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CAC CHU VIET TAT

ACR American College of Rheumatology (Héi Khép hoc My)
AUC Area under the ROC curve (Dién tich dudi dwong cong ROC)
CLS can lam sang
ELISA  Enzyme-Linked Immunosorbent Assay
KT khang thé
KTKN  khang thé khang nhan
LBDHT Lupus ban d6 hé thong
Nucl nucleosome
SLEDAI Systemic Lupus Erythematosus Disease Activity Index
SLICC  Systemic Lupus International Collaborating Clinics
MO DAU

1. Tinh cép thiét caa dé tai

Lupus ban d6 hé théng (LBDHT) 1a mét trong nhiing bénh tu
mién dich hé thong thuong gap nhat véi do luu hanh wdc tinh
khoang 20 - 150 ca/ 100.000 dan, riéng & phu nit la khoang 164 - 406
ca/ 100.000 dan. Bénh dic trung bai sy xuat hién cua céc té bao
lympho B va T ty phan tng, chiu trach nhiém san xuat ra hang loat
tu khang thé bénh ly nham vao cac khang nguyén dich & trong nhan,
bao twong, mang té bao, huyét trong hoic cac protein nén. Cho dén
nay da c6 gan 180 loai ty khang thé lién quan dén LBDHT duoc xac
dinh, trong d6, nhiéu loai duoc ching minh ¢6 vai trd rat quan trong
ddi vai su hinh thanh va tién trién caa bénh, 1a yéu tb khoi phéat phan
tng viém tu mién, dan dén ton thuong céc hé co quan. Trén lam
sang, nhiéu loai tu khang thé da thé hién kha rd vai trd trong chan
doan, danh gia mirc d6 hoat dong va tién lugng ddi voi LBPHT. Su
Xuat hién cuia cac ty khang thé dong thoi véi cac dau hiéu 1am sang
goi y s& hd tro rat nhidu cho viéc chan doan xac dinh bénh. Bén canh
4 loai tu khang thé kinh dién da dugc dua vao céac tiéu chudn phan
loai bénh cua Hoi Khép hoc My (ACR-1997) va Nhém Hop tac
Quéc té v& LBDHT (SLICC- 2012), mot sb tu khang thé moi nhu
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khéng thé khang nucleosome, khang Clq ... ciing déu cho thdy do
nhay va d6 dic hiéu khéa cao trong chan doan LBPHT va céc ton
thuong noi tang cua bénh. Bén canh d6, mot s6 loai khang thé da
duoc chirng minh c6 méi lién quan khé rd rét voi mic do hoat dong
ctia bénh va mot s6 ton thuong ndi tang cia LBDHT nhu cac khang
thé khang dsDNA, khang nucleosome, khang Clq.... Sy xuat hién
va bién d6i ndng d6 cua cac ty khang thé nay phan anh khé tot su
dao dong hoat tinh va cé thé gidp du bao trude cac dot cap caa bénh.
Do d6, nhiéu loai ty khang thé da dugc st dung rong réi trong thuc
hanh 1dm sang nhu nhitng cdng cu gilp hd tro viéc danh gia va theo
d6i mirc d6 hoat dong cia LBDHT mot cach nhanh chéng va tién loi.

Viéc co duoc nhirng hiéu biét day du hon vé dic diém cua céc
tu khang thé trong LBDHT c6 thé gilp cac thay thudc co thém
nhitng céng cu cd tinh kha thi va da do tin cay dé chian doan, danh
gia va theo ddi mirc d6 hoat dong cua bénh. Vi ly do nay, toi quyét
dinh lya chon dé tai “Nghién ctiru mdi twong quan giita mirc d hoat
dong cua bénh voi mot sb tu khang thé trong lupus ban do hé thong”
nham cac muc tiéu sau:

1. Xac dinh ty & duong tinh, ndng do va gia tri chan doan bénh
lupus ban dé hé thdng cua cac ty khéng thé khang nhan, khéang dsDNA,
khang C1q va khang nucleosome.

2. Khao sat méi lién quan gitra cac ty khang thé nay véi mot s6
biéu hién 1am sang va mac d6 hoat dong cua bénh lupus ban do hé
thong.

2. Nhirng déng gép méi ciia dé tai

Day la cong trinh dau tién trong nudc nghién ciu gia tri chan
doan LBPHT va ton thuong than lupus cua cac khang thé méi la
khéng thé khang nucleosome va khang C1q, ¢6 so sanh vai hai loai
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khang thé co dién la khang thé khang nhan (KTKN) va khang
dsDNA, nham tim kiém nhiing cong cu tdi wu cho viéc chan doan
bénh. Két qua thu duoc cia nghién ciru da cho thay gid tri rat tot cua
khang thé khang nucleosome trong chan doan LBPHT va do dic
hiéu cao cua khang thé khang C1q véi ton thuong than lupus.

Day ciing la nghién ciru theo ddi doc dau tién ¢ Viét Nam danh
gia mdi lién quan giira sy duong tinh va nong do cua KTKN, khang
dsDNA, khang C1q va khang nucleosome véi muc do hoat dong cua
bénh LBDHT va ton thwong than lupus. Két qua thu dugc caa nghién
ctru da cho thay KT khang nucleosome ¢ lién quan véi mic do hoat
dong cua bénh chat ché hon va gia tri du bao dot cap bénh tét hon so
v6i KT khéng dsDNA. Khéng thé khang Clq ciing c6 méi lién quan
V6i su xuat hién va mirc 46 hoat dong cua ton thuong than lupus chit
ché hon so véi KT khéng dsDNA.

3. Bo cuc cia luan an

Luan 4n gém 144 trang, gom: Pt van dé (2 trang), tong quan
tai liéu (42 trang), ddi tugng va phuong phap nghién ctru (17 trang),
két qua nghién cau (30 trang), ban luan (50 trang), két luan (2 trang)
va kién nghi (1 trang).

Toan bo luan &n c6 48 bang, 15 hinh, so dd va biéu db.

Tai liéu tham khao bao gém 191 tai liéu (9 tiéng Viét va 182
tiéng Anh).

Chwong 1. TONG QUAN TAI LIEU
1.1. Vi nét vé co ché diéu hoa va tinh chit sinh bénh hec ciia cac
tw khang thé trong LBPHT

Céc té bao B ty phan ung bi hoat héa khi gap céc tu khang
nguyén dic hiéu véi su c6 mat cua cac té bao T hd tro. Sau do,
ching trai qua qua trinh chuyén doi isotype, siéu dot bién dang co
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thé va chon loc dong dé tao ra céc té bao B hiéu ung cd chirc ning
giai phong cac ty khang thé 19gG vao hé tuan hoan. Cac khang thé
nay tao thanh PHMD du thira, tich tu va gay ton thuong viém tai cac
cO quan.
1.2. Tong quan chan doan va danh gia do hoat dong ciia LBPHT
1.2.1. Chin doan LBPHT

Lupus ban d6 hé thong c6 biéu hién 1am sang rat da dang, nhung
phan 16n céc biéu hién 1a khong dic hiéu gy kho khin cho viéc chan
doan. Hién chua c6 cac cong cu danh riéng cho chan doan LBDHT
nén cac bo tiéu chuan phan loai bénh cua Hoi Khép hoc My nam
1997 (ACR 1997) va T chtc Hop tac Quéc té vé LBDHT nam 2012
(SLICC 2012) thuong dugc su dung trén 1am sang cho muc dich nay.
1.2.2. Panh gia mirc dd hoat dong cia LBPHT: khdng co yéu tb
chi diém don 1é c6 thé danh gia chinh xdc mirc do hoat dong cua
bénh. Chua c6 cong cu danh gia va do luong mace d6 hoat dong caa
LBDHT nao duoc cho 12 téi wu dé &p dung trong thuc tién.
1.3. Y nghia lam sang ctia mat sé tw khang thé trong LBPHT
1.3.1. Khang thé khang nhan (KTKN): KTKN duong tinh c6 do
nhay va gia tri du béo &m tinh rit cao véi LBDHT, nhung d6 dic
hiéu thip do c6 thé gap trong nhiéu bénh khac. Khang thé nay cé
mdi lién quan khéng rd rét vai mirc d6 hoat dong cia LBDHT.
1.3.2. Khang thé khang dsDNA: khang dsDNA c¢6 d6 dic hiéu cao
(95-100%) va la mot trong céc tiéu chuan chan doan LBDHT, tuy
nhién, d¢ nhay khong cao vi né thuong chi duong tinh tam thoi.
Khéang thé ndy c6 mdi twong quan thuan kha ré véi mirc do hoat
dong cua bénh. KT khang dsDNA c6 do nhay khé cao trong chan
doan phan biét gitta LBDHT 6n dinh va hoat dong nhung khong
hang dinh giira cac nghién ctu. Theo di dinh ky khang thé nay ¢
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bénh nhan LBDHT cho thiy, sy bién d6i nong d6 caa nd co lién
quan rd rét vai sy xuat hién cac dot cap cua bénh sau do.

1.3.3. Khang thé khang C1q: duoc tim thdy trong LBDHT va nhiéu
bénh 1y khac nhu may day viém mach giam bo thé, phi mach di
truyén, viém khop dang thap ... Khang thé nay c6 d6 nhay va do dac
hiéu khong cao trong chan doan LBDHT nhung la mét trong nhiing
khang thé c6 lién quan rd rét nhat véi tén thuong than lupus. Nong
d6 cua KT khang C1q ¢6 méi twong quan chit ché voi mic do hoat
dong cia LBDHT, dic biét 1a v6i ton thuong than. Khang thé nay c6
gia tri du bao am tinh va do dic hiéu kha cao véi dot cap than lupus.
1.3.4. Khang thé khang nucleosome: Khang thé khang Nucl c6 d6
nhay dao dong trong khoang 50-90% va d6 dac hiéu la 90-99% trong
chan doan LBPHT. Cac nghién ctru so sanh ddi dau gitra khang thé
nay va KT khang dsDNA cho thiy, KT khang Nucl c¢6 d¢ dac hiéu
tuong duwong nhung d6 nhay cao hon so rd rét. Ngoai ra, nong do KT
khang Nucl ciing c6 mdi tuong quan chit ché véi cac chi s6 danh gia
muc do hoat dong cua bénh va ton thuong than lupus.

Chwong 2. POI TUQONG VA PHUONG PHAP
2.1. Péi twong nghién ciru
2.1.1. Nhém bénh nhin LBPHT:

— Bao gom 128 bénh nhan dugc chan doan lupus ban d6 hé
thdng theo tiéu chuan SLICC 2012, theo dai va diéu tri tai Trung tam
Di tng — Mién dich Lam sang va Phong Quan ly bénh lupus ban do6
hé théng Khoa Kham bénh - Bénh vién Bach Mai tir thang 03/2014
dén thang 02/2016.

—  Tiéu chuan loai trir: phu nit 6 thai; bénh nhan c6 mic kém
cac bénh noi khoa nang nhu tiéu dudng, suy tim, suy chirc ning gan;
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bénh nhan bi mic giang mai hoic HIV/AIDS; bénh nhan c¢6 mic
kém cac bénh ty mién khac; bénh nhan khong dong y tham gia
nghién ctu.
2.1.2. Nhém chirng

— Nhom chiing bénh: bao gom 39 ngudi mac cac bénh ty
mién dich khac LBDHT dugc chan doan xac dinh va diéu tri tai
Trung tdm Di ung - Mién dich Lam sang BV Bach Mai va phong
kham chuyén khoa Di tng - Mién dich Lam sang khoa Kham Bénh
BV Bach Mai tir 2/2016 dén 4 /2016.

+ Khong phan biét tudi, gidi, nghé nghiép, trinh d6 hoc van,
noi cu tra.

+ Khong bi suy té bao gan hoic hodc nhiém HIV/AIDS.

+ Chéap nhan tham gia nghién ctu

— Nhém ching khoe manh: 30 nguoi khée manh c6 do tudi
va phan bé gisi tinh twong dong véi nhém bénh nhan nghién ciu.

+ Khong c6 tién sir mac cac bénh Iy ty mién, khong co ngudi
than thugc céc thé hé thir nhat va thir 2 méc cac bénh Iy ty mién dich.

+ Khdng phan biét nghé nghiép, trinh d6 hoc Van, noi cu tra.

+ Chap nhan tham gia nghién ciru
2.2. Phwong phap nghién ciru
2.2.1. Phuong phap nghién ciru: M0 ta cit ngang + theo ddi doc.
2.2.2. Chon miu

Mau nghién ciru dugc lay theo phuong phap chon mau thuan
tién. Cac dbi twong duoc lya chon theo trinh tu thoi gian, khong
phan biét tudi tac, gioi tinh, mirc 6 hoat dong va hay hoai vinh vién.
2.2.3. C& mau

C& mau nghién ciru mo ta cat ngang dugc tinh dya theo cong
thire ding dé wéc tinh mot ty 1 cua to chie y té thé gioi:
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n= lemz £

d?
trong d6: n 1a c& mau tdi thiéu; o 1a mirc y nghia thong ké twong tmg
v6i khoang tin cay 95%, o = 0,05; Z;» 1a Z score tuong Ung voi
mirc ¥ nghia thong ké mong mudn, véi o = 0,05 thi Zy.o, = 1,96; p la
ty 1¢ duong tinh cua KT khang nucleosome ¢ bénh nhan LBPHT (p
= 0,909 theo Pang Thu Huong - Tap chi Y hoc Thanh phé Hé Chi
Minh 2013, tap 17, phu ban 1, tr. 294-300); q = 1 - p = 0,091: d 13 d¢
chinh xac tuyét dbi mong mudn, chon d = 0,05. Tt do, tinh duoc n =
127,1. Nghién ctru ctia ching t6i ¢6 ¢& mau 1a 128 bénh nhan.

2.2.4. Cac budc tién hanh nghién ciu

2.2.4.1. Nhom bénh nhan lupus ban dé h¢ théng:

—  Luwa chon vao danh sach nghién ciru va gan ma bénh én.

— Lan kham 1: khdm 1am sang; khai théc tién su; xét nghiém
CLS théng thuong (dinh luwgng uré, creatinin, glucose, AST, ALT,
albumin, cholesterol, triglyceride, C3 va C4 b thé trong huyét thanh,
té bao niéu, tru niéu, dinh lwong protein niéu 24 gio...); dinh luong
khang thé khang nhan, khang dsDNA, khang nucleosome va khang
C1q; phan tich cac nhém triéu chirng bénh; dénh gia diém SELENA-
SLEDAI, mac do hoat dong cua bénh; su xuit hién dot cip cua
bénh; Chi s6 Hoat dong Than cua SLICC 2008; dot cap than lupus.

— Theo doi dinh ky: cac bénh nhan dugc tham kham dinh ky
hang thang hoic ngay khi c6 cac ddu hiéu bt thuong. Qué trinh
nghién ciu két thic khi bénh nhan duoc theo dai du 12 thang hoic
khi dugc phat hién co6 thai hoic bi mat theo ddi. Cac budc thim
kham gom: kham 1am sang; xét nghiém CLS thong thuong; danh gia
c4c tridu chung bénh; su xuét hién dot cAp cia LBPHT; diém SLICC
than; su xuét hién cua dot cip than lupus. Pinh luong khang thé
trong céc lan kham c6 ghi nhan dot cdp mai xuét hién cua bénh hoic
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c4c lan kham duoc thyc hién trong vong 2 thang sau khi ngudi bénh
ra da khoi dot cap va lan kham cudi cing. Panh gia diém SLEDAI
va muc do hoat dong bénh & cac 1an kham co xét nghiém khang thé.
2.2.4.2. Nhém chirng: 2 nhom chang duoc tién hanh xét nghiém 4
loai khang thé twong tu nhém bénh nhan LBPHT & lan kham 1.
2.2.5. Pia diém va phwong phap tién hanh cac xét nghiém CLS
2.2.5.1. Céc xét nghigm cdn lam sang théong thwong dugc thuc hién
tai cac khoa phong tuong rng cua Bénh vién Bach Mai.

2.2.5.2. Xét nghiém cac tw khang thé

a. Khang thé khang nhan (KTKN) va khang dsDNA dugc dinh luong
bang k¥ thuat ELISA trén may ban ty dong Imark® cua Hang BIO-
RAD (kit cia Hang DRG). Dia diém thyc hién: phong xét nghiém
mién dich Trung tdm Di @ng - Mién dich Lam sang BV Bach Mai.

b. Khang thé khang C1q va khang nucleosome dugc phét hién va
dinh lwong bang ky thuat ELISA trén may tu dong Alegria® cua
Hang Orgentec (Puc), st dung kit cia Hang Orgentec. Dia diém
thuc hién: tai Khoa Xét nghiém BV Dai hoc Y Ha Noi.

2.2.6. CAc tiéu chuin danh gia dwoc sir dung trong nghién ciru
2.2.6.1. Ddnh gid cdc biéu hién ciia bénh LBPHT: dya theo cac
tiéu chudn 14m sang cua SLICC 2012.

2.2.6.2. Pdnh gid mirc dg hoat dgng ciia bénh: dua theo tiéu chuan
danh gia ctia cong cu SELENA-SLEDAL.

2.2.6.3. Pdnh gid dot cap ciia LBPHT: Dya vao dinh nghia st dung
trong nghién ctu SELENA.

2.2.6.4. Pdnh gid mirc dp hoat déng ciia tén thwong than lupus:
dira vao chi s6 hoat dong than cia SLICC nim 2008

2.2.6.5. Ddanh gid dot cdp ton thwong thdgn lupus: dya theo tiéu
chuan caa EULAR niam 2009.
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2.2.7. Sai sé va céch khdc phuc sai sé: khic phuc cac sai sé bang
cach khai thac ky triéu ching 1am sang, tién sir, kiém tra va danh gia
lai c&c chi s6 hoat dong bénh, 1am sach sb liéu trude khi xir 1y.
2.2.8. Xir ly s6 liéu: Céc s6 liéu nghién ciru dugc xar ly bang phan
mém toan thong ké MEDCALC 14.0.
2.2.9. Pao duc cia nghién cau

Nghién ctru duoc tién hanh tai cac co sy té ¢ uy tin voi su
ddng y cua lanh dao cac don vi. iy 1a nghién ctru mo ta, khdng co
can thiép, tat ca cac ddi twong nghién ciru déu ty nguyén tham gia.
Céc s6 ligu thu duoc chi phuc vu cho muc dich nghién ciru va cham
soc strc khoe nguoi bénh, khdng phuc vu cho cac muyc dich khac.

Chuong 3. KET QUA NGHIEN CUU
3.1. Pic diém chung cua cac dbi tweng nghién ciu
Bdng 3.1. Pdc diém vé tugi va gidi

Nhom nghién ciru n | Tudi(X+8) | Tylénit/nam
Nhom LBDHT 128| 31,1+ 9,46 13,22
Nhém ching bénh 39 | 4305+17 3,33
Nhom chung khoe 30 | 31,63+13,57 14

p 0,00036" 0,470,011 0,747

“ Nhém LBPHT so véi nhém chimg bénh  * Nhém LBPHT so véi nhém chig khoe
Tudi trung binh ciia nhém bénh nhan LBPHT la 31,1+ 9,46,
thip hon so v6i nhom ching bénh (p = 0,00036) nhung khong khac
biét so véi nhom chung khoe manh (p = 0,4). Ty 1€ nlii/nam & nhom
LBDHT 1a 13,22, twong duong nhém chirng khée manh (p = 0,74)
nhung cao hon s0 v&i nhoém ching bénh (p = 0,011).
Bang 3.2. Phan bé theo nhém tuéi ciia nhém LBPHT
Nhémtudi <15 16-30 31-45 46-60 >60 Téng
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n 1 67 52 7 1 128
Ty lé % 08% 523% 40,6% 55% 0,8% 100%
Céc bénh nhan phan 16n gip trong nhom tudi 20 — 30 (43,7%)
va 31 — 40 (33,6%), thip nhit 13 & nhom > 50 tudi (4,7%). Phan bd
cac nhom tudi khong co sy khac biét gitra 2 gidi voip = 0,51.
Bang 3.3. Phan b bénh nhdan LBPHT theo thoi gian mac bénh

Khoang thoi . Thoi gian
N Sé lwong Ty 18 (%) )
gian (nim) trung binh
<1 16 12,5% 1
2-5 66 51,6% 3,33+£1,09
6-10 32 25,0% 7,63+1,43
> 10 14 10,9% 13+1,8
TONG SO 128 100% 517 +3,7

Thoi gian mic bénh ciia cic bénh nhan LBDHT gip nhiéu
nhét trong khoang 2 — 5 nam (51,6%) va 6 — 10 nim (25%). Thoi
gian méc bénh trung binh 13 5,17 + 3,7 (ndm).

Bang 3.4. Phan b bénh nhdn LBDHT theo tudi khai phét bénh

Nhémtudi  Sélwong  Tylé (%)  Tuditrungbinh
<15 14 10,9% 12,71+2,3
16-25 55 43,0% 20,35 + 2,76
26 - 35 36 28,1% 20,94 + 2,78
36 - 45 18 14,1% 37,72+ 4,4

> 45 5 3,9% 53+ 3,67
TONG SO 128 100% 2593+ 9,74

Phan 16n bénh nhan khai phéat bénh & d6 tudi 16 — 25 (43%) va
26 — 35 (28,1%). S6 bénh nhan khoi phat bénh sau 45 tudi chi chiém
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3,9%. Tudi phat bénh trung binh cta cac bénh nhan la 25,93 + 9,74.

Tién sit mdc LBPHT ciia nguwoi thdn: 6/128 bénh nhan
LBDHT c6 nguoi than trong gia dinh (cha, me, anh, chi, em rugt)
cing miac LBDHT, chiém ty 1& 4,69%.
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Bdng 3.5. Mgt sé biéu hién 1am sang ¢ thoi diém dau nghién cizu

TT Tiéu chuin n  Tyl¢ (%)
1 Céc ton thuong da lupus cap / ban cap 49 38,3%
2 Céc ton thuong da lupus man tinh 21 16,4%
3 Loét niém mac 9 7%
4 Rung téc 68 53,1%
5  Biéu hién khép 45 35,2%
6 Viém thanh mac 3 2,3%
7 Tén thuong than 58 45,3%
8  Tbn thuong than kinh 4 3,1%
9  Thiéu mau tan mau 2,3%

10  Giam bach cau 42 32,8%

11 Giam tiéu cau 5 3,9%

12 Giam b thé 79 62,2%

Ty 18 gip cao nhit 1a cac biéu hién giam bd thé (62,2%), rung
toc (53,1%) va ton thuong thin (45,3%). it gap nhét 1a cac biéu hién

viém thanh mac, tan mau (2,3%) va ton thuong than kinh (3,1%).

Bang 3.6. Mic do hoat dong cia LBDHT

TT Mic d hoat dong Sélwgng Ty 1¢ (%)
1 On dinh 15 11,7%
2 Hoat dong nhe 57 44,5%
3 Hoat dong trung binh 37 28,9%
4 Hoat dong manh 19 14,8%
5 Dot cip LBDHT 51 39,8%
6 Diém SLEDAI (X + ) 6,61 6,2 (0 - 41)

7 Piém SLICC than (X + 8) 3,12+ 4,2 (0 - 15)
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O thoi diém khoi dau nghién ciru, phan 16n bénh nhan ¢ bénh
hoat dong & mirc do nhe va trung binh (lan luot chiém 44,5% va
28,9%). Piém SLEDAI dao dong kha 16n trong khoang 0 — 41
(trung binh 14 6,61 + 6,2). Ty 1& bénh nhan c6 dot cip LBPHT la
39,8%. Piém SLICC than lupus trung binh 14 3,12 £ 4,2,
3.2. Ty I¢ dwong tinh, ndng d9 va gia tri chin doan LBPHT ciaa
cac tw khang thé
Bang 3.7. Ty |é duwong tinh cia tir khang thé
Nhém  Nhom chieng Nhém chieng Nhém

Khangthé  LBPHT bénh khée chirng
(n= 128) (n=39) (n=30) (n=69)
KTKN 85,9% 53,85% 6,7% 33,33%
Khang dsDNA  64,1% 2,56% 6,7% 4,35%
Khang Nucl 81,3% 2,56% 0% 1,45%
Khéng C1q 25% 0% 0% 0%

Ty 1& dwong tinh cua cac khang thé & nhém bénh nhéan
LBDPHT theo thtr ty KTKN (85,9%) > khang Nucl (81,3%) > khang
dsDNA (64,1%) > khang C1q (25%); tat ca déu cao hon rd rét so
v6i cac nhom ching vai p < 0,005.

Bdng 3.8. Nong dé trung binh cua cac ti khang thé
Nhém Chirng Chirng Nhém

Khéng thé LBPDHT bénh khoe chirng
(n=128) (n=39) (n=30) (n=69)
KTKN (OD) 2,18+098 192+139 048+0,36 1,29+1,28

Khéng dsDNA (1U/ml) 179,4 + 4817 251+24,4 17,7+358 21.9+29,9
Khéng Nucl (IU/ml)  322,1+6034 993+62 7,79+439 9+558
Khéng Clq (IU/ml)  945+1385 391422 252+092 3,3+1,89
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Nong d6 trung binh cia KTKN, khang dsDNA, khang Clq va
khadng Nucl ¢ nhém bénh nhan LBDHT lan luot 1a 2,18 + 0,98
(OD); 179,4 + 481,7 (1U/ml); 9,45 + 13,85 (1U/ml) va 322,1 + 603,4
(IU/ml), déu cao hon ca4c nhém ching véi p < 0,0001.

Bang 3.9. Gia tri chdn dodn LBPHT ciia céc tu khang thé
by dac Giadtride Giatridu

higu bao (+) bao (-)

Khangthé Do nhay

KTKN 8594% 66,67%  82,71% 71,87%
Khang dsDNA  64,06%  95,65%  96,47% 58,63%
Khang Nucl 81,25%  98,55%  99,05% 73,91%
Khang Clq 25% 100% 100% 41,82%

Khang thé khang Nucl co d6 dic hiéu va gia tri du bao duong
tinh voi LBDHT tuong duong KT khang dsDNA nhung d¢ nhay va
gia tri du bao am tinh déu cao hon. Khang thé khang C1q c6 do dic
hiéu va gia tri du bao dwong tinh cao nhét trong 4 khang thé, trong
khi d6, KTKN c¢6 d6 nhay cao nhit nhung do dic hiéu 1a thdp nhat.

Bang 3.10. Gia tri chdn dodn ciia cac khang thé qua dirong cong ROC

Khang  Khang Khéng
) 2 KTKN
Khéang thé (AUC) (0,716) dsDNA Clq Nucl
’ (0,89)  (0,676) (0,911)

KTKN (0,716) p=0,0001 p=0,44  p<0,001
Khang dsDNA (0,89) p=0,0001 p<0,001  p=0,44
Khang C1q (0,676) p=0,44 p<0,001 p<0,001

Khéng Nucl (0,911) p<0,001 p=0,44 p<0,001
Céc khang thé khang Nucl, khang dsDNA, KTKN va khang
C1q lan luot c6 gid tri rat tot, tdt, kha t6t va it gia tri trong chan doan
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LBDBHT. Dién tich duéi duong cong ROC (AUC) cua cac KT khang
Nucl va khang dsDNA déu cao hon c6 y nghia thong ké so véi
KTKN va khang Clg.
3.3. Lién quan giira cac tw khang thé véi biéu hién 1am sang va
mire dé hoat dgng cia LBPHT

Bang 3.11. Lién quan giiza KTKN véi cac biéu hién ciia LBDHT

KT khéng KT khéng KT khéng

Nhém triéu KTKN
) dsDNA Clq Nucl
chirng
OR p OR p OR p OR p
Tén thwong da
lupus cdp /ban 3.11 0,07 2,58 0,0056 0,82 055 2,38 0,08
cép
Tén thuong da
3,25 0,057 245 0,0073 1,72 0,076 4,57 0,0137
lupus man tinh
Loétniémmac 057 04 055 026 1,21 0,74 291 0,31
Rung téc 2,46 0,016 1,004 0,99 2,33 0,006 1,6 0,14
Biéu hiénkhép 166 025 1,18 055 1,42 021 1,79 0,17
Viém thanh mac 1,06 097 129 083 12 088 1,43 0,81
Ténthuorng
1,26 051 1,16 054 4,41 <0,0001 4,42 0,0001
than
Tén thuong
. 088 091 025 01 039 039 0,25 0,08
than kinh
Tan mau 044 048 064 066 026 037 1,68 0,66
Giam BC 7,74 0,0057 3,77 <0,0001 2 0,012 6,64 0,002
Giam TC 1,49 0,71 3 0,16 4,46 0,02 2,04 05
Giambé thé 10,06 <0,0001 3,27 <0,0001 3,72 <0,0001 16,11 <0,001

Khéang thé khang nhan duong tinh & bénh nhan LBDHT c6
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lién quan véi cac biéu hién rung toc, giam bach cau va giam b thé.
Khang thé khang dsDNA duong tinh & bénh nhan LBDHT c6 lién
quan véi cac biéu hién t6n thuong da lupus cap/ ban cap, ton thuong
da lupus man tinh, giam BC va giam bo thé. Khang thé khang Clq
duong tinh & bénh nhan LBDHT c6 lién quan véi cac biéu hién rung
toc; ton thuong than, giam bach clu, giam tiéu cau va giam b thé.
Khang thé khang Nucl duong tinh & bénh nhan LBDHT ¢6 lién quan
v6i cac biéu hién ton thuong da lupus man tinh, t6n thuong thén,
giam bach cau va giam bo thé.
Bang 3.12. Lién quan giira cac tw khang thé ¢ bénh nhin LBPHT

Khang thé Ty lé (+) | OR p
Khang dsDNA | 69,32% | 81,35 | <0,0001
KTKN (+) | Khang Clq 32,27% | 3,93 | 0,012
Khéang Nucl 89,24% | 10,89 | <0,0001
, KTKN 99,43% | 81,35 | <0,0001
Kha”g(f)SDNA Khang C1q 37,14% | 2,74 | 0,0005
Khang Nucl 95,43% | 11,44 | <0,0001
Khang dsDNA | 76,47% | 2,74 | 0,0005
Khang C1q (+) | KTKN 95,29% | 3,93 | 0,012
Khang Nucl 94,12% | 4,3 | 0,003
KTKN 93,33% | 10,89 | <0,0001
Khang Nucl (+) | Khang Clq 33,33% 4,3 |0,003

Khéang dsDNA 69,58% | 11,44 | <0,0001

Su duong tinh cta cac tu khang thé déu c6 méi lién quan thuan
¢6 y nghia thdng ké véi nhau (p < 0,05), trong d6, mdi lién quan 1
rét nhat 1a gitta 3 khang thé khang dsDNA, khang Nucl va KTKN.
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Bang 3.13. Lién quan giza ti khang thé véi dg hoat dong cia bénh

Mire d§ hoat dgng cia LBPHT p
Khang thé Manh Trung binh Nhe/on . .
Ivall 1lvalll
(n=36)(1) (n=67)(I1) (n=185)(lll)
% 97,22% 97,01% 81,62% 058 0,004
KTKN
oD 278+153 2,74+122 213+121 0,78 <0,001
Khang % 86,11% 70,15% 52,43% 0,119 0,018
dsDNA |u/ml 402,3 +143,1 154,3 +145,8 90,93+85,67 0,0012 0,00008
Khang % 72,22% 38,81% 17,84%  0,0025 0,001
Clq IU/ml 27,08 +28,2816,14+ 2251 7,57 +11,34 0,034 0,00017
) % 100% 100% 74,05% <0,001
Khang
<0,000

Nucl IU/ml 1014 +£910,8 535,7+657,4 118,9+180,2 0,0019 1

So véi nhom bénh hoat dong trung binh, ty 1¢ duong tinh cua
KT khéng C1g ¢ nhom bénh hoat dong manh cao hon ro rét voi p =
0,0025. Nong do trung binh cua khang dsDNA, khang Clq va KT
khang Nucl & nhoém bénh hoat dong manh déu cao hon 13 rét. Ty 16
(+) va nong do trung binh cia 4 khang thé & nhém bénh hoat dong
trung binh déu cao hon so voi nhém bénh hoat dong nhe/ on dinh.
Bang 3.14. Twong quan giira nong dé khang thé véi diém SLEDAI va

diém SLICC thdn

. 2 SLEDAI SLICC than
Khang the
r p r p
KTKN 0,306 <0,0001 0,143 <0,013
Khéang dsDNA 0,56  <0,0001 0,216 0,0002
Khéng Cl1q 0,433 <0,0001 0,399 <0,0001

Khéng Nucl 0,648 <0,0001 0,348 0,0082
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Nong d6 KT khang Nucl va khang dsDNA tuong quan thuan
chat ché nhat véi diém SLEDAI (p < 0,001). Nong do KT khang
C1q twong quan chit ch& nhat vai diém SLICC than (r = 0,399).

Bang 3.15. Thay doi nong do céc khang thé sau dot cdp
Tylé¢ Khachiét Testt

Khang thé _ A )
giam trung binh ghép cap
KTKN (OD) 62,5% -0,34 -1,43 0,16
Khang dsDNA (IU/ml) 64,58%  -199,49 -1,793 0,08
Khang C1q (IU/ml) 62,5% -6,35 -2,14 0,037
Khang Nucl (IU/ml) 83,33%  -475,09 -3,9 0,0003

Vo1 48 dot cép duoc theo doi, néng dd trung binh cta cac KT
khang C1q (p = 0,037) va khang Nucl (p = 0,0003) sau dot cap giam
¢6 ¥ nghia thng ké so véi trong dot cép.

Bang 3.16. Gid trj du dodn dot cap LBPHT cua céc tw khang thé

P dic Gia tri du Gid tri duw

Khang thé Po nhay _
higu  bao(+) bao ()
KTKN 97,59% 67,14%  32,27% 94,59%
Khang dsDNA 75,9% 45,37% 36% 82,3%
Khang Clq 57,83% 81,95%  56,47% 82,76%
Khang Nucl 97,59% 22,44%  33,75% 95,83%

Khang dsDNA + Khang C1lqg 48,19% 87,8% 61,54% 80,72%

Khang dsDNA + Khang Nucl  75,9% 49,27%  37,72% 83,47%

Khéng Nucl + Khang C1q 57,83% 84,39% 60% 83,17%

Trong dy bao dot cdp LBPHT, KTKN va khang Nucl déu co
d6 nhay cao va gia tri du bao am tinh cao > 94% nhung d6 dac hiéu
kha thap. Khang thé khang C1q c6 do dic hiéu cao nhét (81,95%),
dic biét khi duong tinh ddng thoi voi KT khédng dsDNA (87,8%).
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Chwong 4: BAN LUAN
4.1. Pic diém caa cac bénh nhan LBPHT

4.1.1. Phan bo vé tudi va giéi: ty 1& bénh nhan nir chiém téi
92,97% vai tudi trung binh 1a 31,1+ 9,46, trong d6, phan Ién thuoc
nhom tudi tir 16 — 45 (92,9%). Két qua nay hoan toan phu hop Vi
nhiing két qua nghién ctru trude day, cho thiy dic diém dich t& hoc
co ban cia LBPHT la thuong xay ra & phy nit trong do tudi sinh de.

4.1.2. Vé tudi khéi phat bénh: phan 16n bénh nhan LBDHT
khoi phét bénh trong giai doan 15 - 45 tudi (85,2%), tudi khoi phat
bénh trung binh 1a 25,93 + 9,74. Khé nhiéu nghién ctu dich t& hoc
trén qui md 16n cho thiy LBDHT thuong c6 xu huéng khoi phat ¢
nit giGi trong nhém tudi tir 15 - 45, giai doan cd sy hoat dong manh
mé nhat cua cac tuyén noi tiét hudng sinh duc ni.

4.1.3. Tién sir gia dinh c6 ngwdi mic LBPHT: 4,69% sb
bénh nhan LBPHT c6 it nhat mdt ngudi than trong gia dinh cung
mac bénh. Nhiéu nghién ctu dich t& hoc da cho thay, ty 18 mic
LBDHT & nhitng ngudi than cua ngudi bénh thuong cao gip khoang
10 - 20 lan so voi ty 18 mic chung trong cong dong (4 - 12%), cho
thay vai tro cua yéu t6 di truyén trong co ché bénh sinh cia LBDHT.

4.1.4. Céc biéu hién ciaa LBPHT: Céc biéu hién bénh gap
nhiéu nhat 1a rung toc - 53,1%:; tén thuong than - 45,3%; ton thuong
da lupus cap/ béan cap - 38,3%; giam bach cau - 38,2% va giam b
thé - 62,2%. Nhiing két qua nay kha tuong dong véi nghién ctu cia
nhiéu tac gia trong va ngoai nudc, tuy nhién, ty 1& viéem thanh mac,
t6n thuong than kinh va giam tiéu cau gap khé thap, nguyén nhan c6
thé do su khéc nhau trong céch lua chon déi tuong nghién ctu va su
khéc biét vé dic diém 1am sang cia LBDHT giita cac chung toc.
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4.2. V& ty |é dwong tinh va gi tri chan doan LBPHT cia cac tu
khang thé
4.2.1. Khang thé khang nhan (KTKN)

Vé ty 1é dwong tinh: 85,9% s6 bénh nhan LBDHT c6 KTKN
duong tinh & lan kham 1. Trong cac nghién ciu trude day, ty 18
duong tinh cia KTKN ¢ bénh nhan LBDHT c¢6 su dao dong kha lon
trong khoang 60 — 100%, nguyén nhan cd thé 1a do su khac biét
trong cach lya chon ddi twong nghién ctu, thiét k& nghién ciu, ky
thuat xét nghiém va diém cét danh gia dwong tinh cua khang thé, su
dao chiéu huyét thanh caa KTKN.

Vé gia tri chan dodn LBDHT: d6 nhay va gia tri du bao am
tinh caa KTKN Ian luot 13 85,94% va 72,31%, kha thip so vai cac
két qua nghién ctu trude ddy, nguyén nhan c6 thé do nhom bénh
nh&n nghién cuau cua chdng téi c6 ty 1€ KTKN am tinh kha cao
(14,1%), su khac biét vé& cach thirc lva chon va dic diém cua nhém
ching. D6 dic hiéu cia KTKN voi LBDHT 1a kha thap (46,15%)
khi st dung nhém ching méc cac bénh tu mién khéc, nguyén nhan l1a
do KTKN c6 thé xuat hién trong nhiéu bénh ly tw mién khac.

4.2.2. Khang thé khang dsDNA

Vé ty 1é dwong tinh bénh nhdn LBDHT: 64,1% sb bénh nhan
LBDHT trong nghién ciu c6 KT khang dsDNA duong tinh, nam
trong dai bién thién 37 - 85% cua cac két qua nghién ctru trudc day.
Céc yéu t6 c6 anh huong rd rét nhat dén ty 1¢ nay 1a mac do hoat
dong va tén thuong ndi tang cua cac dbi twong nghién cau, ki thuat
xét nghiém va diém cét danh gia duong tinh cua khang thé.

Vé gia tri chan dodn LBPHT: d6 dac hiéu cia KT khang
dsDNA trong chan doan LBDHT & nghién ctiu nay 1a 93,33% khi sir
dung nhom chang khoe manh va 97,44% khi st dung nhdm chang
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méc cac bénh ty mién khac, tirc 12 hoan toan phi hop véi céc két qua
nghién ctru trude day (95 — 100%). Tréi voi do dac hiéu, @6 nhay caa
KT khang dsDNA véi LBPHT thuong khdng cao va c¢6 khoang dao
dong kha 16n (13 - 86%). Nguyén nhan c6 thé do tinh chat dao dong
thuong xuyén cua khang thé nay trong qué trinh dién bién bénh va
do nhay khac nhau cua cac ky thuat xét nghiém mién dich.

4.2.3. Khang thé khang Clq

Vé ty 1¢ dwong tinh ¢ bénh nhdan LBDHT: ty 1& duong tinh cua
KT khang C1q & bénh nhan LBDHT dao dong trong khoang 15 —
63% theo céac nghién ctru trude déy, két qua cua ching toi 1a 25% &
lan kham 1. Trong 3 nghién ctu ¢6 ¢& mau 16n nhat cua Julkunen H
(2012), Mok CC (2010) va Orbai AM (2015), ty I¢ duong tinh cua
KT khang Clq déu twong dbi thap va it cd su khéc biét.

Vé gia tri chan doan LBPHT: KT khang Clq c6 gia tri kém
nhét trong chan doan va phan loai LBDHT vdi dién tich dudi duong
cong ROC 1a 0,676 va d6 nhay chi 1a 25%. Ty 1é dwong tinh thap va
dao dong thuong xuyén & bénh nhan LBDHT c6 thé la nguyén nhan
chinh Iam giam d6 nhay cua khéng thé nay trong chan doan bénh.
4.2.4. Khang thé khang nucleosome (KT khang Nucl )

Vé ty |é dwong tinh & bénh nhdan LBDHT: Ty 1& duong tinh cua
KT khang Nucl & bénh nhan LBDHT trong nghién cttu caa chdng toi
12 81,3%. Trong cac nghién ctu trude day, ty 1€ nay co khoang dao
dong rong tir 45% dén 100%, nguyén nhan la do su khéac biét cua cac
dbi twong nghién ciru vé& chung toc va mue do hoat dong bénh.

Vé gid tri chan doan LBPHT: nhiéu nghién ctru di cho thay do
dic hiéu rat cao cua KT khang Nucl véi LBPHT (90 — 100%), tuong
ddng voi két qua thu duge cua ching t6i 1a 98,7%. Nguyén nhan ¢
thé do nucleosome la ty khang nguyén c6 vai tro quan trong trong co



22

ché bénh sinh cia LBDHT. Po nhay cua KT khang Nucl voi
LBDHT trong nghién ctu nay la 81,25%, cao hon so vai KT khéang
dsDNA (64,06%).

4.3. Vé lién quan giira cac khang thé véi biéu hién 1am sang va
mire dé hoat dgng cia LBPHT

4.3.1. Khang thé khang nhan (KTKN): KTKN duong tinh (> 1,2
OD) & bénh nhan LBPHT lién quan c6 ¥ nghia thong ké voi sy xuat
hién cua giam bo thé va céac tu khang thé khac. Méi lién quan gitra
khang thé nay véi cac biéu hién 1am sang va mic do hoat dong cua
LBDHT trong cac nghién ciru trude day la khong rd rét do thiéu
nhitng bang chimg dang tin cay.

4.3.2. Khang thé khang dsDNA: khang thé khang dsDNA duong
tinh & bénh nhan LBPHT lién quan c6 ¥ nghia théng ké véi cac biéu
hién ton thuong da lupus cip/ ban cap hoic man tinh, giam bach cau
va giam bd thé, nhung khong lién quan voi ton thuong than lupus.
Nong d6 va ty 1é duong tinh cia KT khéang dsDNA & nhom bénh
nhan trong dot cip déu cao hon so v4i nhom ngoai dot cap, tuy nhién,
khang thé nay c6 lién quan khdng hing dinh véi ca hoat tinh chung
ciia LBDHT va ton thuong than, dic biét 1a véi dot cp cua bénh.
4.3.3. Khang thé khang C1q: khang thé khang Clq duong tinh ¢
bénh nhan LBDHT lién quan rd rét véi sy xuat hién cua ton thuong
than va giam bé thé. Do dac hiéu cua khang thé nay trong du béo ton
thuong than lupus cao hon cac khang thé con lai va nong do ciia né
tuong quan nghich kha chat véi ca bd thé C3 va C4 (p < 0,0001). Ty
Ié va nong do trung binh cua KT khang C1q déu c6 xu hudng ting
dan theo mirc d6 hoat dong cua bénh. Tuong quan giita ndng do KT
khang Clq véi diém SLICC than va do dic hiéu cua khang thé nay
trong du bao dot cap than lupus ciing tot hon cic khang thé con lai.
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4.3.4. Khang thé khang nucleosome: khang thé khang Nucl duong
tinh & bénh nhan LBDHT ¢ lién quan véi cac biéu hién ton thuong
da lupus man tinh, ton thuong than, giam BC va giam b6 thé. Do
nhay trong du béo ton thwong than lupus cua KT khang Nucl cao
hon so véi cac khang thé con lai. Tuong quan véi nong do bo thé va
diém SLEDAI cua khang thé nay ciing chat ch& hon cac khang thé
con lai.
KET LUAN

Qua nghién ctu 128 bénh nhan LBPHT véi nhém ching gdom
39 ngudi mac cac bénh ty mién khac va 30 ngudi khoe manh, ching
toi xin dua ra mot sb két luan sau:

1. Ty 1é dwong tinh, ndng d va gia tri chin doan cia mot
s6 tw khang thé trong LBDHT.

— Ty 1é dwong tinh va néng dp ciia cac tw khang thé:

+ Ty I¢ duong tinh cia KTKN, khang dsDNA, khang Clq va
khang Nucl ¢ bénh nhan LBPHT lan luot 1a 85,5%; 64,1%; 25% va
81,3%, tit ca déu cao hon rd rét so véi nhém chang véi p < 0,0001.
Khang thé khang Nucl duong tinh ¢ 58,7% sb bénh nhan LBDHT c6
KT khang dsDNA am tinh.

+ Nong do trung binh cua cac KTKN, khang dsDNA, khang
Clq va khang Nucl ¢ bénh nhan LBPHT lan luot 1a 2,18 + 0,98
(OD); 179,4 + 481,7 (IU/ml); 322,1 + 603,4 (1U/ml) va 9,45 + 13,85
(1U/ml), tat ca déu cao hon so véi nhém chimg véi p < 0,0001.

— Giatri chdn dodn LBPHT ciia c4c tw khang thé:

+ Khang thé khang nhan c6 do nhay cao (85,94%) nhung do dic
hiéu thip (66,67%) véi LBDHT. Khang thé khang Clq co d6 dic
hiéu va gia tri dy bao duong tinh 100% vi LBDHT nhung d6 nhay
rat thap (25%).
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+ Cac KT khang Nucl va khang dsDNA cung c6 do dac hiéu
rat cao voi LBDHT (lan lugt 98,55% va 95,65%) nhung KT khang
Nucl c6 d6 nhay cao hon r6 rét (81,25% so vai 64,06%).

+ Qua phan tich dudng cong ROC, KT khang Nucl ¢ gia tri tot
nhat trong chan doan LBDHT (AUC = 0,912).

2. Méi lién quan cia cac tw khang thé véi biéu hién 1am sang va
mirc d§ hoat dong cia LBPHT

— Méi lién quan véi cac biéu hi¢gn 1am sang va cgn 1am sang
cua LBDHT

+ Khang thé khang nhan duong tinh lién quan c6 y nghia thdng
ké vai céc biéu hién rung toc, giam bach cau va giam bd thé.

+ Khang thé khang dsDNA duong tinh lién quan c6 ¥ nghia
thdng ké vai biéu hién tén thuong da, giam bach cau va giam bd thé.

+ Khang thé khang Clq duong tinh lién quan c6 ¥ nghia thong
ké vai cac biéu hién rung téc, ton thuong than, giam bach cau, giam
tiéu cau va giam bd thé.

+ Khang thé khang Nucl duong tinh lién quan c6 ¥ nghia thong
ké v6i biéu hién tén thwong da lupus man tinh, tén thuong than,
giam bach ciu va giam b4 thé.

+ Nong do céc khang thé déu c6 twong quan thuin véi nhau,
chat ché nhat 1a giira khang thé khang dsDNA va khang nucleosome
(r = 0,53; p < 0,0001).

— Maéi lién quan véi mize dp hogt dgng ciia LBDHT

+ Ty Ié duong tinh va ndng d6 trung binh cua cac khang thé ¢
nhém bénh hoat dong déu cao hon & nhém bénh én dinh (p < 0,02);

& nhom c6 dot cap ciing déu cao hon nhom ngoai dot cap (p < 0,01).



25

+ Khang thé khang Nucl co twong quan chit ché nhét véi diém
SLEDAI (r = 0,648) va gi4 tri tot nhit trong du bao dot cdp LBDHT
(AUC = 0,828).

+ Nong do cua cac khang thé khang C1q va khang Nucl sau dot
cip LBDHT déu giam co6 y nghia thong ké so véi trong dot cap.

+ Khang thé khang Clq c6 twong quan chit ch& nhat véi diém
SLICC hoat tinh than (r = 0,399) va d6 dic hiéu cao nhit trong duy
bao dot cap than lupus (80,69%). Khang thé khang Clq va khang
dsDNA cung duong tinh c6 d dic hiéu trong du bao dot cip than
lupus 1a 86,7%.

KIEN NGHI

- Khaéng thé khang nucleosome c6 d6 nhay va d6 dic hiéu cao
trong chan doan LBPHT, do d6, can duoc phat hién va do luong ¢
cac bénh nhan c6 diu hiéu 1am sang goi y LBDHT nhung chua du
tiéu chuan chan doan bénh. Bén canh d6, khang thé nay con c6 méi
lién quan kha chat ché vai mie @6 hoat dong cia LBPHT nén ciling
can dugc theo ddi dinh ky trong qua trinh diéu tri hodc ngay khi co
cac dau hiéu 1am sang goi y su thay doi mirc d6 hoat dong cua bénh
dé c6 thé phat hién sém cac dot cap LBDHT va diéu tri kip thoi.

- Khang thé khang Clq c6 do dac hiéu khé cao véi ton thuong
than lupus, do d6, can dwoc xét nghiém trong cac trudng hop nghi
ngd c6 ton thuong nay trén 1am sang. Khang Clq ciing nén dugc
theo ddi dinh ky trong qué trinh diéu tri viém cau than lupus nham
dur béo som cac dot cap than lupus.



MINISTRY OF MINISTRY OF
EDUCATION & TRAINING HEALTH

HANOI MEDICAL UNIVERSITY

2% 4.«(15 )

NGUYEN HUU TRUONG

STUDY ON THE RELATIONSHIP BETWEEN
DISEASE ACTIVITY WITH SOME AUTOANTIBODIES
IN SYSTEMIC LUPUS ERYTHEMATOSUS

Subject: Allergy and Immunology
Code: 62720109

Summary of Thesis of Philosophy Doctor in Medicine

HANOI - 2017




Research completed in
HANOI MEDICAL UNIVERSITY

Scientific supervisors
Assoc. Prof. Ph.D Tran Thuy Hanh

Scientific reviewer 1: Assoc. Prof. Ph.D Nguyen Van Doan

Scientific reviewer 2: Assoc. Prof. Ph.D Dang Van Em

Scientific reviewer 3: Assoc. Prof. Ph.D Trinh Manh Hung

The thesis will be defended in front of The Council for
Philosophy Doctor in Medicine at Hanoi Medical University

The thesis can be founf at:
— The National Library
— Central Medical Information Library
— Hanoi Medical University Library
— Bachmai Hospital Library




LIST OF PUBLISHED PAPERS RELATIVE TO THIS
DISSERTATION

1. Nguyen Huu Truong (2014). Study the relationship
between plasma C3 and C4 levels with some clinical,
subclinical manifestations and disease activity in patients
with systemic lupus erythematosus. Journal of Military
Medicine 302, 26 - 30.

2. Nguyen Huu Truong (2014). Correlation between anti-
dsDNA antibody concentration and activity level of
systemic lupus erythematosus. Journal of Practical
Medicine 10 (937), 2 - 5.

3. Nguyen Huu Truong (2015). Relationship between anti-
Clg antibody with complement factors C3, C4 and
clinical manifestations of systemic lupus erythematosus.
Journal of Clinical Medicine 90, 54- 61.

4. Nguyen Huu Truong (2015). Antinucleosome antibodies
in systemic lupus erythematosus patients and their
association with disease activity. Vietnamese Medical
Journal 427,1 (2), 9 - 14.

5. Nguyen Quang Tung, Nguyen Huu Truong (2015). Study
on the relationship between thrombocytopenia with
clinical manifestations and disease activity of systemic
lupus erythematosus. Viethamese Medical Journal 427, 1
(2), 50 - 55.




1

ABBREVIATIONS

ACR American College of Rheumatology

ANA Antinuclear antibody

Anti-dsDNA  Anti-double stranded DNA

AnuA Antinucleosome antibodies

AUC Area under the ROC curve

ELISA Enzyme-Linked Immunosorbent Assay

NPV Negative Predictive Value

PPV Positive Predictive Value

SLE Systemic Lupus Erythematosus

SLEDAI Systemic Lupus Erythematosus Disease Activity Index
SLICC Systemic Lupus International Collaborating Clinics

INTRODUCTION

1. Urgency of topics

Systemic Lupus Erythematosus (SLE) is one of the most
common systemic autoimmune diseases, with an estimated
prevalence in the range of 20 to 150 cases per 100,000 population; in
women it is around 164 to 406 cases per 100,000 population. Which
is approximately three times more than four decades ago.

SLE is characterized by the presence of self-responsive B and
T lymphocytes, responsible for the production of a series of
pathological autoantibodies that target the target antigens in the
nucleus, cytoplasm, cellular membrane, basal protein or plasma. It
was first discovered in the 1950s, so far there have been nearly 180
autoantibodies related to the disease identified, of which many have
been shown to play a important role for the formation and
progression of the disease, triggers autoimmune inflammation and
leading to organ damage. In addition, the practical implications of
many autoantibodies in SLE are well established in clinical settings,
particularly in the role of diagnosis, assessment of activity and
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prognosis. The presence of autoantibodies along with the clinical
manifestations suggesting SLE will greatly assist in the diagnosis of
the disease. In addition to the four classical autoantibodies that have
been included in the SLE classification criteria of American College
of Rheumatology (ACR-1997) and the SLE International
Collaboration Group (SLICC-2012), several new autoantibodies such
as antinucleosome, anti-Clq antibodies ... also showed high
sensitivity and specificity in the diagnosis of SLE and organ damage.
In addition, some antibodies have been shown to be significantly
associated with disease activity and some SLE organ damage such as
anti-dsDNA, antinucleosome, anti-C1q antibodies, and so on. The
presences and fluctuations of these autoantibodies reflect well the
variations in disease activity and predict the flares. Hence, many
autoantibodies have been extensively used in clinical practice as
tools that supporting the rapid and convenient assessment and
monitoring of SLE activity.

Having a better understanding of the characteristics of
autoantibodies in SLE can help clinicians have more feasible and
reliable tools for diagnosing, evaluating and monitoring disease
activity. For this reason, | decided to select the topic, "Study of the
relationship between disease activity with some autoantibodies in
systemic lupus erythematosus™ for the following purposes:

1. Define the incidence, concentration and diagnostic value for
systemic lupus erythematosus of antinuclear antibody, anti-dsDNA,
anti-C1q and antinucleosome antibodies.

2. Survey the relationship between these autoantibodies with
some clinical manifestations and disease activity of systemic lupus
erythematosus.


http://www.google.com.vn/url?sa=t&rct=j&q=&esrc=s&frm=1&source=web&cd=1&cad=rja&uact=8&ved=0ahUKEwjC96aQm9HSAhXJjJQKHaocAV0QFggcMAA&url=http%3A%2F%2Facrabstracts.org%2Fabstract%2Fvariations-in-disease-activity-and-therapeutic-management-of-rheumatoid-arthritis-in-different-international-regions-a-comparison-of-data-from-the-corrona-international-and-corrona-united-states-regi%2F&usg=AFQjCNGThrUlsg8PIgPyeCK2McJOQ-VdGw&sig2=mC9fvSmNqogJmo9p2ckeyg&bvm=bv.149397726,d.dGc
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2. New contributions of the thesis

This is the first study in Vietnam to study the diagnostic value
of SLE and Ilupus nephropathy of new antibodies, namely
antinucleosome and anti-C1q antibody, in comparison with classical
antinuclear antibodies and anti-dSDNA antibodies, in search of
optimal tools for diagnosis. The results of this study have shown the
very good value of antinucleosome antibodies in the diagnosis of
SLE and the high specificity of anti-Clq antibodies to lupus
nephropathy.

This is also the first longitudinal study in Vietnam to evaluate
the association between the incidences and concentrations of anti-
nuclear antibodies, anti-dsDNA, anti-Clg and antinucleosome
antibodies to SLE activity and lupus nephropathy. The results of the
study have shown that antinucleosome antibodies are stronger
associated with disease activity and a better prognosis value than
anti-dsDNA antibodies. Anti-C1qg antibodies are also more closely
related to the presence and activity of lupus nephropathy than those
of anti-dsDNA antibodies.

3. Layout of the thesis

144 page thesis include: Introduction (2 pages), Chapter 1-
Overview (42 pages); Chapter 2 - Objects and Methods (17 pages);
Chapter 3 - Results (30 pages); Chapter 4 - Discussions (50 pages);
Chapter 5 - Conclusions (2 pages) and Recommendations (1 page).
The thesis has 48 tables, 12 charts and figures and 191 references
(including 09 Vietnamese documents and 182 English documents).

Chapter 1. OVERVIEW
1.1. A brief description of the mechanism of regulation and
pathophysiology of autoantibodies in SLE
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Self-reactive B-cells are activated when they encounter
specific self-antigens with the presence of T-helper cells. They then
undergo an isotype transformation process, super mutation and
clonal selection to generate effector B-cell that release IgG
antibodies into the circulattion. These antibodies form excess of
immune complexes, which accumulate and cause inflammatory
reactions at the organs.

1.2. Overview of diagnosis and evaluation of SLE activity
1.2.1. Diagnosis of SLE

Systemic lupus erythematosus has a wide variety of clinical
manifestations, but the majority of manifestations are not specific
making many difficulties for diagnosis. There are no specific tools
available for SLE diagnosis, so the SLE classification criteria of
American College of Rheumatology (ACR-1997) and the SLE
International Collaboration Group (SLICC-2012) are usually used in
clinical for this purpose.

1.2.2. Evaluation of the level of activity of SLE: there is not a
single indicator that can accurately measure the level of disease
activity. None of indices which have been proposed to evaluate and
measure SLE activity is considered to be optimal for use in practice.
1.3. Clinical implications of some autoantibodies in SLE

1.3.1. Antinuclear antibody (ANA)

ANA positive has a very high sensitivity and NPV for SLE,
but low specificity because it can be found in other diseases. This
antibody has an unclear association with the activity of SLE.

1.3.2. Anti-dsDNA antibodies

Anti-dsDNA antibodies are highly specific to SLE (95-100%)

and are one of the diagnostic criteria, however, its sensitivity is not
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high because it is usually temporarily positive. These antibodies are
thought to be positively correlated with the disease activity assessed
by various indices. Anti-dsDNA antibodies are quite sensitive in the
differential diagnosis of stable and unstable SLE but in only some
studies. Periodical monitoring of these antibodies in SLE patients
showed that its fluctuations was significantly associated with the
occurrence of subsequent flares.

1.3.3. Anti-C1qg antibody

Anti-C1q antibody is found in SLE and many other diseases
such as hypocomplementemic urticarial vasculitis, hereditary
angioedema, rheumatoid arthritis... This antibody has low sensitivity
and specificity in SLE diagnosis but it is one of the antibodies most
significantly associated with lupus nephropathy. The concentration
of anti-C1q antibody is strongly correlated with the level of SLE
activity, especially with renal injuries. This antibody has a high
negative predictive value and specificity with lupus nephritis.

1.3.4. Antinucleosome antibody (AnuA)

Antinucleosome antibody has a sensitivity range of 50-90%
and a specificity of 90-99% for SLE diagnosis. The studies
comparing between this antibody with anti-dsDNA antibodies show
that antinucleosome antibody has similar specificity but its
sensitivity is significantly higher. In addition, antinucleosome
antibody are also closely correlated with indices measuring the
activity of SLE and lupus nephropathy.
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CHAPTER 2. SUBJECTS AND METHODS
2.1. Study subjects
2.1.1. SLE patient group:

— Include 128 patients who were diagnosed with systemic
lupus erythematosus according to SLICC 2012 criteria, monitored
and treated at the Allergy & Clinical Immunology Center and
Systemic Lupus Erythematosus Clinics of the Outpatient
Department — Bach Mai Hospital from Mar 2014 to Feb 2016.

— Exclusion criteria: pregnant women, patients with severe
medical conditions such as diabetes, heart failure, liver failure;
patients with syphilis or HIV [/ AIDS; patients with other
autoimmune diseases; patients refuse to participate in the study.
2.1.2. Control group

— Autoimmune disease control group: includes 39 people
suffering from autoimmune diseases other SLE was diagnosed and
treated at the Allergy & Clinical Immunology Center and Allergy &
Clinical Immunology Clinics of of the Outpatient Department - Bach
Mai Hospital from Feb 2016 to Apr 2016.

+ lrrespect of age, gender, occupation, education level and
place of residence.

+ Do not have hepatocellular insufficiency or HIV / AIDS
infection.

+ Accept to participate in the study.

— Healthy control group: 30 healthy individuals with age and
sex distribution are similar to the SLE patient group.

+ Do not have any autoimmune diseases, no the first and
second degree relatives have autoimmune diseases.

+ Regardless of age, gender, occupation, education level
and place of residence.
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+ Accept to participate in the study.
2.2. Methods
2.2.1. Methods of study: prospective, cross-sectional
descriptive 2.2.2. Sample selection: Samples were selected by
convenient sampling. The objects are selected in chronological
order, irrespective of age, sex, level of activity and damage.
2.2.3. Sample size

Sample size calculated according to the formula:

n= le—(xa‘Z ﬂ

dz

n is the minimum sample size; a is a statistically significant level
corresponding to a 95% confidence interval, a. = 0.05; Z;_, is the Z
score corresponding to the desired statistical significance level,
where o = 0.05, Z; ,»= 1.96; p is the positive rate of antinucleosome
antibody in SLE patients (choose p = 0.909 according to Dang Thu
Huong - Ho Chi Minh City Journal of Medicine, Vol.17, Appendix 1,
pp. 294-300); g = 1 - p = 0.091; d is the absolute precision desired,
choose d = 0.05. From there, calculate n = 127.1. Our study has a
sample size of 128 patients.

2.2.4. Steps to conduct
2.2.4.1. SLE patients group: After being selected for the study and
coding list, patients will undergo the following research steps:

— Examination 1st: evaluation of clinical manifestations and
disease history; regular laboratory evaluation (determination of urea,
creatinine, dextrose, AST, ALT, albumin, cholesterol, triglyceride,
C3 and C4 serum concentrations, urinary sediment, 24-hour urine
protein levels); quantification of antinuclear antibody, anti-dsDNA,
antinucleosome and anti-C1qg antibodies; analysis of SLICC 2012
clinical criteria; assessment of SELENA-SLEDAI score, disease
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activity levels; the occurrence of flares; SLICC 2008 Renal Activity
Index.

— Periodical follow-up: Patients are examined on a monthly
basis or as soon as the patients has abnormal symptoms. The study
was terminated when patients were followed for 12 months or when
they were found to be pregnant or lost follow-up. Steps of
examination include: clinical examination; regular laboratory
assessment; analysis of SLICC 2012 clinical criteria; the occurrence
of SLE flares or lupus renal flares; SLICC 2008 Renal Activity Index.
Antibodies were measured in the visits with new recorded flare or
visits were conducted within 2 months after the patient had left the
flare or the last visit. Evaluation of SLEDAI score and level of
disease activity at visits in which the antibodies were measured.
2.2.4.2. Control groups: Two control groups were tested for four
antibodies similar to the SLE patient group at visit 1.

2.2.5. Places and methods of conducting laboratory evaluations
2.2.5.1. Regular subclinical tests are performed at the corresponding
departments of Bach Mai Hospital.

2.2.5.2. Tests of antibodies

a. Antinuclear and anti-dsDNA antibodies were measured by the
ELISA technique on the semi-autonomated machine Imark® from
BIO-RAD (DRG kit). Place of performance: Immuno-laboratory of
Allergy & Clinical Immunology Center of Bach Mai Hospital.

b. Antinucleosome and anti-Clq antibodies were detected and
quantified by ELISA technique on Orgentec's Alegria® automated
machine, using Orgentec's kit. Place of performance: Department of
Laboratories of Hanoi Medical University Hospital.
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2.2.6. Evaluation criteria used in the study

2.2.6.1. Evaluate the manifestations of SLE: based on the SLICC
2012 clinical criteria.

2.2.6.2. Evaluate the levels of disease activity: based on the
SELENA-SLEDAI score.

2.2.6.3. Evaluate the occurrence of SLE flares: based on the
definition used in the SELENA study.

2.2.6.4. Evaluate the levels of renal activity: based on the SLICC
2008 Renal Activity Index.

2.2.6.5. Evaluate the occurrence of lupus renal flares: based on
EULAR definition in 2009

2.2.7. Errors and methods to fix the error: Correction of errors by
careful clinical examination, disease history examination and re-
evaluation of disease activity, clean data before processing.

2.2.8. Data processing: The data were processed by MEDCALC
14.0 statistical software.

2.2.9. Ethics Research: Research is conducted in prestigious
medical centers with the consent of the leaders of the units. This is
descriptive study, no intervention, based on the willingness of the
participate. The data are collected for research and patient care
purposes only and not for other purposes.

CHAPTER 3. RESULTS
3.1. General characteristics of the studied subjects
Table 3.1. Age and sex characteristics

Nhém nghién ciru n Age (X +9) F/M ratio
SLE 128 31.1+9.46 13.22
Autoimmune control | 39 43.05+ 17 3.33

Healthy control 30 | 31.63+13.57 14
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*

p 0.00036™ 0.47|0.011" 0.74]

“* SLE vs. Autoimmune control “ SLE vs. Healthy control

The mean age of the SLE patients was 31.1 + 9.46, lower than
the autoimmune controls (p = 0.00036) but not significantly
different from the healthy controls (p = 0.4). The males / females
ratio in the SLE group were 13.22, which was equivalent to the
healthy controls (p = 0.74) but higher than the autoimmune control
group (p = 0.011).

Table 3.2. Distribution of patients according to age group
Agegroup <15 16-30 31-45 46-60 >60 Total

n 1 67 52 7 1 128

% 0.8% 523% 406% 55% 0.8% 100%
Patients were mostly found in the age group of 20-30 (43.7%)
and 31-40 (33.6%), the lowest among those aged > 50 years (4.7%).
Both groups were homogenous related to age (p = 0.51).
Table 3.3. Distribution of patients according to SLE duration

Duration (year) n % X*d
<1 16 12.5% 1
2-5 66 51.6% 3.33+1.09
6-10 32 25.0% 7.63+1.43
> 10 14 10.9% 13+1.8
Total 128 100% 517 +3.7

The majority of SLE patients has disease duration in about 2-5
years (51.6%) and 6-10 years (25%). Average disease duration in the
SLE group was 5.17 + 3.7 (years).

Table 3.4. Distribution of patients according to age of SLE onset

Age of onset group n % X8

<15 14 10.9% 1271+ 2.3
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16 - 25 55 43.0% 20.35+2.76
26 - 35 36 28.1% 29.94+2.78
36 - 45 18 14.1% 37.72+ 4.4
> 45 5 3.9% 53 + 3.67

Total 128  100% 25.93 +9.74

The majority of patients develop SLE at age of 16-25 years
(43%) and 26-35 years (28.1%). The percentage of patients who
develop the disease after age of 45 is only 3.9%. The average age of
SLE onset was 25.93 £ 9.74.

Family history of SLE: 6 SLE patients (4.69%) have relatives

(parents, siblings) with SLE.
Table 3.5. SLE manifestations at the beginning of the study

TT Manifestations n %
1 Acute cutaneous lupus 49 38.3%
2  Chronic cutaneous lupus 21 16.4%
3 Oral ulcerations 9 7%
4 Nonscarring alopecia 68  53.1%
5  Synovitis involving two or more joints 45 35.2%
6  Serositis 3 2.3%
7  Renal disorder 58  45.3%
8  Neurologic disorder 4 3.1%
9  Hemolytic anemia 3 2.3%
10  Leukopenia or lymphopenia 42 32.8%
11 Thrombocytopenia 5 3.9%
12 Hypocomplementemia 79 62.2%

The highest frequency of SLE manifestations at the beginning
of the study was for low complement (62.2%), alopecia (53.1%) and
nephropathy (45.3%). The least common manifestations was
serositis, hemolysis (2.3%) and neurologic disorder (3.1%).
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Table 3.6. Levels of SLE activity

Disease activity n %
1 Inactive 15 11.7%
2 Mild active 57 44.5%
3 Moderate active 37 28.9%
4 High active 19 14.8%
5 SLE flare-up 51 39.8%
6 SLEDAI score (X + ) 6.61+6.2 (0-41)
7 Renal SLICC score (X + 9) 3.12+4.2(0-15)

At the beginning of the study, the majority of patients had
mild to moderate activity of disease (44.5% and 28.9%,
respectively). SLEDAI scores range from 0 to 41 (6.61+ 6.2). 51
patients (39.8%) had SLE flares. The average of SLICC Renal
Activity score was 3.12 + 4.2.
3.2. Prevalance, concentration and diagnostic utility of
autoantibodies

Table 3.7. The prevalance of autoantibody

Autoimmune  Healthy

. SLE Control
Antibody control control
(n= 128) (n=69)
(n=39) (n=30)
ANA 85.9% 53.85% 6.7% 33.33%
Anti-dsDNA 64.1% 2.56% 6.7% 4.35%
AnuA 81.3% 2.56% 0% 1.45%
Anti-Clq 25% 0% 0% 0%

The prevalence of antibodies in the SLE group in descending
order was for ANA 85.9%, AnuA 81.3%, anti-dsDNA 64.1% and
anti-C1lq 25%. All of them were significantly higher than control
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groups (p < 0.005).
Table 3.8. Average concentration of autoantibodies

Autoimmune  Healthy

. SLE Control
Antibody control control
(n= 128) (n=169)
(n=39) (n=30)
ANA (OD) 2.18 £ 0.98 1.92+1.39 0.48+0.36 1.29+1.28
Anti-dsDNA(IU/mI) 179.4 + 481.7 25.1+24.4 17.7+35.8 21.9+29.9
AnuA (IU/ml) 322.1 +603.4 9.93+6.2 7.79+439 9+558

Anti-Cl1q (IU/ml) 9.45+13.85 391+22 252+092 3.3+1.89

The average concentrations of ANA, anti-dsDNA, anti-Clq
and AnuA in the SLE patients were 2.18 + 0.98 (OD), 179.4 + 481.7
(IU/ml), 322.1 + 6034 (IlU/ml) and 9.45 + 13.85 (IU/ml),
respectively. All were higher than control subjects (p < 0.0001).
Table 3.9. Diagnostic utility of antibodies in SLE

Antibody Sensitivity | Specificity | PPV NPV
ANA 85.94% 66.67% 82.71% | 71.87%
Anti-dsDNA 64.06% 95.65% | 96.47% | 58.63%
AnuA 81.25% 98.55% | 99.05% | 73.91%
Anti-Clq 25% 100% 100% | 41.82%

Compared to anti-dsDNA antibodies, AnuA has an equivalent
specificity and positive predictive value for SLE but higher
sensitivity and negative predictive value. The anti-C1q antibody has
the highest specificity and positive predictive value, while ANA has
the highest sensitivity for SLE but it’s specificity is the lowest.

Table 3.10. ROC Curve Analysis for the diagnostic utility of antibodies

Antibody (AUC)  ANA Anti- Anti-C1g AnuA
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(0.716) dsDNA(0.89) (0.676) (0.911)

ANA (0.716) p=0.0001  p=0.44  p<0.001
Anti-dsDNA(0.89)  p=0.0001 p<0.001  p=0.44
Anti-Clq (0.676)  p=0.44  p<0.001 p<0.001
AnuA (0.911) p<0.001  p=044  p<0.001

Antinucleosome, anti-dsDNA, ANA and anti-C1q antibodies
has very good, good, medium and little value in SLE diagnosis,
respectively. The area under the ROC curve (AUC) of the AnuA and
anti-dsDNA antibodies were significantly higher than ANA and
anti-C1q antibodies.

3.3. Relationship between autoantibodies with clinical
characteristics and activity of SLE
Table 3.11. Relationship between antibodies with the manifestations of SLE

) ) ANA Anti-dsDNA  Anti-Clq AnuA

Manifestation

OR p OR p OR p OR p
Acute cutaneous

3.11 0.07 258 0.0056 0.82 055 2.38 0.08
lupus
Chronic

3.25 0.057 2.45 0.0073 1.72 0.076 4.57 0.0137
cutaneous lupus
Oral ulcerations 057 04 055 026 121 074 291 0.31
Alopecia 246 0.016 1.004 0.99 2.33 0.0016 1.6 0.14
Synovitis 166 025 118 055 142 021 179 0.17
Serositis 1.06 097 129 083 12 088 143 0.81
Renal disorder 126 051 116 054 4.41 <0.0001 4.42 0.0001
Neurologic
) 088 091 025 01 039 039 0.25 0.08
disorder
Hemolytic anemia 0.44 048 064 0.66 026 037 168 0.66
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Leukopenia 7.74 0.0057 3.77 <0.0001 2 0.012 6.64 0.002
Thrombocytopenia 1.49 0.71 3 0.16 446 0.02 2.04 0.5
Low complement 10.06 <0.001 3.27 <0.001 3.72 <0.001 16.11 <0.001

Positive ANA in SLE patients are associated with alopecia,
leukopenia, and low complement. The positive anti-dsDNA
antibody in SLE patients is associated with acute/subacute or
chronic cutaneous lupus, leukopenia, and low complement. Positive
anti-C1lq antibody in SLE patients is associated with alopecia,
nephropathy, leukopenia, thrombocytopenia, and low complement.
Positive antinucleosome antibody in SLE is associated with chronic
lupus erythematosu cutaneous lupus, nephropathy, leukopenia, and
low complement.

Table 3.12. Relationship between autoantibodies in SLE patients

Antibody Prevalence| OR p
Anti-dsDNA 69.32% | 81.35 | <0.0001

ANA (+) Anti-Clq 32.27% | 3.93 | 0.012
AnuA 89.24% | 10.89 | <0.0001

_ ANA 99.43% | 81.35 | <0.0001
dSS:Z'(ﬂ Anti-Clq 37.14% | 2.74 | 0.0005
AnuA 95.43% | 11.44 | <0.0001
Anti-dsDNA 76.47% | 2.74 | 0.0005

Anti-Clq (+) | ANA 95.29% | 3.93 | 0.012
AnuA 94.12% 4.3 |0.003

ANA 93.33% | 10.89 | <0.0001

AnuA (+) | Anti-Clq 33.33% | 4.3 |0.003
Anti-dsDNA 69.58% | 11.44 | <0.0001
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The positivity of autoantibodies was significantly related
to each other (p < 0.05), in which the relations between anti-
dsDNA antibodies, AnuA and ANA are most closed.
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Table 3.13. Relationship between autoantibodies with SLE activity

Level of disease activity p
Antibody High Moderate Mild/inactive
&I N&I
(n=36) () |[(n=67)11) |(n=185)(llI)
ANA % 97.22% 97.01% 81.62% 0.58 | 0.004
oD 2.78+153 | 2.74+1.22 2.13+1.21 | 0.78 | <0.001
Anti- % 86.11% 70.15% 52.43% 0.119| 0.018
dsDNA | |U/ml | 402.3 +143.1|154.3 +145.8| 90.93+85.67 | 0.0012 0.00008
Anti- % 72.22% 38.81% 17.84% 0.0025 0.001
Clq IU/ml | 27.08 +28.28/16.14+ 22.51| 7.57+11.34 | 0.034| 0.00017
% 100% 100% 74.05% <0.001
AnuA
IU/ml | 1014 +910.8|535.7+657.4 | 118.9+180.2 | 0.0019 <0.0001

Compared to the group of patients with moderate activity, the
prevalence of anti-Clq antibody in high activity group was
significantly higher (p = 0.0025). The average concentration of anti-
dsDNA, anti-C1q antibodies and AnuA in high activity group of
patients were also significantly higher. The prevalence and mean
concentration of the 4 antibodies in the moderate activity group were

higher than that of the mild activity / inactivity group.
Table 3.14. Correlation between concentration of antibodies and

SLEDAI and SLICC Renal Activity score

] SLEDAI SLICC Renal Activity
Antibody
r p r p
ANA 0.306 < 0.0001 0.143 <0.013
Anti-dsDNA 0.56 <0.0001 0.216 0.0002
Anti-Clq 0.433 <0.0001 0.399 < 0.0001
AnuA 0.648 < 0.0001 0.348 0.0082
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Concentration of anti-dsDNA antibodies and AnuA were most
closely correlated with SLEDAI score (p < 0.001) while
concentration of anti-C1q antibody was most closely correlated with
SLICC renal activity score (r = 0.399).

Table 3.15. Change the concentration of antibodies after the flares

Decreased Change of Paired t-

Antibody
level (%) mean test
ANA (OD) 62.5% -0.34 -1.43 0.16
Anti-dsDNA(IU/ml)  64.58%  -199.49 -1.793 0.08
Anti-C1qg (1U/ml) 62.5% -6.35 -2.14 0.037
AnuA (1U/ml) 83.33%  -475.09 -3.9 0.0003

With 48 monitored flares, the mean concentrations of anti-C1q
(p = 0.037) and AnuA (p = 0.0003) were significantly reduced after
the flares.
Table 3.16. The predicted utility for SLE flares of autoantibodies

Antibody Sensitivity Specificity PPV NPV
ANA 97.59% 67.14% 32.27% 94.59%
Anti-dsDNA 75.9% 45.37% 36% 82.3%
Anti-Clq 57.83% 81.95% 56.47% 82.76%
AnuA 97.59% 22.44% 33.75% 95.83%
Anti-dsDNA+ Anti-Clqg  48.19% 87.8% 61.54% 80.72%
Anti-dsDNA+ AnuA 75.9% 49.27% 37.72% 83.47%
AnuA + Anti-C1q 57.83% 84.39% 60% 83.17%

ANA and AnuA have high sensitivity and NPV (> 94%) but
their specificity are very low for prediction of SLE flares. The anti-
Clq antibody has the highest specificity (81.95%), especially when
it is co-positive with anti-dsDNA antibodies (87.8%).
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CHAPTER 4: DISCUSSION

4.1. General characteristics of SLE patients
4.1.1. Distribution of patients according to age and sex

There were 118 (92.97%) women in SLE patient group with an
average age of 31.1 £ 9.46, of which, the majority of patient were
aged 16-45 (92.9%). These results are similar to previous researched
results, suggesting that the primary epidemiological characteristics of
SLE are more likely to occur in women of childbearing age.
4.1.2. Age of SLE onset

The majority of patients develop SLE at age of 15 - 45 (85.2%),
average age of disease onset is 25.93 + 9.74. Many epidemiological
studies have shown that SLE is more likely to develop in women of
15-45 age group, the period with the highest activity of female sex
hormones.
4.1.3. Family history of SLE

Six SLE patients (4.69%) have at least one relative with SLE.
Many epidemiological studies have shown that the prevalence of
SLE in relatives of SLE patients is usually 10 to 20 times higher than
that of the general population (4-12%), suggesting the role of genetic
factor in the pathogenesis of SLE.
4.1.4. SLE manifestations

The most common SLE manifestations are hair loss - 53.1%,
nephropathy - 45.3%, acute/subacute cutaneous lupus - 38.3%,
leukopenia - 38.2% and low complement - 62.2%. These results are
quite consistent with those of other authors, however, the prevalence
of serositis, neurologic disorders and thrombocytopenia are relatively
low, which may be due to differences in the choices of samples and
differences in SLE clinical characteristics across races.
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4.2. Prevalence and SLE diagnostic utility of autoantibodies
4.2.1. Antinuclear antibody (ANA)

Prevalence in SLE patients: 85.9% of SLE patients had
positive ANA at the first visit. In previous studies, the prevalence of
ANA in SLE patients ranged from 60 - 100%. The cause of this wide
oscillation may be due to differences in the choice of samples, study
design, testing techniques and positive cut points for antibody, the
seroconversion of ANA.

SLE diagnostic utility: The sensitivity and negative predictive
value of ANA were 85.94% and 72.31%, respectively, which is quite
low compared to the previous study results. The cause of this
difference may be due to the high proportion of SLE patients with
negative ANA in this study (14.1%), the differences in the choice of
controls and characteristics of these subjects. The specificity of ANA
for diagnosis of SLE is quite low (46.15%) when SLE cases were
compared with other autoimmune diseases, which is due to the fact
that ANA may be found in many other autoimmune diseases.

4.2.2. Anti-dsDNA antibodies

Prevalence in SLE patients: 64.1% of SLE patients in this
study have positive anti-dsDNA antibodies, which agrees with the
previous study results (37-85%). The most significant factors
influencing this value were the level of disease activity and organ
damage of studied subjects, the testing technique and the cut-off
point for the antibody evaluation.

SLE diagnostic utility: The specificity of anti-dsDNA
antibodies in SLE diagnosis when SLE cases were compared with
healthy controls and other autoimmune diseases was 93.33% and
97.44%, respectively. These values are quitely similar to previous
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research results (95 - 100%). Contrary to the specificity, the
sensitivity of anti-dsDNA antibodies to SLE is generally not high
and widely variable (13-86%). The frequent fluctuation of this
antibody in the course of disease and the different sensitivity of
immunoassay techniques may be the cause of this variations.

4.2.3. Anti-C1lq antibody

Prevalence in SLE patients: The prevalence of anti-Clq
antibody in SLE patients widely ranged from 15 to 63% in the
previous studies, our results were 25% at the first visit. In 3 large
sample size studies of Julkunen H (2012), Mok CC (2010) and Orbai
AM (2015), the prevalence of anti-Clq antibody in SLE patients
were relatively low with little differences.

SLE diagnostic utility: The anti-C1q antibody has the worst
value in SLE diagnosis with an area under the ROC curve of 0.676
and a sensitivity of 25%. The low prevalence and frequent
fluctuations of anti-C1qg antibody in SLE patients may be the main
cause of decreased sensitivity of this antibody in disease diagnosis.
4.2.4. Antinucleosome antibodies (AnuA)

Prevalence in SLE patients: The prevalence of AnuA in SLE
patients in this study was 81.3%. In previous studies, this value
widely ranged from 45% to 100%, which was due to the differences
in race and levels of disease activity of studied subjects.

SLE diagnostic utility: Many studies have shown high
specificity (90-100%) of AnuA in SLE diagnosis, which agrees to
our results (98.7%). The possible cause of this high specificity is that
nucleosome is a self-antigen with an important role in the
pathogenesis of SLE. The sensitivity of AnuA to SLE in this study
was 81.25%, higher than that of anti-dsDNA antibodies (64.06%).
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4.3. Relationship between autoantibodies with clinical
characteristics and activity of SLE
4.3.1. Antinuclear antibody (ANA)

The positive ANA (> 1.2 OD) in SLE patients was
significantly related to the occurrence of low complement and other
autoantibodies. The association between this antibody with the
clinical manifestations and activity of SLE in previous studies is
unclear due to the lack of reliable evidences.

4.3.2. Anti-dsDNA antibodies

The positive anti-dsDNA antibody in SLE patients is
significantly associated with acute/subacute cutaneous lupus,
leukopenia and low complement, but not with lupus nephritis. The
serum levels and prevalence of anti-dsDNA antibodies in the flares
are higher than those in the stable periods of disease, however, this
antibody is not constantly related to both SLE and lupus nephritis
activity, especially with flares of disease.

4.3.3. Anti-C1q antibody

The positive anti-C1q antibody in SLE patients is significantly
associated with the occurrence of nephropathy and low complement.
The specificity of this antibody in predicting lupus nephropathy is
higher than that of the remaining antibodies and its concentration is
closely inversely correlated with both C3 and C4 complement
concentrations (p < 0.0001). The prevalence and mean concentration
of anti-C1q antibody tends to increase with the level of disease
activity. The correlation between anti-C1q antibody concentration
with SLICC renal activity score and the specificity of this antibody
in predicting lupus nephropathy are also better than the remaining
antibodies.
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4.3.4. Anti-nucleosome antibody (AnuA)

The positive AnuA in SLE patients is associated with chronic
cutaneous lupus, nephropathy, leukopenia and low complement.
Sensitivity in predicting lupus nephropathy of AnuA is higher than
that of remaining antibodies. The correlation with C3, C4
complement concentrations and SLEDAI score of this antibody is
also closer than the remaining antibodies.

CHAPTER 5: CONCLUSION

The study on 128 systemic lupus erythematosus (SLE) patients
and a control group of 39 patients with other autoimmune diseases
and 30 healthy people, we would like to draw some conclusions:

1. Prevalence, concentration and diagnostic utility of some
antibodies in SLE.

— Prevalence and concentration of antibodies

+ The prevalence of antinuclear, anti-dsDNA, anti-Clq and
antinucleosome antibody in SLE patients are 85.5%, 64.1%, 25%
and 81.3%, respectively. All are significantly higher than the control
subjects (p <0.0001). Antinucleosome antibody is positive in 58.7%
of SLE patients with negative anti-dsDNA antibodies.

+ The average concentration of antinuclear, anti-dsDNA, anti-
Clq and antinucleosome antibody in SLE patients are 2.18 + 0.98
(OD), 179.4 + 481.7 (IU / ml), 322.1 + 603.4 (IU / ml) and 9.45 +
13.85 (IU / ml), respectively. All are higher than the control subjects
with p < 0.0001.

— SLE diagnostic utility of antibodies

+ Antinuclear antibodies have a high sensitivity (85.94%) but
low specificity (66.67%) with SLE. Anti-C1q antibodies have a high
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specificity and positive predictive value (100%) with SLE but it’s
sensitivity is very low (25%).

+ The antinucleosome and anti-dsDNA antibodies have high
specificity with SLE (98.55% and 95.65%, respectively) but the
sensitivity of antinucleosome antibody is significantly higher
(81.25% vs 64.06%).

+ Antinucleosome antibody has the best utility in SLE diagnosis
(AUC =0.912) in ROC curve analysis.

2. Relationship  between autoantibodies with clinical
characteristics and activity of SLE

— The relations to SLE manifestations

+ Positive antinuclear antibody in SLE patients is significantly
related to alopecia, leukopenia, and low complement.

+ Positive anti-dsDNA antibody in SLE patients is significantly
related to cutaneous lupus, leukopenia and low complement.

+ Positive anti-C1q antibody in SLE patients is significantly
related to alopecia, nephropathy, leukopenia, thrombocytopenia, and
low complement.

+ Positive antinucleosome antibody in SLE patients is
significantly related to chronic cutaneous lupus, nephropathy,
leukopenia, and low complement.

+ The concentration of antibodies are positively correlated each
other. The correlation between antinucleosome and anti-dsDNA
antibody is strongest (r = 0.53, p < 0.0001).

— The relation to SLE activity

+ The prevalence and average levels of antibodies in the active
disease group are higher in the inactive disease group (p <0.02). The
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prevalence and average levels of antibodies in flares are also
significantly higher than in inactive disease periods (p < 0.01).

+ Concentration of antinucleosome antibody is strongest
correlated with SLEDAI score (r = 0.648) and best in predicting of
SLE exacerbations (AUC = 0.828).

+ The concentration of anti-C1q and antinucleosome antibodies
are significantly decreased after SLE exacerbations.

+ Concentration of anti-Clg antibody is strongest correlated
with SLICC renal activity score (r = 0.399) and highest specificity in
predicting of renal flares (80.69%). The specificity in predicting
renal flares is 86.7% when anti-C1q and anti-dsDNA antibodies are
positive together.

RECOMMENDATIONS

— Antinucleosome antibody has high sensitivity and specificity
in SLE diagnosis, therefore, it should be tested and measured in
patients with suspected manifestations of SLE but lack of criteria for
diagnosis. In addition, this antibody is closely related to the level of
activity of SLE, so it should also be periodically monitored or tested
as soon as the patients has clinical signs suggesting a change of the
disease activity to early detect and manage SLE flares.

— Anti-Clg antibody has a high specificity for lupus
nephropathy, so it should be tested in cases of suspected clinical
manifestations. This antibody should also be periodically monitored
during lupus nephritis treatment.





