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TOM TAT

Dét van dé: Gen Angiotensin - converting enzyme (ACE) ¢6 vai tro quan trong trong
bénh hoc cta viém than lupus c6 suy thén. Nghién ctru nham muc tiéu khdo sét (1) Tén
suét kiéu gen, allele cta bién thé I/D; (2) Méi lién quan quan gitra kiéu gen va dic diém
1am sang & bénh nhan (bn) viém than lupus khéng suy than va suy than nang cén chay
than nhén tao (CTNT).

Déi twong, phwong phap: Nghién ctru cdt ngang mo ta.

Két qua: Tir 12/2021 dén 10/2022, c6 53 (52,5%) bn suy thén ndng cdn CTNT
(nhém 1) va 48 (47,5%) bn khéng suy thén véi e GFR > 60mi/ph/1,73m? (nhém 2). Tén
suét kiéu gen Il, ID, DD I4n luot 1a 0,396; 0,472; 0,132 (nhém 1); 0,646; 0,313; 0,042
(nhém 2). Tén suét allele I, D Ian lwot 1a 0,632; 0,368 (nhém 1); 0,802; 0,198 (nhém 2).
Nguy co suy than néng cédn CTNT tdng & bn c6 allele D (OR = 2,359; p = 0,008), DD
(OR =3,5; p=0,111); ID + DD (OR = 2,779; p = 0,012). Bn c6 kiéu gen DD cdn CTNT
cao hon so véi Il va DD (p < 0,05).

Két luan: Allele D va kiéu gen ID wu thé & bn viém than lupus ndng cdn CTNT. Két
qua cda tinh da hinh bién thé I/D cta gen ACE gitip bé sung di¥ liéu tién lrong cho bn
viém than lupus.

Tir khéa: Gen Angiotensin - converting enzyme, bién thé I/D (insertion/deletion),
tinh da hinh, viém than lupus, chay than nhén tao.

ABSTRACT
INSERTION/DELETION POLYMORPHISM OF THE ANGIOTENSIN - CONVERTING
ENZYME GENE IN LUPUS NEPHRITIS WITH AND WITHOUT RENAL FAILURE

Nguyen Ngoc Lan Anh', Tran Thi Bich Huong'?

Background: Angiotensin - converting enzyme (ACE) gene plays an important role
in pathology of lupus nephritis (LN) with renal failure. Our study aims to describe (1)
Frequency of genotypes and allele I/D; (2) Correlation between I/D genotypes and clinical
features of LN patients without renal failure and with dialysis - requiring renal failure.

Methods: A descriptive cross - sectional study.

Results: From 12/2021 to 10/2022, there were 53 (62.5%) LN patients with dialysis
- requiring renal failure (group 1) and 48 (47.5%) without renal failure with eGFR >
60ml/ph/1.73 m? (group 2). The frequencies of Il, ID, DD genotype were 0.396; 0.472;
0.132 (group 1); 0.646, 0.313, 0.042 (group 2), respectively. The frequencies of allele I,
D were 0.632; 0.368 (group 1); 0.802, 0.198 (group 2), respectively. The risk of dialysis
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was increased in those with allele D (OR = 2.359; p = 0.008), DD (OR = 3.5, p = 0.111),
ID + DD (OR = 2.779; p = 0.012). The dialysis rate was higher in DD as compared to

IlorID (p < 0.05).

Conclusion: Allele D and genotype ID were predominant in LN patients with dialysis
- requiring renal failure. Data of I/D polymorphism may contribute to the prognosis of

such patients.

Keywords: Angiotensin - converting enzyme gene, insertion/deletion, polymorphism,
lupus nephritis, hemodialysis.

I. PAT VAN PE

Viém than lupus 1a két qua cua sy twong tac da
yéu t6 nhu mai truong, ndi tiét t, nhiém trung, di
truyén, trong d6 c6 gen Angiotensin - converting
enzyme (gen ACE). Hién nay, bién thé /D
(insertion/deletion) (rs1799752) cua gen ACE la
bién thé dugc nghién ciru nhidu nhat. Két qua khao
sat vé& twong quan gitra bién thé I/D va viém than
lupus van chua dugc d@)ng thuan do khac biét c&
mau va dic diém cua dan sb nghién ciru. Tai Trung
Qudc, giita 2 allele I va D cta gene ACE, nghién
ctru ghi nhan allele D chiém uu thé & bénh nhan (bn)
viém than lupus c6 suy than tién trién so véi bn co
chtrc nang than 6n dinh [1]. Ngoai ra, sy hién dién
cta allele D lam ting nguy co suy than gip 6 lan ¢
bn viém than lupus ngudi chau A [2]. M6t s6 nghién
ctru khac khong tim thiy khac biét vé phan b cua
bién thé I/D giira viém than lupus c6 va khong suy
than [3, 4]. Tai Viét Nam, nghién ctru v& bién thé
I/D di thuce hién & bn ting huyét ap nguyén phat [5],
nhdi mau co tim cép [6], nhung chua thyc hién ¢ bn
viém than lupus khong suy than va suy than nang
can chay than nhén tao (CTNT). Do vy, chung t6i
tién hanh nghién cru nay nham muc tiéu khao sat:
(1) Tan suét kiéu gen va allele ctia bién thé I/D; (2)
Twong quan giita kiéu gen cta bién thé I/D véi dic
diém 1am sang ¢ bn viém than lupus khong suy than
va suy than nang can CTNT.
I. POI TUQONG VA PHUONG PHAP NGHIEN
cUu
2.1. Pdi twong

Bénh nhan viém than lupus > 18 tudi nhap khoa
Than, bénh vién Cho Rﬁy tor thang 12/2021 dén
thang 10/2022, dong ¥ tham gia nghién ctru. Tiéu
chi loai trur: suy than man giai doan cudi CTNT dinh
ky, thai ky, hd so khong du s liéu.
2.2. Phuwong phap nghién ciru

Thiét k& nghién ciru: Nghién ciru cit ngang mé ta.

Quy trinh nghién ctru va thu thap s6 liéu: SO
liéu dugc thu thap theo bénh 4n mau. Xét nghiém
vé sinh hoa, huyét hoc thuc hién tai khoa Sinh hoa,
khoa Huyét hoc, xét nghi€ém gen dugc thuc hién boi
cu nhan Lé Ta Anh, Pon vi Sinh hoc phan tir, Bénh
Vién Cho R5y.

Quy trinh 14y mau dinh danh bién thé insertion/
deletion ciia gen ACE: Lay 2ml mau bn dung trong
ong EDTA (Becton Dickson, NJ, USA) dé tach
chiét DNA bang Qiamp DSP DNA blood mini Kit
(Qiagen, Puc), sau d6 luu trit DNA ¢ -20°C. Qua
trinh dinh danh bién thé I/D ctia gen ACE gom 2 giai
doan. Phan tng PCR lan 1 duge thuc hién trén tat ca
bn nghién ctru nham xac dinh kiéu gene I, ID, DD.
Phan g PCR 1an 2 chi thuc hién & bn ¢6 kiéu gene
DD véi phan tmg PCR lan 1 nham khang dinh kiéu
gen thyc sy 1a DD hay ID [7]. Phan ung PCR dugc
thuc hién bang may SimpliAmp™ Thermal Cycler.

Phan tmg PCR lan 1: Thanh phan phan img gém
5X MyTaq Buffer 10puL, MyTaq HS Polymerase 1
pL, ACE-F primer 1 pL, ACE-R primer 1 pL, H20
32 uL, DNA sample 5 pL. Nong do primer pha
lodng 20 pg/uL, ndong d6 DNA trong mdi phan tmg
50 - 100 ng. Chirng 4m 1 mau nudc free - nuclease
hay NTC (No Template Control), chimg duong la
san pham dugc khing dinh bang ky thuat CVD
Stripassay A (ViennaLab, Austria). Cap mdi dugc
su dung co thé phat hién dugc ca 2 allele nho dién
di trén gel agarose 1,5%. Cap mdi dugce thiét ké dac
hiéu v6i gen ACE va khong thé khuéch dai duoc
pseudogen ciia ACE (ACE3P) bang phan mém CLC
Main Workbench 5.5.

Mdi xudi (ACE - F): 5 - CTCCCATCCTTTCT
CCCATT - 3’; mdi nguoc (ACE - R): 5 - CATG
CCCATAACAGGTCTTC - 3°. Chu trinh nhiét sau
khi t6i uu phan tng: 94°C (1 phut); 94°C (30 gidy),
58°C (15 giay), 72°C (10 gidy) va thuc hién 25 chu
ky; 72°C (1 phat). Dién di san pham PCR lan 1
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va ladder véi Gelred 0.5X va quan sat bing may
chup gel UV. Kiéu gen duoc xac dinh 1a II (1 band
500bp), ID (1 band 500bp va 1 band 210bp), DD (1
band 210bp) (Hinh 1).

Phan tmg PCR lan 2: Thanh phan phan tng gom
5X MyTaq Buffer 10puL, MyTaq HS Polymerase 1
pL, HACE-F primer 1 pL, HACE-R primer 1 pL,
H20 32 pL, DNA sample 5 pL. Nong do primer pha
loding 20 pg/uL, ndng 46 DNA trong mdi phan tng
50 - 100 ng. Chirng 4m 1a mau nudc free - nuclease
hay NTC, ching duong 1a san phim duoc khang
dinh bang k¥ thuat CVD Stripassay A (ViennaLab,
Austria). Cp mdi dugc tham khao tir tac gia Klaus
LindPaintner [8].

Mdi xudi (HACE - F primer): 5> - TGGG
ACCACAGCGCCCGCCACTAC - 3’; mdi nguoc
(HACE - R primer): 5 - TCGCCAGCCCTCC
CATGCCCATAA - 3’. Chu trinh nhiét sau khi toi
uu phan Gng: 94°C (1 phat); 94°C (30 giay), 58°C
(15 giay), 72°C (10 gidy) va thuc hién 25 chu ky;
72°C (1 phiit). Pién di san pham PCR lan 2 va ladder
v6i Gelred 0.5X va quan sat bang may chup gel UV.
Kiéu gen dugc xac dinh 1a ID (1 band 335bp), DD
(khoéng c6 band) (Hinh 2).

Céc dinh nghia:

Chuc nang than dugc danh gida duya vao
creatinine huyét thanh (CreHT) va d6 loc cau than
uoc doan (estimated glomerular filtration rate,
eGFR) theo cong thirc CKD-EPI (Chronic kidney
disease-Epidemiology Collaboratory) [9]. eGFR
= 142 x min (Scr/x, 1)a x max (Scr/k, 1) - 1,200
x 0,9938tudi x 1,012 [néu l1a nit]; Scr 1a CreHT
(mg/dL), x = 0,7 (n@r) hodc 0,9 (nam), o = -0,241
(nit) hoac -0,302 (nam), min (Scr/k, 1) la gia tri
thap nhap Scr/k va 1, max (Scr/k, 1) 13 gia tri cao
nhat Scr/k va 1. Khong suy than: eGFR > 60 ml/
ph/1,73m? da lac nhép vién (NV), trong do, eGFR
dua vao CreHT thap nhat trong 3 ngay dau NV va
khong dién tién dén CTNT trong thoi gian niam
vién. Suy than: eGFR < 60 ml/phut/1,73m? da.
Nhiing bn nang duoc CTNT cép ciru dwa theo dong
thuan ADQI (Acute Dialysis Quality Initiative) ndm
2017 khi bn de doa tir vong va khong dép tmg diéu
tri noi khoa. Cac chi dinh bao gém (1) hoi ching
ure huyét cao, (2) qua tai thé tich tudn hoan, (3) toan
chuyén hoéa, (4) rdi loan dién giai; hodc khi nhu cau
chuyén hoa va can bang dich vuot qua kha nang

thai cua than [10]. Lupus do hé thong va viém than
lupus: theo tiéu chudn cua Hoi Thiap Hoc Hoa Ky
1997 (American College of Rheumatology, ACR)
[11] hodc Cac Khoa Lam Sang Hop Tac Qudc Té
vé Lupus 2012 (Systemic Lupus International
Collaborating Clinics, SLICC) [12]. Hoat tinh bénh
lupus (Systemic Lupus Erythematosus Disease
Activity Index - 2K, SLEIDAI - 2K) dugc danh gia
lac NV hodc trong 30 ngay trudec NV [13]. Diém
ctia mdi chi s tir 1 dén 8, téng diém t6i da 105 va
xép loai khong hoat tinh (0 diém), hoat tinh nhe (1
- 5 diém), hoat tinh trung binh (6 - 10 diém), hoat
tinh cao (11 - 19 diém), hoat tinh rit cao (> 20 diém)
[13]. Tang huyét ap: huyét a4p > 140/90mmHg hoic
bn dang dung thudc ha ap [14]. Thiéu niéu: luong
nudc tiéu < 400 ml/24 gio. Tudi bénh cta lupus tinh
tir lac chan doan lupus do dén luc NV, tudi bénh cua
viém thén lupus tinh tor lic chan doan viém than
lupus dén lac NV, antidsDNA duoc thuc hién bang
ky thuat ELISA (binh thuong 0,5 - 10UI/mL), bo
thé C3, C4 dugc thuc hién bang k¥ thuat mién dich
d6 duc (binh thuong: C3 70 - 150 mg/dL, C4 10 - 30
mg/dL).
2.3. Xir Iy s6 liéu

S6 liéu dwoc xur Iy v6i phan mém SPSS 24.0.
Phép kiém Mann Whitney dung dé so sanh 2 bién
lién tuc khong phan phdi chuan, phép kiém x2
dung dé so sanh 2 bién phan ting. So sanh tin sut
kiéu gen va allele bang phép kiém 32 va kiém dinh
Fisher. Chi s nguy co (odd ratio, OR) va khoang
tin cay 95% (KTC 95%) duogc tinh véi p < 0,05 ¢o
¥ nghia thong ké.
2.4. Van dé dao dirc

Nghién ctru duoc thong qua Hoi dong Pao dirc
Pai hoc Y Dugc TP H6 Chi Minh (Quyét dinh 014/
HDbDbDb-DHYD ngay 19/11/2021).
IIL. KET QUA

Tir thang 12/2021 dén thang 10/2022, chung toi
c6 121 bn viém than lupus thda tiéu chuin chon
bénh, trong d6 53 bn suy than ning can CTNT, 20
bn suy than khong chi dinh CTNT va 48 bn khong
suy than. Do s6 luong bn suy than khong CTNT
khong dii dé phan tich nén chiing t6i chon so sanh 2
nhém suy than ning can CTNT (nhém 1, 53 bn) va
khong suy than (nhom 2, 48 bn) trong bai bao nay.
Nit chiém wu thé (93 bn, 92,1%), tudi tir 16 dén 65
(trung vi 27). Cac bién s6 lién tuc déu khong phan
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phdi chuan qua kiém dinh Kolmogorov-Smirnow,
nén duoc trinh bay dang trung vi va tr phan vi.
3.1. Pic diém chung ciia dan s6 nghién ctru
Nhom 1 ¢6 huyét ap cao hon, thé tich nudc
tiéu 24 gio it hon va protein niéu 24 gid thap hon
nhom 2. Khong khac biét vé muc do tiéu mau,
tudi bénh lupus va tudi bénh viém than lupus & 2
nhom (Bang 1). Trong diém SLEIDAI-2K, da sb

bn (87/101, 86,2%) c6 hoat tinh lupus cao va rit
cao bat ké chuc nang than lac NV. Trong 53 bn
nhom 1, c6 21 bn (39,6%) dugc ngung CTNT voi
thoi gian CTNT 1a 45 (30 - 98) ngay va 32 bn van
tiép tuc CTNT. Chi dinh CTNT gom 37 bn (70%)
qué tai thé tich tuan hoan, 10 bn (19%) hoi ching
ure huyét cao, 6 bn (11%) ting kali mau khong dap
tmg diéu trj n6i khoa.

Bang 1: Dic diém lam sang cia nhoém nghién clru

Dic diém Chung Nhém 1 Nhoém 2 p
(N =101) (N =53) (N =48)

Tubi (nam) 27 (22 - 34) 27 (23 - 33) 27 (22 - 34) 0,740
Nt (n,%) 93 (92,1) 47 (88,7) 46 (95,8) 0,184
Tudi bénh lupus (ndm) 2(0-7) 0,5(0-6,5) 3(0-7) 0,190
Zl‘;‘li;é“h viem than lupus 0(0-5) 0(0-3) 0,5(0-5) 0,256
(SI?(Z‘; méi chan dodn lupus 43 (42,6) 26 (49,1) 17 (35,4) 0,166
Huyét 4p tm thu (mmHg) 128 (110 - 140) | 140 (120-150) | 120(100-130) | <0,0001
a‘zlé;l;’fém truong 80 (70 - 80) 80 (70 - 90) 70 (60-80) | <0,0001
Huyét 4p trung binh (mmHg)" | 93,3 (83,3 - 105) | 100 (83,3-110) | 86,7 (80-96,7) | <0,0001
S6 bn ting huyét ap (n,%) 52 (51,5) 32 (60,4) 20 (41,7) 0,060
Thé tich nu6c tiéu 24 gid 1000 500 1400 £ 0.0001
(mly* (500 - 1500) (450 - 1350) (1000 - 1600) ’
S6 bn thiéu niéu (n,%) 13 (12,9) 13 (24,5) 0 (0) <0,0001
Protein nidu 24 gio ()" 2.8 (1,4-6,4) 2,4(12-5,5) 52(1,8-9,2) 0,038
Hong cau/phat (Cgn Addis)” (72225 ?616872000) ( 1005?8-62636590) 3 1942 ?52(;%999) 0,349
Chtre nang than lic NV
BUN (mg/dL)* 35,5(18,1-62,8) | 60 (48,5 - 83) 18 (13,8-22) | <0,0001
CreHT (mg/dL)" 1,3 (0,7 - 3,3) 3,1(2,1-5,1) 0,7 (0,6-0,9) | <0,0001
eGFR (ml/ph/1,73m2 da)* 54,7 (17,6 - 105) | 17,8 (11,2-32,3) | 109 (88,8 - 127,4) | <0,0001
Chtre nang than thip nhat trong thoi gian nam vién
BUN (mg/dL)" 49 (21 - 78) 78 (59 - 97) 20 (15 - 29) <0,0001
CreHT (mg/dL)* 2(0,8 - 4,6) 43(3,2-64) 0,8 (0,6 - 1) <0,0001
¢GFR (ml/ph/1,73m2 da)* 30,8 (11,9-96,2) | 13,8 (8,6-19,4) | 99,3 (70,9 - 116,8) | < 0,0001

Ghi chu: ty 1& phan tram theo cot, (*) Trung vi, khoang ttr phan vi
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Bang 2: Hoat tinh lupus d6 va két cuc ngan han ctia nhém nghién ciru

Pic diém Chung (N=101) | Nhom 1 (N=53) | Nhém 2 (N =48) p
Anti dsDNA (UI/L)* 68,5 (28,5-200) | 80,8 (43,1 -240) | 46,5(17,2-147,5) | 0,150
Nong do C3 (mg/L)* 46,9 (28,8 -71,1) | 35,2 (21,7-56,7) | 66,5 (45,9 -93,1) 0,001
Nong do C4 (mg/L)" 8,5(4,5-20,9) 6,4 (4-15,5) 10,7 (7,6 - 26,4) 0,085
Piém SLEIDAI 2K* 18 (14 -22) 19 (16 - 22) 18 (13 -22) 0,062
Thoi gian ndm vién (ngay)» 12 (7 - 25) 22 (14 - 32) 9(6-12) <0,0001
Tt vong chung (n,%) 14 (13,9) 11 (20,8) 3(6,3) 0,035

Ghi chu: ty 1€ phan tram theo cdt, (*) Trung vi, khoang tir phan vi
3.2. Tin suit kiéu gen va allele ciia bién thé I/D & nhém nghién ctru

Allele D va kiéu gen ID chu yéu tap trung & nhém 1. Nguy co suy than can CTNT ting & bn viém than
lupus c6 allele D va kiéu gen ID va/hodc DD (Bang 3). Pdi chiéu véi 1am sang, kiéu gen DD chiém wu thé ¢
bn CTNT so véi kiéu gen ID va II. Phan b kiéu gen tuén theo quy luat can bang Hardy - Weinberg (p = 0,972).

L 1 2 3 4 5 <] 7 2 II DD NTC

Hinh 1: Phan ¢mg PCR lan 1 & 8 bn véi két qua: bn sb 1, 4, 8 1a kiéu gen 11,
bn b 2, 5, 6 la kiéu gen 1D, bn s6 3, 7 la kiéu gen DD

L NICID DD 3 7

335 bp

Hinh 2: Phan tng PCR 14n 2 thyc hién & bn s6 3, 7 dé kiém ching
v6i két qua ca 2 bn déu 1a kiéu gen DD

Y hoc 1dm sang Bénh vién Trung wong Hué - S 88/2023 45



Tén sudt bién thé Insertion/Deletion ciia Gen Angiotensin...

Bang 3: Dic diém kiéu gen va allele ctia bién thé I/D ¢ nhém nghién ciru

Dic diém (1\(; i“llz)gl) g\lhins‘;) g\;‘i‘;‘sz) OR (KTC 95%) p

Kiéu gen
II 52 (51,5) 21 (39,6) 31 (64,6) -
ID 40 (39,6) 25 (47,2) 15(31,3) 1,964 (0,870 - 4,435) | 0,102
DD 9(8,9) 7(13,2) 2(4,2) 3,5(0,690 - 17,752) 0,111
Kiéu gen c6 allele D
0 (I1) 52 (51,5) 21 (39,6) 31 (64,6) -
1 hodc 2 (DD+ID) 49 (48.5) 32 (60,4) 17 (35,4) 2,779 (1,239 - 6,234) | 0,012
Kiéu gen co allele I
0 (DD) 9(8,9) 7(13,2) 2(4,2) -
1 hoac 2 (II+ID) 92 (91,1) 46 (86,8) 46 (95,8) 0,286 (0,056 - 1,449) 0,111
Allele

I 144 (71,3) 67 (63,2) 77 (80,2) -

D 58 (28,7) 39 (36,8) 19 (19,8) 2,359 (1,246 - 4,468) | 0,008

Ghi chu: ty 1¢ phan trim theo cot.
3.3. Twong quan giira kiéu gen véi dic diém lam sang ciia nhém nghién ciru
Bang 4: Dic diém vé tén thuong than theo phan nhom kiéu gen

) Kiéu gen p
Pac diem
II (N =52) ID (N = 40) DD (N =9)
Piém SLEIDAI-2K* 19 (14 - 22) 18 (13 - 23) 19 (18 - 21) 0,823
S6 bn tang huyét ap (n,%) 26 (50) 20 (50) 6 (66,7) 0,634
S6 bn thiéu niéu (n,%) 4(7,7) 8 (20) 1(11,1) 0,214
BUN luc NV (mg/dL)* 24 (15-44,6) | 50(21-75,3) 64 (33,5-80,5) | 0,006
CreHT luc NV (mg/dL)* 0,9 (0,7-2,4) | 2,1(0,9-3,5) 3,8(0,9-5,1) 0,040
S6 bn c6 eGFR<60 lac NV (n,%) 21 (40,4) 25 (62,5) 7(77.,8) 0,031
Protein niéu 24 gid (g)* 3,7(1,5-6,8) | 2,7(1,6-53) 2,6 (1,2 - 10) 0,808
Hong caw/phiit (Can Addis)" (5 1033 2218198 139) | (263 1;9-2 236124) (54441 4-112785005556) 0,233
S6 bn CTNT (n,%) 21 (40,4) 25 (62,5) 7(77.,8) 0,031
Ngung CTNT (n,%) 10 (47,6) 7(28) 4(57,1) 0,238

Ghi chu: ty 1& phan trim theo cot. (*) Trung vi, khoang tir phan vi
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III. BAN LUAN

Qua nghién ctru 2 nhém viém than lupus c6 suy
than ning can CTNT (nhom 1) va khong suy than
(nhém 2), ching toi nhan thay allele D va kiéu gen
ID vu thé & nhom 1. Allele D, kiéu gen DD va/hodc
ID 1am ting nguy co suy than ning can CTNT & bn
viém than lupus.

Gen ma hoda Angiotensin - converting enzyme
(ACE) c6 chiéu dai 21 kilobases, nim trén nhanh
dai nhiém sac thé 17 (17q23.3), gdbm 26 exon va
25 intron, véi bién thé duge nghién ctru nhiéu nhat
1a bién thé I/D (insertion/deletion) (rs1799752), dic
trung bdi su ¢o (insertion) hoac khong (deletion) cta
doan DNA dai 287 basepairs & intron 16. Bién thé
nay dugc phat hién 1an dau nim 1988 bang ky thuat
RFLP (Restriction fragment length polymorphism),
sau d6 la k¥ thuat PCR (Polymerase chain reaction)
[15]. Tuy nhién, chi baing mot phwong phap PCR, k§
thuat khuéch dai uu tién (Preferential amplification
PCR) cua allele D ngin hon c6 thé x4c dinh nham
kiéu gen ID thanh DD véi ty 18 4 - 5%. Do vy, cin
thuyc hién phan tng PCR lan 2 vé&i doan moi dac
hiéu hon cho allele I dé khang dinh kiéu gen DD
thyc sy 1a DD hay ID. Viéc ap dung két hop PCR
chudn va PCR khing dinh sau d6 dugc dung trong
hau hét cac nghién ctru vé bién thé I/D [7].

3.1. Tan suit kiéu gen va allele ciia bién thé I/D &
bn viém than lupus

Céac nghién ctru vé tinh da hinh cua bién thé
I/D v6i ¢& mau 16n chu yéu so sanh bn lupus do
va nhom ching la nguoi khde manh. Khi thu nho
pham vi nghién cttu ¢ nhom viém than lupus co

va khong suy than, ¢c& mau cua cac nghién ctu
cling it hon. Két qua phan bd kiéu gen va allele
ctia bién thé I/D khong thong nhat, c6 thé do khac
biét vé chung toc, cd miu nho va dinh nghia suy
than (Bang 5).

Parsa va cong su (cs) nghién cttu & 642 bn
lupus do da chung toc tai Hoa Ky, trong d6 phan
nhom viém théan lupus ¢6 GFR < 60 va > 60 ml/
phat/1,73m? da, tac gia ghi nhan ¢ ngudi My gdc
Phi, allele D, kiéu gen DD uu thé cho ca 2 nhom,
ngudi da tring c6 allele D, kiéu gen ID wu thé ¢ 2
nhom, nhung nguoi goc A co allele D, kiéu gen ID
chi vu thé & nhém GFR < 60, trong khi allele I va
kiéu gen DD chiém wu thé & nhém GFR > 60 ml/
phut/1,73m? da [2]. Twong tu, nghién clru trén 144
bn viém than lupus & Trung Qudc ciing ghi nhan
allele D chiém vu thé & nhom co suy than [1]. Két
qua nghién ctu cia Abbas, Sprovieri va Topete-
Reyes ciing giéng Parsa khi thay allele D, kiéu gen
ID/DD uu thé ¢ nhém suy than [16 - 18]. Chiing toi
ghi nhan allele D va kiéu gen ID/DD lam ting nguy
co suy than nang can CTNT (allele D: OR =2,359;
p =0,008; DD: OR =3,5; p=0,111; ID+DD: OR
=2,779; p=0,012) ¢ bn viém than lupus. Phan bd
kiéu gen cta ching t6i & nhom khong suy thén,
cha yéu 1a II, khac voi cac nghién ciru khac, chit
yéu 14 ID. Viéc ndi trdi cua kiéu gen Il nguoc lai la
mot déu tién luong tot cho bn. Khac biét vé phan
bd nay co6 thé lién quan dén sai 1éch cta chon bn
luc NV. Cac nghién ctru trén c6 bn suy than nhe va
trung binh, trong khi dan sé nghién ctru cuia ching
t6i 1 nhitng bn suy than ning can CTNT.

Bang 5: Tan suét kiéu gen va allele ctia bién thé I/D & bn viém than lupus trén thé gioi

Tac gia Chiing | Déi twong viém than lupus Kiéu gen (%) Allele (7o)
Québc gia toc CreHT (mg/dL) I ID | DD I D
e N=15 CreHT > 1,3 133 1267 | 60 | 27 | 73
Spr(?v1er1 Chéau M§
Brazil [18] N=60 CreHT < 1,3 11,7 | 50 | 383 | 37 63
Abbas | N=35 CreHT > 1,2 0 | 286 | 71,4 | 143 | 85,7
. n Chau Phi
Ai Cap [16] N=15 CreHT < 1,2 13,3 | 46,7 | 40 | 36,7 | 63,3
Topete-Reyes Chau My | N=41 | CreHT 1,82+£2,46 | 17,1 | 63,4 | 19,5 | 4838 | 51,2
Mexico [17] Latinh | N=24 | CreHT0,76+0,14 | 29,2 | 458 | 25 | 52,1 | 47,9
Chiing t6i Chau A N=53 | CreHT 3,1 (2,1-5,1) | 39,6 | 47,2 | 132 | 632 | 36,8
Viét Nam N=48 | CreHT 0,7 (0,6 -0,9) | 64,6 | 31,3 | 42 | 802 | 19,8
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3.2. Méi lién quan giira kiéu gen bién thé I/D véi
dic diém l1am sang

Vé hoat tinh ctia lupus, ching t6i khong thay
khac biét vé diém SLEIDAI giira 2 nhom, du C3
giam c6 y nghia hon & nhom 1 so v&i nhém 2.
Nghién cttu cia Molad ¢ Israel [3] hay Pitipakorn
& Thai Lan [19] khong thiy c6 tuong quan giira
kiéu gen véi diém SLEIDAL, trong khi nghién ctru
& Nhat Ban [20, 21] cho thay allele I két hop véi
hoat tinh lupus cao (dua vao anti dsDNA, b thé
CH50, diém SLEIDAI) va nghién ctru & Ai Cap
[16] ghi nhan kiéu gen DD uu thé & nhom c6 diém
SLEIDAI cao.

Vé chtrc nang than, ching t6i ghi nhén ty 1€ bn
can CTNT cao hon & kiéu gen DD so voi 11 va ID
(p < 0,05), twong ddng vai cac nghién ciru khac [1,
3, 4, 17]. Sprovieri nhan thdy GFR giam nhiéu hon
& bn viém than lupus c6 kiéu gen DD [18]. Nguy
co dién tién dén suy than man giai doan cudi ting
v6i bn viém than lupus co allele D va kiéu gen DD
(allele D: OR 1,2; p =0,003; DD: OR =147;p =
0,0001 & déan sb nghién ctru; allele D: OR = 1,34; p
=0,01; DD: OR =2,01; p= 0,002 & nguodi BDong A)
[22]. Theo Guan [1], kiéu gen ID ¢6 twong quan véi
d6 nang trén mo hoc va cac két cuc x4u vé than ¢ bn
viém than lupus. Cu thé, kiéu gen ID co lién quan
v6i tiéu méau, viém than lupus class IV, chi s hoat
dong, liém & cau than, viém 6ng than mo6 k& nang
va suy than tién trién. Nghién ctru ndy ghi nhan
kiéu gen ID gip nhiéu hon & bn suy than tién trién
so v6i bn khong suy than (p < 0,01) [1]. Topete-
Reyes khong thiy c6 lién quan giita phan nhom kiéu
gen ctia gen ACE véi CreHT, huyét ap hay protein
niéu, va cho réng viéc dung thudc e ché hé renin
angiotensin ciing nhu trc ché mién dich di lam giGi
han tién trién bénh than va tinh déng nhat cua dan sb
viém than lupus trong nghién ctru [17].

Nghién ciru ctia ching t6i ¢6 han ché sau: (1)
Do thiéu ¢& mau clia nhom suy than khéng CTNT,
chiang t6i chi chon bn suy than ning can CTNT véo
phan tich; (2) Tién trién suy than cta bn chi duoc
danh gia trong thoi gian nam vién.

IV. KET LUAN

Allele D va kiéu gen ID chiém uvu thé & bn viém
than lupus c6 suy than ning can CTNT. Allele D
va kiéu gen ID va/hoic DD lam ting nguy co suy

than ning can CTNT & bn viém than lupus. Két
qua cua tinh da hinh bién thé I/D cta gen ACE gop
phan b sung dit liéu tién lwong bénh cho bn viém
than lupus.
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