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GIOI THIEU LUAN AN

1. Ly do va tinh cén thiét ciia nghién ctru

Viém than lupus la mét trong nhitng bién ching ning & bénh
nhan (BN) lupus ban do hé thong va c6 thé dan dén suy than man giai
doan cudi (STMGDC). Yéu té gen gop phan tién doan dién tién suy
than ¢ bénh nhéan viém than lupus.

Gen lién quan dén ton thwong mach mau ciing nhu qua trinh
xo hoa than va tai cdu trac chat nén ngoai bao (thdng qua angiotensin
I1) 1a gen ma hoéa cho enzyme chuyén angiotensin (Angiotensin-
converting enzyme, ACE), ki hiéu la gen ACE va bién thé duoc nghién
cteu nhiéu nhét la bién thé 1/D (insertion/deletion). BN lupus ban dé
hé théng mang alen D hoic kiéu gen DD ting nguy co mac viém than
lupus va ting nguy co suy than & nguoi chau A.

Theo y vin, nhitng dot bung phat caa lupus ban dé hé théng
¢6 lién quan dén sy tuong tac da yéu to gitta moi truong, noi tiét to,
nhidm trang, gen va khiém khuyét co ché thanh loc phic hop mién
dich. BN viém than lupus kém d4p tng véi nhiém tring khién BN mat
kha niang dung nap mién dich va bung phat bénh 1a mot trong nhimg
co ché quan trong ctia lupus ban d6 hé thong. Ngoai cac gen vé bd thé,
con €6 cac gen lién quan dén cac thy thé ciia immunoglobulin nhu gen
ma hoa thy thé Fey (FcyR), trong d6 gen ma hoa FeyRIlla (ki hiéu la
gen FCGR3A) duoc nghién cau nhiéu nhat. Két qua cua cac nghién
ctru gop khi so sanh giita viém than lupus va lupus ban do hé théng
khong ton thwong than & mot sé chung toc chau A nhan thiy nguoi

mang alen F158 va kiéu gen FF cua gen FCGR3A c6 khuynh hudéng
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tang nhay cam vai viém than lupus gap 1,2 dén 1,47 lan.

Hién nay, trong nudc chua ghi nhan nghién ciu nao vé hai
bién thé nay & BN viém than lupus. Do vdy, chung t6i thuc hién dé tai
“Nghién cau bién thé I/D cua gen ACE va bién thé F158V cua gen
FCGR3A véi dic diém 1am sang, can 1am sang va mé bénh hoc ¢ bénh
nhan viém than lupus”.

2. Muc tiéu nghién ciru
i. M0 ta dic diém 1am sang, can 1am sang va md bénh hoc & bénh
nhan viém than lupus (c6 va khong suy than, c¢6 va khéng nhiém
trung).

ii. Xéac dinh tan suét cac kiéu gen va alen cua bién thé I/D trén gen
ACE va bién thé F158V trén gen FCGR3A ¢ bénh nhan viém than
lupus (cé va khong suy than, co va khong nhiém trung).

iii. Khao sat mdi lién quan cta bién thé I/D cua gen ACE va bién thé
F158V ciia gen FCGR3A v6i mot s diac diém 1am sang, can 1am sang
va mo bénh hoc & bénh nhan viém than lupus (c6 va khbng suy than,
c6 va khéng nhiém trung).

3. Nhirng dong gop mei cia luan an

Luan an tim ra duoc biéu hién 1am sang, can 1am sang va mo
bénh hoc da dang & BN viém than lupus.

i. Lam sang, can lam sang: Ty 18 BN tiéu protein ngudng than hu,
tiéu protein don doc, tiéu mau ¢ nhom c6 eGFR<60 cao hon nhom
eGFR>60.

ii. M®& bénh hoc: Pa dang véi hau hét BN thuoc nhém viém than
lupus ting sinh (class III, V). Tén thwong ngoai cau than gdm hoai tir
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6ng than cap (20,2%), viém than k& cap (59,5%), thuyén tic vi mach
huyét khéi (27,8%).
jii. Bién thé I/D cua gen ACE: Alen | wu thé hon alen D bit ké chirc
ning than. Kiéu gen 1D va/hoic DD wu thé & nhom eGFR < 60. Kiéu
gen DD va/hodc ID lam tang nguy co suy than va nguy co chay than
nhén tao & BN viém than lupus so vai kiéu gen 1.
iv. Bién thé F158V cua gen FCGR3A: Alen F, kiéu gen FF chiém uu
thé bat ké chirc niang than lac nhap vién. Khong khac biét vé& phan b
bién thé F158V caa gen FCGR3A ¢ nhom eGFR<60 va eGFR>60.
4. B6 cuc luan an

Luan 4n dai 129 trang bao gdm cac phan: M dau va muc tiéu
nghién ctru (3 trang), Chuong 1: Téng quan tai lidu (27 trang), Chwong
2: Dbi tuong va phuong phap nghién ctru (23 trang), Chuong 3: Két
qua nghién ctru (37 trang), Chuong 4: Ban ludn (35 trang), Han ché d&
tai (1 trang), Két luan (1 trang), Kién nghi (1 trang). Luan an c6 32
bang, 3 so d6, 8 biéu do, 24 hinh, 161 tai liéu tham khao.

CHUONG 1: TONG QUAN TAI LIEU

1.1 Viém than lupus

Viém than lupus dugc déc trung boi sy da dang vé hinh thai
Iam sang. Co 3 tiéu chuan dugc ap dung trén 1am sang dé chan doan
viém than lupus, d6 a tiéu chuan cua (1) Hoi Thap Khop Hoc Hoa Ky
(American College of Rheumatology, ACR) niam 1997, (2) T Chirc
Céc Khoa Lam Sang Hop Tac Qudc Té vé Lupus Ban Do Hé Théng
(Systemic Lupus International Collaborating Clinics, SLICC) nam
2012, (3) Lién Minh Chau Au Chéng Lai Bénh Thap Khop cung véi
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Hoi Thap Khép Hoc Hoa Ky (European League Against Rheumatism/
American College of Rheumatology, EULAR/ACR) nam 2019. Cac
t6n thurong mo hoc cua viém than lupus bao gém ton thuong cau than,
6ng than md k& va mach mau than. Phan loai mé bénh hoc cua Hoi
Than Hoc Qudc Té/ Hoi Giai Phadu Bénh Thén (International Society
of Nephrology/Renal Pathology Society, ISN/RPS) nam 2018 duoc st
dung rong rai hién nay. Thang diém SLEIDALI thudng duoc ap dung
dé danh gia hoat tinh lupus ban dé hé théng. BN c6 thé vao dot bung
phét lupus ban d6 hé théng khi ddng mic nhidm trang. Chan doan
nhiém trung & BN lupus ban dé hé théng rat khé khi 1am sang khong

dién hinh va khong ré duong vao cua tac nhan gay bénh.

1.2 Bién thé 1/D ciha gen Angiotensin-converting enzyme trong viém
than lupus

Gen ACE nam trén canh dai cta nhidm sic thé sb 17
(17923.3). Gen ACE c6 2 alen I (insertion) va D (deletion) phin biét
dua vao su c¢6 mat (I) hoac khong c6 (D) mét trinh tw gen gém 287
basepairs, nam trén intron 16 cia gen ACE. Su chén doan Alu (bién
thé 1) dugc du doan lam mét vi tri hoat dong trén domain C, trong khi
hai vi tri hoat dong van dugc bao ton néu mat doan Alu (bién thé D).
Trong diéu kién sinh Iy, ngudi mang kiéu gen 11 ¢ hoat tinh cua ACE
ciing nhu biéu 16 gen ACE thap hon 20-30% so vé&i ngudi ¢o kiéu gen
ID hoic DD. Nguoi mang kiéu gen DD va alen D ¢6 nguy co mac
viém than lupus cao hon so voi ngudi mang kiéu gen 11 va alen 1.
1.3 Bién thé F158V cia gen FCGR3A trong viém than lupus

Gen ma hoa FcyRIlla ki hiéu la FCGR3A, co chiéu dai 8.345
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basepairs. San pham cua gen FCGR3A la thy thé FeyRI11a, thudc phan
I6p cua thy thé Fey (FeyR). Khi co sy thay ddi 1 nucleotid T thanh G
dan dén thay d6i valine (V) thanh phenylalanine (F) ciia ¢ vi tri 176
(néu tinh ca leader sequence) ctia amino acid cudi cung hodc & vi tri
158 (néu tinh tir mature sequence). Kiéu gen FF c6 ai luc thap, VV c6
ai luc cao, va FV c6 ai lyc trung binh. Nguoi mang alen F158 va kiéu

gen FF ting nguy co mic viém than lupus trong nghién ctu gop.

1.4 Téng quan y viin trong nwéc

Nghién ciru vé tinh da hinh cua bién thé 1/D caa gen ACE tai
Viét Nam duoc tién hanh trén nhitng BN c6 tiang huyét ap, phi dai khéi
co that trai, nhdi mau co tim cp, hay dai thao duong type 2. Trén BN
viém than lupus, Nghiém Trung Diing va cong su da tién hanh nghién
ciru Vé tinh da hinh thai cua cac gen STAT4, IRF5 va CDKN1A va doi
chiéu véi mot sé yéu té 1am sang, can 1am sang. Chua c6 nghién ctu
khao sat tinh da hinh 2 bién thé nay ¢ BN viém than lupus.

CHUONG 2:
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1 Thiét ké nghién ctru: cit ngang mé ta, phan tich.
2.2 Pé6i twong nghién ciru
Dan s6 chon miu: BN viém than lupus nhap khoa Than, Bénh vién
Cho Riy tir thang 12/2021 dén thang 12/2023.
Tiéu chuin chon bénh:

BN trén 18 tudi, nhap khoa Thén Bénh vién Chg Rﬁy, duoc
chan doan viém than lupus theo tiéu chuan SLICC nam 2012 khi c6 it

nhét 4/17 tiéu chuan chan doan lupus do hé thdng (it nhét 1 tiéu chuan
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lam sang va 1 tiéu chuan mién dich) va thoa: (1) Ty Ié
protein/creatinine niéu > 500 mg/g hoac protein niéu 24 gio >
0,5g9/ngay HOAC (2) Tru hong cau HOAC (3) Sinh thiét than co bang
chiing viém than lupus (hinh anh fullhouse trén nhuém mién dich
huynh quang duong tinh véi IgA, 1gG, IgM, C3, Clq, kappa, lambda,
fibrinogen va ANA hoac Anti ds DNA duong tinh.

Tiéu chuin loai trir:

e STMGDC dang diéu tri thay thé than dinh ky, ghép than.

o  Phu nir ¢6 thai.

e Khong du sb liéu.

2.3 Thoi gian va dia diém nghién ciu

Thoi gian nghién ctru: thang 12/2021- thang 12/2023.

Dja diém: Khoa Noi Than, Bénh vién Cho Ray.

2.4 Cé mau ciia nghién ciru

Muc tiéu 1:

Tan suat caa viém than lupus co kém suy than tién trién nhanh
nhap khoa Than Bénh vién Cho Ray trung binh 25 BN/nam (Tran Thi
Bich Huong). Chung t6i dy kién ¢& mau ¢ nhom viém than lupus co
suy than khoang 25 BN/nam x 3 nam = 75 BN. Dy tru 150 BN cho
nhom c¢é va khéng suy than.

Muc tiéu 2:

Tan suét alen D ciia gen ACE ¢ BN viém than lupus & ngudi
chau A 1a 75% (Parsa). Tan suat alen F158 cua gen FCGR3A ¢ BN
viém than lupus 1a 71,9% (Dai). C& mau cho alen D gen ACE & BN
viém than lupus la: n=1,96? x 0,75 x (1- 0,75)/0,12 = 72
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C& mau cho alen F158 gen FCGR3A & BN viém than lupus la:
n=1,96x 0,719 x (1- 0,719)/0,1> = 78

C& mau dy kién 1a 156 BN viém than lupus cho ca 2 gen.
Muc tiéu 3:

Tan suét alen D ¢ nhom chang 1a 39% va tan suit alen D &
nhom viém than lupus véi GFR < 60 ml/ph/1,73m? la 75% (Parsa).
Vi alen D cua gen ACE, chang t6i du kién ¢& mau n= 32 cho nhom
eGFR<60 va n=32 cho nhom eGFR>60. Chung t6i khéng tim duoc
nghién ciru twong tu véi alen F158V cia gen FCGR3A ¢ BN viém than
lupus nén chon ¢ mau cua alen F158V cua gen FCGR3A tuong tu Vi
c& mau cua alen D cua gen ACE.

2.5 Xac dinh c4c bién s6 trong nghién ciru

Phan nhom suy than: Chang téi c6 3 nhom

e Nhém STO- Khong suy than: Viém than lupus véi do loc cau than
(BPLCT) ubc doan (estimated Glomerular Filtration Rate, eGFR) >
60ml/phat/1,73 m?,

e Nhom ST1- Nhém cé suy thdgn khéng CTNT: Viém than lupus
v6i eGFR < 60 ml/phut/1,73m? va khong CTNT.

= Nhdm ST2 — Nhdm cé suy thgn va CTNT: Viém than lupus véi
eGFR < 60 ml/phut/1,73m?va c6 CTNT.

Phan nhém nhiém trang: Chuang tdi c6 3 nhom

e Nhém NTO- Khéng nhiém tring khi thoa 3 tiéu chuan: (1) Két
qua vi sinh am tinh, (2) Khong c6 tiéu chuan hoi ching dap tng viém
toan than (Systemic Inflammatory Response Syndrome, SIRS) (3)

Khoéng co du hiéu nhiém trung 1am sang.
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e Nhém NT1- Cé thé nhiém tring khi (1) Két qua vi sinh &m tinh,
(2) C6 tiéu chuan SIRS, (3) C6 dau hiéu nhidm trang 1am sang.
e Nhém NT2- Chdc chédn nhiém trang khi co két qua vi sinh dwong
tinh (cay, huyét thanh chan doan...)
2.5.3 Pinh nghia bién s6 di truyén trong nghién ciru:
Bién thé I/D ciia gen ACE: Kiéu gen gdm 3 bién phan hang 11, ID va
DD, alen gém 2 bién phan hang 14 alen | va alen D.
Bién thé F158V ciia gen FGCR3A: Kiéu gen gdm 3 bién phan hang
FF, VV va FV. Alen gom 2 bién phan hang la alen F158 va alen V158.
2.6 Phwong phap va cong cu do lwong, thu thap sé liéu

S6 lidu duoc thu thap theo mau bénh an théng nhat. Xét nghiém
di truyén hoc duoc thuc hién tai Pon vi Sinh hoc phan tir, khoa Huyét
hoc, Bénh vién Cho Ray. Bién thé I/D gen ACE duoc dinh danh bang
ky thuat Polymerase chain reaction (PCR). Bién thé F158V gen
FCGR3A duoc dinh danh bang ky thuat PCR va lai nguoc (reverse
hybridization). Sinh thiét than qua da dugc BS Than hoc tién hanh
bang stung tu dong (Bard Corp Magmum, USA), kim 16G 13cm vai
su hd trg cua BS khoa Siéu 4m, Bénh vién Cho Rﬁy. Mo bénh hoc
dugc phan loai theo ISN/RPS nam 2018.
2.7 Quy trinh nghién ciu

VIEM THAN LUPUS

MUC TIEU 1 MUC TIEU 3 MUC TIEU 2: GEN

Léam sang, can 1am sang viem than IUPUS | qe— Bién thé /D cla gen ACE
M8 benh hoc viém than lupus Bién thé F158V clia gen FCGR3A
Nhiém tring & viém than lupus

So dd 1. Quy trinh tién hanh nghién ciru
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2.8 Phuong phap thu thip va xir Iy s6 li¢u

S6 liéu duoc nhép va luu tri bﬁng phﬁn mém Microsoft Excel
2010 va duogc xir 1y bang phan mém SPSS 24.0. Céc bién sb lién tuc
dugc kiém dinh phan phdi chuan bing phuong phap Kolmogorov—
Smirnov. Bién dinh tinh mé ta bang tan s, ty 1¢ phan tram. Bién dinh
lwong mo ta bang trung vi, t& phan vi hoic trung binh, d6 léch chuan.
So sanh 2 bién dinh tinh bang Chi binh phwong, so sanh 2 ty ¢ trung
binh bang phép kiém Student t-test, so sanh ty 1¢ trung binh tir 3 nhém
tré 18n bang phép kiém ANOVA. M6 hinh héi quy logistic, ty sé sb
chénh (Odd Ratio, OR) va khoang tin ciy 95% dung dé khao sat méi
lién quan cua cac bién doc lap 1én bién phu thudc. Cac phép kiém co
¥ nghia théng ké khi p < 0,05.
2.9 Vén dé y dirc trong nghién ciru

Nghién ctru duoc théng qua Hoi déng dao duc trong nghién
ctu Y Sinh hoc (Quyét dinh sé 014/HPDD-DHYD ki ngay 19 thang
11 nam 2021).

CHUONG 3: KET QUA

Tur 12/2021 dén 12/2023, chang tdi co6 207 bénh nhan (BN)
viém than lupus tai khoa Noi Than, Bénh vién Cho Ray. Dya vao
SLICC 2012, cac BN c6 trung vi 5 tiéu chuan, trong d6 trung vi 3 tiéu
chuan 1am sang va trung vi 2 tiéu chuan mién dich. V& tiéu chuan chan
doan viém than lupus: T4t ca 207 BN déu théa SLICC 2012, trong d6
115 BN c6 protein niéu 24 gid > 0,59/ 24 gio va 92 BN ¢6 ty 1€
protein/creatinine niéu > 0,5mg/g. Khéng BN nao thuéc nhém “stand
alone” v6i chi ton thuwong mé bénh hoc va anti-ds DNA duong tinh.
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207 VIEM THAN LUPUS
MUC TIEU 1 MUC TIEU 3 MUC TIEU 2: GEN
207 Lam sang, can lam sang viém than lupus 207 Bién thé /D ciia gen ACE
79 M6 bénh hoc viém than lupus 207 Bién thé F158V clia gen FCGR3A
207 Nhidm tring & viém than lupus

So dd 2. Két qua so bo cua nghién cau
3.1 M6 ta dic diém 1am sang, can 1am sang va md bénh hoc & bénh
nhan viém than lupus
3.1.1 Pic diém chung:

Nt wu thé (184 BN, 88,5%). Ty Ié nit/nam la 7/1. Tudi trung
vi 28. Tudi bénh lupus trung vi 48 thang. Tudi bénh viém than lupus
trung vi 24 thang. Khdng khac biét v& tudi bénh lupus, tudi bénh viém
than lupus gitra 2 nhém eGFR>60 va eGFR<60.

3.1.2 Dic diém vé tén thwong than:

Nhom eGFR<60 c¢6 huyét ap tam thu, huyét 4p tdm truong va
huyét 4p trung binh & cao hon so véi nhéom eGFR>60. Piém
SLEIDAI-2K trung vi 17. Hau hét BN c6 tiéu protein ngudng hoi
chting than hu va tiéu mau. Ty Ié BN tiéu protein ngudng than hu,
tiéu protein don doc va tiéu mau & nhém eGFR<60 cao hon nhom
eGFR>60. Trong 137 BN viém than lupus v6i eGFR<60, chung tbi
c6 82 BN (59,8%) can CTNT. Chi dinh CTNT: (1) Qua tai thé tich
tuan hoan: 63 BN (76,8%): (2) Hoi chang uré huyét cao: 16 BN
(19,5%); (3) Tang kali mau (Kali > 5,5 mmol/L): 3 BN (3,7%).
3.1.3 Pic diém vé mo bénh hoc than:

Ty Ié CT thiéu mau, tang sinh gian mach, CT liém, chi s6 hoat
dong, chi s6 man tinh va ty 1& cac ton thuong ngoai CT & nhom
eGFR<60 cao hon nhom eGFR>60. Pa sé BN duoc xép loai class 1V.
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3.1.4 Pic diém vé nhidm trung lac nhap vign:

Hon 2/3 BN eGFR<60 thudc nhom chéc chin nhiém trang va
c6 thé nhidm trang. Ching t6i xép loai 207 BN thanh 3 nhém:
e Nhom khéong nhiém tring, con goi lai NTO: 44 BN.

e Nhom c6 thé nhiém tring, con goi 1a NT1: 92 BN.
e Nhom chéc chin nhiém tring, con goi la NT2: 71 BN.

Vé dic diém 1am sang, cin 14m sang cua BN viém than lupus
phan loai theo nhiém tring lac nhap vién, khdng khac biét c6 y nghia,
ngoai trir CRP & nhom nhiém trung cao hon nhém khong nhiém trung.
Ty I¢ dinh danh tac nhan gy bénh 1a 80/207 (38,4%). Nhom vi khun
wu thé (40/80 miu, 50%), chi yéu vi khuin Gram am (30 mau).
Candida sp chiém thw hai (24/80 mau, 30%). Mau bénh phim dam la
mau dugc dinh danh nhiéu nhét (33/80 mau, 41,3%).

3.2. Két qua vé phan bd alen, kiéu gen ciia 2 gen ¢ bénh nhan viém
than lupus
3.2.1. Két qua vé phan bo kiéu gen, alen bién thé I/D ciia gen ACE:

Dua vao két qua phan tng PCR lan 1, c6 25/207 BN (12%)
duoc xac dinh kiéu gen DD va duoc tiép tuc thuc hién phan tng PCR
lan 2. Két qua phan g PCR 1an 2 cho thay ¢6 5 BN dugc khing dinh
kiéu gen la ID va 20 BN (9,6%) dugc khang dinh kiéu gen 1a DD. Néu
chi thuc hién 1 phan ang PCR, chan doan nham 5/207 BN (2,4%).
Phan bé alen, kiéu gen tuan theo quy luat Hardy-Weiberg (p=0,972).
Vé chike nang than: Alen | chiém wu thé hon alen D bét ké chirc ning
than lac nhap vién. Ty Ié phan trim cua alen D ¢ nhom viém than
lupus c6 eGFR <60 cao hon so véi nhém eGFR>60 (p<0,05). Tan sut
kiéu gen DD ¢ nhom eGFR < 60 cao hon nhém eGFR > 60 (p < 0,05).
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Biéu d6 2. Phan bd bién thé 1/D ciia gen ACE theo phan nhém nhiém trung

3.2.2. Két qua phén bo kiéu gen, alen bién thé F158V gen FCGR3A:
Phan bd alen, kiéu gen bién thé F158V cua gen FCGR3A tuan

theo quy luat Hardy-Weinberg (p= 0,455).

Vé chire néing thdn: Alen F158 va kiéu gen VF wu thé bat ké chirc ning

than lac nhap vién. Khdng khac biét vé phan bé alen, kiéu gen bién thé

F158V ctua gen FCGR3A gitra 2 nhom eGFR < 60 va eGFR>60.
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Biéu dd 3. Phan bd bién thé F158V gen FCGR3A theo phan nhém suy than
Vé nhiém trang lizc nhdp vign: Alen F uu thé hon so véi alen V. Co
khéc biét giira kiéu gen va alen caa bién thé F158V cua gen FCGR3A
theo phan nhom nhiém trang lac nhap vién.
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Biéu d6 4. Phan bé bién thé F158V gen FCGR3A theo phan nhém nhiém trung
3.3 Khao sat méi lién quan giira 2 bién thé caa 2 gen véi dic diém

Iam sang, can 1dm sang va mé bénh hoc cia nhom nghién cieu

3.3.1 Mdi lién quan giira 2 bién thé ciia 2 gen véi dic diém 1am

sang va can lam sang:

Vé chire nang th@n: eGFR luc NV thap nhit & nhom co kiéu gen DD,

tiép theo la kiéu gen ID. Kiéu gen DD chiém ty Ié cao nhat & nhom
BN c6 eGFR < 60, tiép theo la kiéu gen ID. Ty Ié BN can CTNT ¢6
kiéu gen DD cao hon so véi kiéu gen 1D va Il. Khdng khéc biét vé dic
diém 1am sang theo kiéu gen cua bién thé F158V gen FCGR3A.

Vé mb bénh hec: BN kiéu gen DD c6 ty 1& phan tram cau than thiéu
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mau cao hon BN kiéu gen ID va II. BN kiéu gen DD hoic ID ¢ ty 1é
phan tram fullhouse cao hon BN kiéu gen II. BN c6 kiéu gen DD ¢6
ty 1& phan trim hoai ttr dng than cip cao hon BN kiéu gen ID va Il.
3.3.3 Mi lién quan giira 2 bién thé ciia 2 gen véi nguy co suy than
va nguy co chay than nhan tao:

Allen D va kiéu gen ID va/hoic DD ting nguy co CTNT (Biéu
d 5) va ting nguy co suy than & BN viém than lupus (Biéu db 6).

OR  95%CI p
Dusi 16 11 24 003 —
DD vs I+ID 1.6 06 41 031 —
DDWDwsH 19 11 34 002 o=
DDvs i 22 08 58 0 =
1D vs Il 19 10 34 004 —-—
a 2 3 a 5 s

Biéu dd 5. Mdi lién quan don bién bién thé 1/D gen ACE véi nguy co CTNT
Biéu dd 6. Mbi lién quan don bién bién thé I/D gen ACE véi nguy co suy than

OR  95%CI p
Dvsl 17 11 26 o021 M
DOwsisD 52 12 232 003 p—m——
DD+ID vs Il 24 14 44 0.00 HE—
DDvs Il 72 16 327 001
Dvsil 21 11 38 002 jaa

0 5 10 5 20 2 E) 3

Bang 1. Méi lién quan da bién bién thé I/D gen ACE va nguy co CTNT

Kiéu gen bién Nguy co CTNT
thé I/D ciaa (Nhém ST2 so véi Nhém ST0+ST1)
gen ACE OR | KTC95% | p
1 Chung
ID 2,01 1,09 -3,71 0,026
DD 2,51 0,91 - 6,92 0,075

Nhan xét: BN c6 kiéu gen ID tang nguy co CTNT gap doi va kiéu gen
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DD ting nguy co CTNT gap 2,5 lan so véi BN ¢ kiéu gen II.
Bing 2. Méi lién quan da bién bién thé 1/D gen ACE va nguy co suy than

Kiéu gen bién Nguy co suy than
thé 1/D caa (Nhém ST1+ST2 so véi Nhém ST0)
gen ACE OR | KTC95% | p
Il Chung
ID 2,31 1,21-4,41 0,012
DD 8,26 1,74-39,31 0,008

Nhdn xét: BN kiéu gen ID ting nguy co suy than gap 2,31 lan va BN
kiéu gen DD ting nguy co suy than gap 8,26 lan so véi kiéu gen I1.

Alen F158, kiéu gen FF va/hoic FV khong ting nguy co
CTNT, nguy co suy than & BN viém than lupus.

3.3.4 Méi lién quan giira 2 bién thé cia 2 gen véi nguy co nhiém
trung:

Khoéng cé lién quan giita bién thé I/D gen ACE va nguy co
nhiém trung & BN viém than lupus. Khéng lién quan alen F va nguy
co chic chan nhidm trang & BN viém than lupus. Nhung alen F, kiéu
gen FF/VF lam tang nguy co c6 thé nhiém trang & BN viém than lupus.

Bang 3. Méi lién quan don bién bién thé F158V gen FCGR3A va nguy
co' ¢6 thé nhiém trang ¢ BN viém than lupus

Picdiém | Nhém NTO Nhém NT1 OR (95% Cl)
(n,%) (N=44) (N=92) P
Kiéu gen
W 9.(20,5) 6 (6,5) Ching
VF 25 (56,8) 41 (44,6) 2,46 (0,78-7,74) | 0,128
FF 10 (27,6) 45 (48,9) 6,75 (1,95-23,32) | 0,002

Kiéu gen cé alen F158

0 (W) 9 (20,5) 6 (6,5) Chimng

FF-+VF 35 (79,5) 86 (93,5) 3,69 (1,22-11,13) | 0,021
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Kiéu gen cé alen V158
VV+VF 34 (77,3) 47 (51,1) Chung
0 (FF) 10 (27,6) 45 (48,9) 3,26 (1,44-7,36) | 0,005
Alen
V158 43 (48,9) 53 (28,8) Chung
F158 45 (51,1) 131 (71,2) 2,36 (1,39-3,99) | 0,001

Bang 4. Méi lién quan da bién bién thé F158V gen FCGR3A va
nguy co cé thé nhiém trang & BN viém than lupus (hiéu chinh theo
tudi, giéi, CreHT lic nhap vién, phan nhém suy than)

Kiéu gen bién thé F158V Nguy co ¢6 thé nhiém tring
ctia gen FCGR3A OR | 95%CI | p
A Chung
FV 2,67 0,80 - 8,89 0,109
FF 6,49 1,77 - 23,83 0,005

Nhdn xét: Kiéu gen FF ting nguy co c6 thé nhiém trang & BN viém than lupus.
Bang 5. Phan tich hdi quy da bién khao sat méi lién quan giira bién
thé F158V ciia gen FCGR3A va nguy co chic chin nhiém trang &
BN viém than lupus (hiéu chinh theo tudi, giéi, CreHT lic nhap

vién, phan nhom suy than)

Kiéu gen bién théd F158V | Nguy co chic chian nhiém trang
ciia gen FCGR3A OR | 95%Cl | p
vV Chirng
FV 1,57 0,50-4,94 0,438
FF 1,75 0,48-6.40 0,400

Nhdn xét: Bién thé F158V ciia gen FCGR3A khong lam ting nguy co
chéc chin nhiém trung & BN viém than lupus.
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CHUONG 4: BAN LUAN
4.1 Pic diém 1am sang, can 1am sang va md bénh hec ¢ bénh nhan
viém than lupus
4.1.1 Pic diém 1am sang va can 1am sang é bénh nhan viém than
lupus:
4.1.1.1 Tuéi, gidi va tudi bénh viém than lupus:

Nhom viém than lupus caa chang tdi c6 tudi trung vi 28, nit
uu thé (88,5%). Két qua nay tuong dong vai nghién ctu caa P.V.Bui,
Nghiém Trung Diing, Huynh Ngoc Phuong Thao va Nguyén Ngoc
Lan Anh. Tubi bénh lupus trung vi la 48 thang, tudi bénh viém than
lupus trung vi la 24 thang. Két qua nay cao hon nghién ctru cia Tran
Thi Bich Huong va Nguyén Ngoc Lan Anh khi ghi nhan tudi bénh
viém than lupus lan luot 14 12 thang va 9 thang. Su khac biét nay co
thé do cach chon mau khac nhau giira cac tac gia.
4.1.1.2 Ting huyét dp:

Pa s6 BN cua chung ti ¢ ting huyét ap, twong ty voi Tran
Thi Bich Huong, Nguyén Ngoc Lan Anh, Shaharir SS va cao hon so
v6i P.V.Bui. Py 1a mot yéu t6 nguy co doc lap tién doan két cuc bat
loi vé séng con cua than va caa BN. Chung t6i nhan thay nhom
eGFR>60 c6 huyét ap tim thu, huyét ap tim trwong cao hon so véi
nhom eGFR<60.
4.1.1.3 Piém SLEIDAI-2K:

Diém SLEIDAI-2K 30 ngiy trung vi ciia ching toi 1a 17,
tuong ty vai Nghiém Trung Ding, Huynh Ngoc Phuong Thao va
Nguyén Ngoc Lan Anh. Ty I& BN viém than lupus eGFR<60 Voi
diém SLEIDAI-2K > 10 cao hon c6 ¥ nghia so véi nhém eGFR>60.
H.N.P.Thao nhan thay c6 twong quan manh giira anti ds-DNA va
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diém SLEIDAI (p=0,01), goi y ndng do tu khang thé nay ting cao
trong dot bung phat cua lupus ban do hé thong.
4.1.1.4 Thé tich nwéc tiéu 24 gio-

Chung tdi ¢6 9,2% BN c6 thé tich nudc tiéu tir 100-400 ml/
24 gio va thap nhat & nhom eGFR<60 c6 CTNT, két qua tuong tu
Tran Thi Bich Huong va Nguyén Ngoc Lan Anh. Giam thé tich nuéc
tiéu 24 gio khdng la dau hiéu sém va nhay trong phat hién va danh gia
BN viém than lupus cé suy than.
4.1.1.5 Tiéu protein va tiéu mdu:

Hau hét BN tiéu protein ngudng hoi ching than hu va tiéu
mau. Ty & BN tiéu protein ngudng than hu, tiéu protein don doc
va tiéu mau & nhom eGFR<60 cao hon nhém eGFR>60. Trong cac
nghién ctru & BN viém than lupus ¢6 suy théan, ty 1€ hoi chirng than hu
48,9% dén 85,8%.
4.1.1.6 Téon thwong vé huyét hoc:

Ty 1é thiéu mau clia nghién ciru ching t6i 1a 95,2%, tuong
dong vai cac nghién ctru khac. Ty 1é BN ¢o xét nghiém sang loc khang
thé hong cau duong tinh ctia chung t6i la 21,7%, goi y tan huyét mién
dich, c6 thé do xét nghiém nay chua dugc thuc hién thuong quy ¢ moi
BN viém than lupus c6 suy thdn ning trong nghién ctu.

4.1.2 Pic diém mo hoc & bénh nhan viém than lupus:
4.1.2.1 Tén thwong cdu thgn:

Viém than lupus ting sinh (class III va/hoac V) chiém uu thé
va xuat hién & tat ca BN eGFR <60 trong nghién ctru chung t6i. Két
qua nay tuong ty VGi cac nghién cau trong va ngoai nudc. Theo y van,
day ciing la sang thuong c6 nguy co tién trién dén STMGBC cao nhét.
Viém cau than liém thuong gip nhat & BN viém than lupus nang nhu
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viém than lupus tang sinh va/hoac co kém suy than. Khac véi y van
thé gidi, hau hét BN ciia ching t6i chi c6 liém 1a yéu td hd tro va khong
¢6 BN nao thoa viém cau than liém (> 50% cau than co liém).

4.1.2.2 Tén thwong éng thgn mo ké:

Nghién cttu chang tdi c6 viém ong than mé k& cip (59,5%),
hoai tir ng than cip (20,2%), xo hoa md k& va teo ng than (59,5%).
Céc sang thuong nay uu thé & nhom eGFR <60. Khao sét tai Hoa Ky
(1990-2017), tac gia nhan thiy xo hoa md k& va teo dng than mirc do
trung binh-ning lam ting nguy co tién trién dén STMGDC.
4.1.2.3 Tén thwong mach mdu than:

Chung tdi ghi nhan thuyén tic vi mach huyét khi 1a 27,8%,
tuong tu véi Tran Thi Bich Huong va Nguyén Ngoc Lan Anh. Sang
thuong nay chiém ty 1& cao hon & nhom eGFR <60 so véi nhom
eGFR>60. Tai Viét Nam, Tran Hiép Pirc Thing va CS khi khao sat
mo bénh hoc ctia 38 BN ¢6 bang chimg thuyén tic vi mach huyét khoi
& than cling nhan thay da s6 (31 BN, 81,6%) xay ra & BN viém than
lupus. Leatherwood va CS ghi nhan tén thuong mach mau than la yéu
t6 tién doan bénh tién trién ¢én STMGDC.

4.2 Tan suit alen, kiéu gen caa 2 bién thé & bénh nhan viém than
lupus

4.2.1 Tan suat alen, kiéu gen bién thé I/D cia gen ACE & bénh nhan
viém than lupus:

Nghién ctru chiing t6i nhan thay alen D va kiéu gen ID va/hoic
DD wu thé & BN viém than lupus c6 suy than. Két qua vé tuong quan
giita bién thé 1/D va viém than lupus chua duoc ddng thudn do khéc biét
cd mau va dic diém ciia dan s6 nghién ciru. Hau hét nghién ciru vé tinh

da hinh ciia bién thé 1/D gen ACE véi ¢& mau 16n chi yéu so sanh BN
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lupus ban d6 h¢ théng va nhém chimg 1a nguoi khoe manh.

Phén bé kiéu gen cta nghién ciru chung toi & nhoém khong suy
than, chu yéu 1a 11, khac v6i cac nghién ctru khéac, chu yéu 1a 1D. Khac
biét vé phan bd nay co thé lién quan dén sai 1éch ciia chon BN luc NV.
Céc tac gia Iy giai co thé do khac biét vé& ching toc, ¢d mau nho va
dinh nghia suy than, dinh nghia viém than lupus va nhém ching trong
nghién ctru. Hau hét cac nghién ciru st dung CreHT hon 1a st dung
eGFR trong danh gia chtic nang than. Cac nghién ciru chon BN suy
than nhe va trung binh, trong khi dan ) nghién ctru ctia ching t6i 1a
nhitng BN suy than nang can CTNT.

4.2.2 Tan suit alen, kiéu gen bién thé F158V ciia gen FCGR3A trong
viém than lupus:

Nghién ciru chang tdi ghi nhan alen F158 va kiéu gen FV
chiém uu thé & BN viém than lupus bét ké chirc niang than lac NV.
Khoéng khac biét vé phan bé bién thé F158V cia gen FCGR3A giita 3
nhém viém than lupus theo tinh trang suy than. Cac nghién ctu vé tinh
da hinh caa bién thé F158V caa gen FCGR3A véi ¢& mau 16n cha yéu
so sanh BN lupus ban d6 hé théng va nhém chuang 1a ngudi khoe manh.
C4c béo cao don 1¢ vé tinh da hinh cia FCGR3A-F158V & BN viém
than lupus ciing khéng nhiéu, hau hét két hop khao sét tinh da hinh caa
cac nhom gen lién quan dén thy thé Fey vi cuing nam trén NST s6 1. Két
qua phan bé alen va kiéu gen caa bién thé F158V khong thdng nhét, co
thé do khac biét vé chang toc, c& mau. Kiéu gen FF hoac VF chiém wu
thé hon kiéu gen VV, alen F wu thé hon alen V & hau hét nhirng chang
toc Nhat Ban, Han Quéc, Trung Qudc, Han Qudc, Dai Loan. Dix liéu vé
phan bd cua bién thé F158V cua gen FCGR3A & nguoi chau A cho
thiy khuynh huéng ndi troi cia alen F va kiéu gen FF va/hoac VF gitra
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nhom ¢ va khong co lupus ban do hé thdng, hoic gitra BN lupus ban
do6 hé thong co va khdng c6 ton thuong than.

4.3 Méi lién quan giira 2 bién thé caa 2 gen véi dic diém 1am sang,
can Iam sang va moé bénh hoc trong viém than lupus:

4.3.1 Bién thé 1/D cia gen ACE:

4.3.1.1 Suy thd@n ¢ BN viém thdn lupus:

Chung toi ghi nhan eGFR hic NV thap nhit & nhom kiéu gen
DD va cao nhat & nhom kiéu gen 11. Nhém eGFR < 60 chiém ty 1¢ cao
nhat & nguoi kiéu gen DD, thip nhét la nguoi kiéu gen 11. Ty 1¢ BN
can CTNT c6 kiéu gen DD cao hon so véi BN cé kiéu gen ID va I,
tuong dong nghién ctru caa Topete-Reyes JF va CS. Chung t6i tim
duoc alen D va kiéu gen ID va/hoic DD lam ting nguy co CTNT &
BN viém than lupus. Phan tich v& méi lién quan gitra bién thé I/D véi
nguy co bénh than tién trién, Parsa A tim dugc alen D lam ting nguy
co GFR < 60 & nhém chung toc chau A.
4.3.1.2 Ting huyét dp ¢ BN viém thgn lupus:

Chung tdi khong tim dugc méi lién quan gitra huyét ap tam
thu, huyét ap tam truong, huyét 4p trung binh vai bién thé 1/D cuia gen
ACE, twong dong Véi y van.
4.3.1.3 Hogt tinh lupus:

Vé hoat tinh lupus, chiing t6i khong thay khac biét vé diém
SLEIDAI-2K gitta 2 nhom eGFR < 60 va GFR < 60, nhung khi phéan
nhém hoat tinh lupus, chang t6i nhan thiy nhém suy than cé hoat tinh
lupus cao va rat cao, trong khi nhom khong suy than cha yéu Ia hoat
tinh lupus nhe va trung binh.
4.3.1.4 Pic diém md bénh hec ciia viém thén lupus:

Chung toi khdéng tim dwoc méi lién quan gitra phan b alen va
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kiéu gen cua bién thé 1/D vai hau hét dac diém mé bénh hoc cua BN
viém than lupus eGFR < 60 va GFR < 60. Cac nghién ctru khao sat vé
méi lién quan cua bién thé I/D cua gen ACE va dic diém mo bénh hoc
cua viém than lupus chua co két luan thong nhét.

4.3.2 Bién thé F158V ciia gen FCGR3A:

4.3.2.1 Suy thdn ¢ BN viém thgn lupus:

Nghién ciru chang ti khdng tim duoc khac biét vé phan b
bién thé F158V cua gen FCGR3A giita 3 nhom theo phan nhom suy
than ciing nhu méi lién quan gitra bién thé F158V cua gen FCGR3A
Vv6i nguy co CTNT hay nguy co suy than & BN viém than lupus. Két
qua nay chua thdng nhét trong cac nghién ciu trude day.
4.3.2.2 Hogt tinh lupus:

Chung t6i khong tim thay c6 su khac biét vé dic diém 1am
sang vé hoat tinh lupus gitta 3 nhom BN theo phan bé kiéu gen bién
thé F158V cua bién thé FCGR3A. Y van van chua c6 su théng nhét
két qua vé mdi lién quan cua bién thé F158V cua gen FCGR3A Voi
hoat tinh lupus.
4.3.2.3 Nhiém trang:

Alen F va kiéu gen VF ndi troi trong phan nhom nhiém trung
lac NV ¢ BN viém than lupus. Khong cé mdi lién quan giira bién thé
F158V ciia gen FCGR3A va nguy co chic chan nhidm trang ¢ BN
viém than lupus. Y vin cho thay chua c6 théng nhét trong dinh nghia,
phan loai nhiém trung va chua du bang chang khang dinh co6 méi lién
quan giira bién thé F158V cua gen FCGR3A va nhiém trang ¢ BN
viém than lupus.
4.3.2.4 Pic diém mod bénh hec ciia viém thén lupus:

Khéng khac biét trong phan bd kiéu gen F158V cua gen



23

FCGR3A véi mot sb dac diém mo bénh hoc trong nghién ciu, trong
d6 c6 phan loai class. Nghién ctu chang t6i ap dung phan loai cua
ISN/RPS nim 2018, trong khi hau hét y vin déu ap dung phan loai md
bénh hoc cia WHO nim 1982. Theo y vin, chua du dit liéu dé két luan
vé mbi lién quan giira bién thé F158V cua gen FCGR3A voi dic diém
mo bénh hoc ¢ BN viém than lupus.
HAN CHE CUA NGHIEN CUU
- Nghién cau chi tién hanh & mot trung tam.
- Nghién ctru duoc tién hanh trong giai doan dich COVID-19 bung
phat nén c6 mot sb xét nghiém thiéu thudc thir, khdng thuc hién duoc
cho toan bo dan sé nghién ciu.
- Nghién ctu khdng thé tién hanh sinh thiét than toan bo dan sb
nghién ciu.
- Nghién ctru khong do ndng dd ACE huyét thanh dé danh gia toan
dién tac dong caa gen ACE dén kiéu hinh suy than & BN viém than
lupus.
KET LUAN

Qua nghién ctru 207 BN viém than lupus tai Bénh Vién Cho

Ray trong 3 nam (12/2021-12/2023), chiing tdi két luan nhu sau:

1. Pic diém 1am sang, can 1am sang va md bénh hec ciia BN viém
than lupus:

i. Lam sang, cgn 1am sang: Nir uu thé, hau hét co tudi bénh lupus va
tudi bénh viém than lupus dudi 12 thang. Ty Ié BN tiéu protein
ngudng than hu, tiéu protein don doc va tiéu mau & nhém eGFR<60
cao hon nhom eGFR>60. SLEIDAI-2K trung vi la 17 diém.

ii. M6 bénh hoc: Da dang vai hau hét viém than lupus tang sinh (class
11 va/hoic class 1V). Hoai tir 5ng than cap (20,2%), viém than ké cip
(59,5%), thuyén tac vi mach huyét khdi (27,8%).
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2. Tan suit alen, kiéu gen 2 bién thé ciia 2 gen ciia BN viém than
lupus:
Bién thé 1/D ciza gen ACE: Alen | wu thé hon alen D bat ké chuc ning
than lac nhap vién. Kiéu gen ID va/hoic DD chiém uu thé & nhom
eGFR < 60.
Bién thé F158V ciia gen FCGR3A: Alen F, kiéu gen FF wu thé bat
ké chirc nang than lac nhap vién. Khdng khac biét vé phan bé cuaa bién
thé F158V caa gen FCGR3A ¢ nhom eGFR<60 va eGFR>60.
3. Méi lién quan giira 2 bién thé cia 2 gen véi dic diém 1am sang,
can lIam sang va moé bénh hoc & BN viém than lupus:
3.1 Vé chirc ning than:
e Nguy co CTNT & BN kiéu gen DD (OR = 2,51), kiéu gen ID (OR
=2.,01) cao hon BN kiéu gen 1. Nguy co suy than & BN kiéu gen DD
(OR = 8,26), kiéu gen ID (OR =2,31) cao hon BN kiéu gen II.
e Nguy co c6 thé nhiém trung kiéu gen FF so véi VV: OR = 6,49.
3.3 V& mo bénh hec: BN kiéu gen DD c6 ty & hoai tir 6ng than cép
va ty 1& cau than thiéu mau cao hon BN kiéu gen ID va Il

KIEN NGHI
1. Can xem xét thuc hién xét nghiém dinh danh bién thé 1/D cua gen
ACE cho nhiing bénh nhan viém than lupus, nhat 1a & nhom suy than
dé co chuong trinh quan Iy, theo dai riéng biét cho nhitng bénh nhan
nay.
2. Dé danh gia tac dong da gen dén nguy co nhiém trang & bénh nhan
viém than lupus, can xem xét ma rong khao sat cac bién thé khac cua
gen ma hoa thu thé Fcy (FCGR3A, FCGR3B, FCGR2A, FCGR2B,
FCGR2C, FCGR1A, FCGR1B, FCGR1C).



