuyén vé Labo Trung tdm Vién dao
tao YHDP & YTCC, bang hop bdo quan mau
lanh
Tach chiét DNA
DNA téng sb duwoc tach chiét tr mau mau
theo kit THERMOFISHER. S& dung may
NanoDrop 2000c¢ dé do nong do DNA va dé tinh
sach duwoc xac dinh thong qua ty 1é A260/280.
Xac dinh kiéu gen
St dung k¥ thuat PCR-RFLP
Doan DNA chira SNP TNF-a(-308) G—A
trén vung promoter cia gen ma hoa TNF-a
dwoc khuéch dai véi cap moi co trinh tuy:
Mbi xuoi:
5-GAGGCAATAGGTTTTGAGGGCCAT-3’
Mbi nguoc:
5-CCCCAAAAGAAATGGAGGCAAT-3’
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San pham PCR thu dwoc cé kich thwédc
135bp. Thanh phan phdn (ng PCR (thé
tich 12 pL) gdm: 2,2 yL H20, 6 pL Tag DNA
polymerase, 0,4 L méi xuéi, 0,4 uL mdi nguoc,
3 uL DNA. Chu trinh nhiét ctia phan rng: 94°C
trong 5 phut sau do lap lai 35 chu ky luén nhiét:
[94°C/30 giay, 57°C/40 giay, 72°C/30 giay],
bwéc tiép theo 72°C trong 5 phut. Bao quén san
pham & 15°C.

San phdm PCR duoc dién di trén gel
agarose 2% v6i dién thé 100V trong 30 phut.

Xac dinh SNP TNF-a(-308) G—A bang kj
thuat enzyme cat gi¢i han NCol. Thanh phan
phan (rng gébm: 1,5 pl H20, 1 pl Buffer, 0,5 yl
enzym Ncol va 8 pl san phdm PCR. Hén hop
phan &ng duwgc U & 37°C trong 12 gid. Sau
d6 sadn phdm sau cat enzym dwoc dién di
trén gel agarose 3% v6i dién thé 80V trong 60
phat va 120V trong 30 phat nhudém gel trong
ethylbromide 4 phut chup trén may Gel-Doc
It. Cac kiéu gen khac nhau sé& cho két qua sb
lwong, kich thwdc cac bang khac nhau: kiéu
gen GG cho 1 bang c6 kich thwéc 114 bp, kiéu
gen AG cho 2 bang c6 kich thuéc lan lwot 114
bp, 135 bp, kiéu gen AA cho 1 bang c6 kich
thwée 135bp.

Ba mau bat ky dwoc chon dai dién giai trinh
tw gen dé kiém tra do chinh xac clia phwong
phap enzyme cat gi¢i han.

3. Xt li va phan tich sé liéu

S dung phan mém phan tich SPSS 20.0 dé
phan tich théng ké. Ty |& kiéu gen va alen trong
nhom bénh va nhém chirng dugc so sanh béng
cach s dung kiém dinh x2 hodc test Fisher
(kiém dinh 2 phia). Tién hanh phan tich méi lién
quan cla kiéu gen v&i bénh bui phéi silic bang
hdi quy logistic da bién dé tinh ty 1& chénh (OR)
v&i khodng tin cay 95% (CI). Cac déi twong
nghién cu dwgc chia thanh cac nhém dya
trén: nhom tudi (<40, 40-50, >50). Néu gia tri p

< 0,05 dwoc coi la cé y nghia thdng ké.
4. Pao dirc nghién ctru

Dé tai 1a mét nhanh cia dé tai nha nwéc
“Nghién ctru d&c diém dich t& hoc phan td,
yéu tb nguy co va ng dung ky thuat tién tién
trong chan doan s&m bénh bui phéi silic tai
Viét Nam”. Dé tai tong da dwoc théng qua hdi
ddng dao dirc ma sb: 4218/HMUIRB phé duyét
vao ngay 16/11/2020. Cac dbi twong tham gia
nghién ctru |a hoan toan tw nguyén va cé quyén
rat lui khai nghién ctru khi khéng muén tham gia
nghién ctru. Cac thong tin lién quan dén bénh
nhan dwgc dam bao gilr bi mat.

. KET QUA

Tudi trung binh cla toan bo dbi twong tham
gia nghién ctru la 41,33 £+ 8,959. Trong dé dé
tudi ctia nhém bénh nhan trong khoang twv 26
dén 78 tudi. Nhém chirng cé do tudi twong trng
trong khodng tir 22 dén 60 tudi. Tudi trung binh
cGa nhom bénh 1a 43,81 + 10,086, tudi trung
binh clia nhém ching la 39,46 + 7,543. Sy
khac biét gitra trung binh tudi ctia 2 nhém chuwa
c6 y nghia théng ké (p = 0,195).

Thoi gian phoi nhiém bui silica trung binh
clia cac dbi twong tham gia nghién ciru 1a 12,25
+ 7,374 nam. Thoi gian phoi nhiém trung binh
cla nhom bénh la 12,46 = 6,732 nam, thoi
gian phoi nhiém cla nhém ching 1a 12,09 +
7,854 ndm. Khong c6 sy khac biét vé thoi gian
phoi nhiém bui silica gitra nhém bénh va nhém
chirng(p = 0,174).

Ti 1& dbi twong hat thude trong toan bo dbi
twong tham gia nghién ctu la 38,7% trong
nhém bénh va nhém ching lan lwot 1a 44,9%
va 34%. Khong co suw khac biét vé t7 1& hat thube
la gitra hai nhdm bénh va ching (p = 0,136).

Két qua dién di san phdm PCR va san pham
cat enzyme dwoc thé hién trong hinh 1 va hinh
2.

10
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M: Marker 100 bp; (+): Chirng dwong; (-): Chirng @m
1,2,3,4,5,6,7,8,9: madu DNA bénh nhan bénh bui phdi silic
Hinh 1. Két qua dién di san pham PCR doan gen chira SNP
TNF-a (-308) G—A & bénh nhan bui phéi silic

San phdm PCR-RFLP cla céac kiéu gen AG va GG (hinh 2), trong nghién cru nay cla chung toi
khéng phat hién kiéu gen AA ca trén nhém bénh va nhém dbi chirng. Cac mau cé kiéu gen AG, GG
xac dinh bang PCR-RFLP duwoc kiém tra lai bang phwong phap gidi trinh tw gen va so sanh véi trinh
tw chuén ctia gen ma héa TNF-a trén ngan hang Genebank (NG_007462.1:9.4682 G>A). Két qua
gidi trinh tw thu dwoc (hinh 3) tring khdp véi két qua xac dinh kiéu gen bang phwong phap PCR-
RFLP (hinh 2).

Két qua xac dinh da hinh don nucleotide TNF-a(-308) G—A trén bénh nhan bénh bui phdi silic

M 1 2 3 4 5 6 7 8 AG GG P

1350
< 1350p
114bp

M: Marker 100 bp; P: S&n phdm PCR lam chirng khéng cat enzyme; AG: Mau chirng cé kiéu
gen AG, GG: Mau chirng co kiéu gen GG, kiéu gen AG (1, 3, 4), kiéu gen GG (2, 5, 6, 7, 8).
Hinh 2. Két qua dién di san pham enzyme cit xac dinh doan gen chira SNP
TNF-a(-308)G—A bing enzyme Ncol & bénh nhan bénh bui phéi silic
bang RFLP dugc thé hién trong bang 1. Ty Ié allele A chiém 6,4%, allele G chiém 93,6% & nhém
bénh. Ty I& nay ciing twong tw & nhdém chirng, allele A chiém 4,9% va allele G chiém 95,1%. Sw
phan bé ty 1& allele gitra 2 nhdm khac biét chwa cé y nghia thdng ké v&i p=0,521. Ty I cac kiéu gen
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CCGTCCI|Y]CA TG G CCC CC GTOCC CA TGG CCC

Hinh 3. Két qua giai trinh tw san pham PCR doan gen chira SNP
TNF-a(-308) G—A cuia cac bénh nhan mang kiéu gen AG va GG & mau 1 va mau 2(
giai trinh tw theo méi ngwoc )két qua giai trinh tw theo chiéu ngworc)

AA, AG, GG lan lwot 1a 0%, 12,8%, 85,9% & nhém bénh va twong &ng la 0%, 9,7% 90,3% & nhom
chirng. S phan bd cac kidu gen gitra 2 nhdm nay chwa cé sw khac biét co y nghia thdng ké voi
p =0,508

Phan tich méi lién quan gitka SNP TNF-a(-308) G—A v&i nguy co mac bénh bui phéi silic & (béng
1). Két qua cho thay tan sb alen A tai vi tri SNP TNF-a(-308) G—A & nhém bénh nhan bénh bui phéi
silic cao gép 1,342 I1an so v&i nhém dbi chirng (OR = 1,342; 95%ClI = 0,545-3,310). Nhém bénh bui
phdi silic c6 kiéu gen AG cao hon 1,368 1an so v&i nhém déi chirng (OR = 1,368; 95%Cl = 0,539-
3,469) (Bang 1). Tuy nhién két qua nay cho thay sw khac biét chwa cé y nghia thong ké dé khang
dinh céac kiéu gen AG, hay alen G lam tang nguy co mac bénh bui phéi silic & nhém nghién ciru.

Khi phan tich sau méi lién quan gitra SNP TNF-a(-308) G—A v&i nguy co mac bénh bui phéi silic

Bang 1. Phan b6 cua tan sé alen va tan sé kiéu gen ciia SNP TNF-a(-308) G—A va méi lién
quan vé&i nguy co mac bénh bui phéi silic

R _Z Nhém bénh Nhém chirng OR

Kieu gen, kiéu alen . % . % (95% Cl) p

Kiéu alen A 19 04 10 9 1,342 0,521
G 134 93,6 186 95,1 (0,545 - 3,310)
AA 0 0 0 0

Kiéu gen AG 10 12,8 10 9,7 0,508
GG 68 87,2 93 90,3

AG v6i GG AG 10 12,8 10 9,7 1,368 0.508
GG 68 87,2 93 90,3 (0,539 - 3,469)
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& nhém cé hut thude 14, cling nhw théi gian phoi nhiém bui silica >10 ndm trén nhém bénh va nhém
chirng déu cho thay kiéu gen AG & nhém bénh cao hon nhém chirng (twong r’ng OR=3,853)
95%Cl: 0,741-19,995 va OR= 1,944; 95%Cl = 0,571-6,619) (bang 2). Tuy nhién két qua nay cho
thay sw khac biét chwa cé y nghia théng ké dé khang dinh kiéu gen AA va AG lam tdng nguy co mac
bénh bui phdi silic & trén nhédm c6 hat thube 14 va nhém cé thoi gian phoi nhiém bui silica >10 nam.

IV. BAN LUAN

Nghién ctru clia ching t6i dwoc tién hanh
trén nhom bénh gém 78 bénh nhan va nhom
chirng gdm 103 cong nhan véi d6 tudi, ndm
phoi nhiém twong (ng véi nhém bénh. Tubi
trung binh clia nhém nghién ctru la 41,33 +
8,959 va sy khac biét gilra d6 tudi trung binh
clia 2 nhém bénh va nhém dbi chirng khéng
c6 y nghia théng ké&. Nhw vay, nhém bénh va
nhém chirng c6 sw twong doéng vé do tudi va
tudi trung binh, ddng thdi sw phan bd cac nhém
tui & nhom bénh va nhém chirng khac biét
nhau khéng c6 y nghia théng k&. Nhdm nghién
clru clia chiing t6i c6 dd tudi trung binh twong
dong v&i cac nghién ctwu trwde d6 vé bénh bui
phéi silic.'214

Thoi gian phoi nhiém bui silica trung binh
trong nghién ctru ctia ching téi thAp hon so voi
cac nghién clru trvée day.' Tuy nhién khoang
thoi gian phoi nhiém trung binh bénh nhan bui
phdi silic chd yéu thudc nhém co thoi gian phoi
nhiém >10 nam. K&t qua nay kha twong déng
v@i cac nghién clru trwde do da thwe hién cla
tac gia Mandryck J. va cs ciing nhw tac gia Lé
Thi Hang va cs.™

Két qua nghién ctru ciia Wang Yong Wei va
cs trén quan thé nguwoi Trung Quéc cho thay
da hinh don TNF-a(-308) G—A khéng c6 méi
lién quan dé&n bénh bui phdi silic. Tuy nhién
khi phan tich héi quy da bién trén cac nhém
yéu t6 nguy co nhu tién s hat thudc, thei gian
phoi nhiém bui silica, BMI, uéng rwou lai cho
thay kiéu gen AA, AG lam tang nguy co méc

bénh bui phéi silic trén nhirng nhém dbi twong
nay (OR = 2,8;95%CIl = 1,1 - 7,5, p = 0,038).%
Nghién cu khac clia Elizabeth L. Corbett va
cs trén quan thé ngudi Nam Phi da chi ra rang
kidu gen AA va AG lam tang nguy co mac bénh
bui phdi silic mirc dd n&ng." Nghién ctru phan
tich tdng hop (meta analysis) clia Li-teng-Yang
va cs tién hanh phan tich téng hop ciia 9 nghién
cru bénh chng véi 730 bénh nhan bui phdi
silic va 2429 dbi twong nhém dbéi chirng trén
quan thé ngwoi Trung Quéc da chi ra kiéu gen
AA va AG lam t&ng nguy co méc bénh bui phi
silic chung (OR = 8,95; 95%ClI = 7,52 - 10,67,
p < 0,01), alen A lam tang nguy co méac bénh
bui phdi silic & cac cong nhan tiép xuc véi bui
silica (OR = 1,4; 95%CIl = 1,11 - 1,78) bén canh
do nghién ctru cling chi ra alen A lam tang nguy
co méc bénh & ca céng nhan & khu vuc phia
Nam va phia Bac Trung Quédc.” Nghién ctu
cta L. Meily Kurniawidjaja va cs trén quan thé
ngwoi Indonesia chi ra réng ca alen A va kiéu
gen AA, AG déu lam ta&ng nguy co méc bénh
bui phéi silic trén nhém céng nhan tiép xdc véi
bui silic( twong *rng p = 0,032 va p = 0,02),
ngoai ra nghién ctu ciing chi ra cac déi twong
mang alen A va kiéu gen AA, AG lam ting san
xuét cytokine TNF-a hon so véi cac dbi twong
khéng mang kiéu alen va kiéu gen d6." Trong
nghién ctru nay cla chung téi SNP-a(-308)
G—A khéng lam ta&ng nguy co mac bénh bui
phdi silic. C6 sy khac nhau trong két qua
nghién ctru gilba chung t6i va gilra cac tac gia
c6 thé do sw khac biét vé& quan thé nghién ctru
gitra ngudi chau A, da den va da trdng. Nguyén
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nhan khac cé thé do sw han ché vé c& mau
nghién ctru trong nghién ctru clia ching téi. Sw
khac nhau vé kiéu gen c6 anh hwéng dén biéu
hién kiéu hinh cGa bénh bui phdi silic can tién
hanh nghién ctru thém béng mét nghién ciru c6
c® mau Ién hon.

V. KET LUAN

Xac dinh duoc ti 1& kiéu gen AA: 0% AG:
12,8% GG: 85,9% & nhom bénh, ti & kiéu gen
AA: 0%, AG: 9,7%, GG: 90,3% & nhém chirng
va khéng co s khac biét vé cac ti 1& kiéu gen
gitra hai nhém nay.Tan s6 alen A va alen G cla
SNP —a(-308) G—A la 4,9% , 95,1% & nhém
ddi chirng va 6,4%, 92,3% & nhém bénh. Tém
lai locus SNP TNF-a(-308) G—A khoéng lién
quan dén nguy co méac bénh bui phdi silic &
céng nhan Viét Nam & mau nghién ctru nay.

L&i cam on

Nghién ctru dugc thwe hién voi sy ho tro
kinh phi cGa dé tai cAp Nha nuwéc “Nghién clu
d&c diém dich t& hoc phan t&, yéu t6 nguy co
va rng dung ky thuat tién tién trong chan doan
so'm bénh bui phéi silic tai Viét Nam” chi nhiém
dé tai: GS.TS Lé Thi Hwong. Nhém nghién ctru
tran trong cdm on Bénh vién phéi TW, Labo
Trung tdm vién Y hoc du phong va Y té cong
cbng, B6 mdn Hoa sinh, Trung tdm Nghién ctru
Gen — Protein, Trwong Pai hoc Y Ha Nbi.
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SUMMARY
LACK OF ASSOCIATION BETWEEN SINGLE NUCLEOTIDE
POLYMORPHISMS TNF-a(-308)G—A AND SILICOSIS
IN VIETNAMESE WORKERS

The TNF-a (tumour necrosis factor) is a cytokine that plays a role central in pathophysiology of
silicosis. Itis general belived polymorphisms in promoter region of TNF-a-encoding gene, in particular
single nucleotide polymorphism involved in changing concentrations and activity of this cytokine.
Therefore, the genetic polymorphism in promoter region of TNF-a-encoding gene could increase the
silicosis susceptibility. In this study, 78 silicosis cases and 103 healthy controls who have had exposure
to silica particles were recruited and analyzed to identify the genotype frequencies at SNP loci TNF-a
and analyzed to identify the genotype frequencies at SNP TNF-a(-308)G—A using PCR-RFLP
method. The data were analyzed to determine the association beetwenloci TNF-a(-308) G—A and
susceptibility to silicosis. The result shows that the genotype frequencies at SNP TNF-a(-308) G—A in
the cases group: AA (0%), AG(12.8%), GG(87.2%); in control group: AA(0%), AG(9.7%), GG(90.3%).
The OR analysis of gene carrying the AG genotype compared with GG genotype indicated that the
SNPIociTNF-a(-308)G—A had no effect on silicosis susceptibity (OR=1.368, 95%CI: 0.539-3.469).
Keywords: Silicosis, SNP TNF-a(-308) G—A, Tumour necrosis factor-a (TNF-a)
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