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1.

DANH MUC CAC CONG TRINH NGHIEN CUU
PA CONG BO LIEN QUAN PEN LUAN AN

Ap dung tiéu chuin phan loai SLICC 2012 trong Lupus
ban do hé théng o tré em, 2017. Tap chi Nhi Khoa, 10(6),
60-64.

Lién quan giita khang thé khang nucleosome v6i mirc do
hoat dong bénh trong Lupus ban d6 hé théng & tré em,

2017. Y Hoc TP. H6 Chi Minh, Phu ban Tép 21, 6, 263-266.

Lién quan giita cdc khang thé khang dsDNA, nucleosome va
Clq véi muc do hoat dong bénh Lupus ban do hé théng tré em,
2019. Tap chi nghién ctru va thyc hanh nhi khoa, s6 1, 9-15.

CAC CHU VIET TAT

ACI1qADb Khang thé khang C1q — anti-C1q antibodies
Anti-dsDNA Khang thé khang chudi kép DNA

AnuAb Khéng thé khang nucleosome - Anti-nucleosome
antibodies

AUC Area under the ROC curve (Dién tich dudi duong cong ROC)

GFR Mirc loc cau than (Glomerular filtration rate)

LBDHT Lupus ban d6 hé thng
MbHD Mic d6 hoat dong bénh

Pos Duong tinh (Positive)
SLEDAI Systemic Lupus Erythematosus Disease Activity Index
SLICC Systemic Lupus International Collaborating Clinics
VT Viém than
VTL Viém thén Lupus

MO DAU

1. Tinh cép thiét ciia dé tai

Lupus ban dé hé théng (LBPHT) la bénh tu mién hé théng
thuong gap hon ¢ nit. Bénh dac trung boi su xuét hién mot loat cac tu
khang thé bénh 1y chdng lai cac khang nguyén la thanh phan ctia mo
trong co thé, trong d6 mot s6 tu khang thé c¢6 vai tro quan trong trong
co ché bénh sinh bénh, co gia tri trong chén doan, danh gia muc do
hoat dong bénh (MPHD), danh gia ton thuong tang nhét 1a than va
tién luong ddi voi LBPHT. Khang thé khang chudi kép dsDNA
(Anti-dsDNA) 1a mot tw khang thé da duoc st dung trong dénh gia
MDHD va tén thuong than nhung dén nay da boc 10 nhitng mat han

ché nén can tim kiém nhimg ty khang thé khac thay thé. Panh gia



MDHBDP hién nay duoc tinh dya trén cac thang diém, tuy nhién ciing
phirc tap, mat thoi gian, nhidu khi gip khé khin nhat 1a ¢ tré em.
Sinh thiét than 1a tiéu chuan vang dé danh gia chinh xac ton thuong
mo hoc thén tuy nhién c6 nhiing chéng chi dinh va han ché.

Tim dwoc mot ty khang thé thé hién dugc MPHD va ton
thuong than 1a vo ciing c¢6 y nghia vi gia tri thuc tién, tién loi va an
toan. Khang thé khang nucleosome (AnuAb) va khang thé khang Clq
(AC1gAD) hién dang dugc cac nha nghién ctru tap trung tim hiéu vi
¢6 nhiéu trién vong trong danh gia MDHD va ton thuong than, co thé
vuot trdi Anti-dsDNA. Tuy nhién, gia tri cia hai ty khang thé nay
hién chua duoc khfmg dinh va can nghién ctru thém trén cac dbi
tuong khac nhau, cac ving dia 1y khac nhau. Hon nita, nghién ciru vé
hai tw khang thé nay trong LBDHT tré em con han ché, nhét 1a & Viét
Nam, do d6 van d& nay rat can dugc tim hiéu sau hon, nham néng cao
hiéu qua diéu tri bénh.

Pé tim hiéu gia tri cia AnuAb va AC1gAb trong viéc danh
gia MPHD va t6n thuong than ¢ bénh nhi LBPHT, chung toi thuc
hién dé tai: “Nghién ciru moi lién quan giita khing thé khing
nucleosome va Clq voi miec do hogt dong cua bénh va ton thuong
thdn trong Lupus ban dé hé thong tré em” véi muyc tidu:

1. Mé ta mét sé dic diém lam sang va xét nghiém cua bénh
Lupus ban dé hé thong ¢ tré em.

2. Phan tich méi lién quan giita khang thé khding nucleosome
va Clq voi muc do hoat dong cua bénh Lupus ban do hé
thong tré em theo thang diém SLEDAI

3. DPdanh gid méi lién quan giita khang thé khang nucleosome
va Clq vdi tén thwong thin trong Lupus ban do hé thong

tré em.

2. Nhirng dong gop méi cia ludn an

Lan dau tién nghién ctru va dinh lwong dugc ndng dd AnuAb
va AC1qAD trong Lupus ban d6 hé théng & tré em Viét Nam. Nghién
clru ndy c6 thé duge st dung dé so sanh vai cac nghién ciru trong khu
vuc va trén thé gioi.

AnuAb va AC1gAb dugc xéac dinh c6 lién quan véi MPHD
cia LBDHT vi vy c6 thé st dung dé theo ddi tinh trang bénh.
ACI1gAb con co gia tri goi y chan doan viém than (VT) trong
LBDHT 6 tré em. Didu nay gitp cac nha 1am sang sém chi dinh sinh
thiét than, lya chon phac dd diéu tri thich hop, ning cao hiéu qua diéu
tri bénh va giam nguy co ti vong.

3. B6 cuc ciia ludin dn

Luan 4n gém 103 trang trong d6: dat van dé (2 trang), tong
quan tai lidu (33 trang), di tuong va phuong phép nghién ctru (16
trang), két qua nghién ctru (19 trang), ban luan (29 trang), két luan (2
trang) va kién nghi (1 trang).

Luén 4n c6 25 bang, 4 hinh va 10 biéu do.

Tai liéu tham khao gém 167 tai liéu (13 tiéng Viét, 154 tiéng Anh).

Chuwong 1: TONG QUAN
1.1. Co ché bénh sinh
Céan nguyén LBDHT chua rd rang nhung chiu anh hudng
phirc tap cua céac yéu té di truyén, mién dich, hormon gi6i tinh va moéi
truong, gdy tén thuong hé mién dich, tir d6 sinh ra dap tng mién dich
hinh thanh céac ty khang thé chéng lai cac khang nguyén ngi sinh. Ba

con dudng mién dich chinh trong Lupus 13 réi loan qué trinh chét té



bao theo chuong trinh, giam kha ning don dep t& bao chét va hoat
hoa bit thuong té bao lympho T, B tir d6 sinh ra cac tu khang thé.
Bénh sinh LBDHT lién quan dén nhiéu té bao va phan tir ciing nhu
dap tmg mién dich bam sinh va mic phai. Tu khang thé co thé xuat
hién nhidu nam trude khi khoi phat 1am sang LBDHT lién quan dén
phat trién cac té bao B tu phan ung do duoc kich hoat boi cac tu
khang nguyén, san xuat ra mot loat cac tu khang thé. Cac nha nghién
ctru gan day nhan thdy mot s6 tuw khang thé c6 vai trd chinh trong sinh 1y
bénh LBDHT.

Nucleosome 1a don vi co ban cua nhiém sic thé, duoc coi 1a
khang nguyén chinh, dong vai tré quan trong trong sinh bénh LBPHT.
Nucleosome bi bién d6i dong vai tro chinh trong su pha v& can bang
gita chap nhan va tu mién dich, lam hoat héa té bao T ty phan tng
dic hiéu nucleosome, kich thich té bao B phan tmg va sinh ra
AnuAb. Phic hop mién dich nucleosome-AnuAb hinh thanh, dugc
mang dén gin véi cic phan tor & mang day cia da va than nhu
heparin sulphate, lamin, collagen 4 hay AnuAb dugc mang truc tiép
t6i phan tir phan tng chéo & mang day nhu anpha-actinin gdy ton

thuong bénh 1y t chrc.

Clq la thanh phan déu tién trong chudi hoat hoa b thé c6 vai
trd bao vé, e ché co ban trong dép tmg mién dich chéng lai Lupus vi
kich thich thyc bao don dep cac té bao chét, ngan chan tang sinh té
bao T, trc ché hoat héa té bao tua, ngin san xuat IFN va cac cytokine
viém. AC1gAb duoc sinh ra c6 thé lam thay d6i vai tro sinh 1y cua
Clq bang cach chiém cac vi tri lién két quan trong vdi cac receptor
cua Clgq, can tré qua trinh don dep cac té bao chét theo chuong trinh

va phirc hop mién dich. Qué trinh lam sach phtrc hgp mién dich bi

suy giam dan dén no ton tai dai dang, cd dinh & to chuc va giy ton
thwong co quan. Tén thuong tich Iy trén cac co quan qua trung gian
mién dich, dan dén cac biéu hién 1am sang phong pht ctia bénh. Bénh
LBPHT thudng bit dau lién quan dén mot vai co quan va dan dan anh

huéng dén nhiéu co quan trong d6 hay gip nhét 1a ton thwong than.
1.2. Tiéu chuin chén dodn

Ching t61 st dung tiéu chuén phan loai cia Hi¢p hoi 1am
sang qudc t& Lupus-SLICC 2012 (The Systemic Lupus International
Collaborating Clinics) bao gf”)m tat ca cac linh vuc khép hoc, da liéu,
than kinh, than hoc va mién dich hoc, duoc danh gia don gian, dé sur
dung. Chi cin c6 4 trong 17 tiéu chuan 1 chan doan duong tinh bénh
LBDHT.

1.3. Panh gia mirc d§ hoat djng ciia bénh Lupus

Chung t6i st dung thang diém SLEDAI cua Bombardier
va cong su, 1992. Chi s6 SLEDAI la chi sb toan bd danh gia hoat
dong bénh trong 10 ngay trude do, gdbm 24 chi sé 1am sang va xét
nghi€m cia 9 hé co quan, diém cua mdi chi sb tir 1-8 diém, téng
diém 105 diém.

Nhuoc diém cua SLEDAI 1a khong bét dwoc dot tién trién,
thoi diém bénh cai thién hay xau di, it nhay cam khi thay ddi so véi
cac cong cu khac va khong bao gdm muc do ning trong mot hé co
quan. SLEDAI c6 uu diém dé& su dung, dugc xac nhan dung dugc
trong LBDHT tré em. Chiing toi st dung thang diém SLEDALI vi c6
do tin cdy, tinh diém tuong dbi don gian va nhanh. Sy nhay cam véi
thay ddi két qua dénh gia dugc udce tinh 1a nhod nhét cho SLEDAI so

v6i cac thang diém khac, chimg to day 1a chi s6 kha 6n dinh, it giao



dong giita nhitng nguoi danh gia. Hau hét cac nghién ciru trén tré em
sir dung SLEDATI dé danh gia MPHD.

Panh gia MDHD cia LBPHT bang thang diém cho chiing ta
mdt cai nhin bang con sb cu thé, nhung dé danh gia dwoc hét cac chi sb
nhiéu khi khé khan va mat thoi gian. Chinh vi thé, cac nha khoa hoc hién
nay van dang nghién ciru, ¢6 ging tim ra cac dau 4n mién dich méi co
lién quan v6i MPHD, qua d6 co thé nhan dinh chinh xé4c hon, nhay hon
va nhanh chéng hon vé MPHD.

1.4. Viém than Lupus

Trong LBDHT, than 1a co quan thuong bi ton thuong sém
nhét, hay gap va nang, dac biét ¢ tré em chiém 37-82%. Biéu hién
bénh than co6 thé xut hién ngay niam dau nhung thuong xay ra trong
5 nam déu tién sau khi chin doan bénh LBPHT. Viém than Lupus
(VTL) 1a mét trong nhitng bién chimg ning, nguy co suy giam chirc
nang than, tién trién t6i bénh than giai doan cudi, 1am tién luong bénh
x4u di, 1a nguyén nhén tir vong hang dau va 1a yéu t6 quan trong quyét
dinh phac dd diéu tri bénh. Tiéu chuan vang chan doan VTL 1a ¢6 sinh
thiét than chi ra viém than cau than qua trung gian phtrc hop mién
dich tuong ng VTL. Chén doan va diéu tri som VTL 14 rét quan trong
dé cai thién sy séng con 6 bénh nhan Lupus do vay can xéc dinh cac ddu
4n sinh hoc c6 thé dy doan sém duoc sy phat trién VT trong LBDHT.
1.5. Vai tro ciia khang thé khang nucleosome va C1q trong Lupus

Rét nhidu TKT di duoc tim thiy & bénh nhan LBDHT nhung
chi mot s6 TKT c6 ¥ nghia 1am sang. Chua c6 mot ddu 4n sinh hoc
nao do dugc chinh xac MPDHD cua LBDHT. Anti-dsDNA da duoc st
dung rong rdi trong chin doan, theo ddi MPHD va danh gia ton

thuong than trong LBPHT sudt thdi gian qua nhung ciing boc 16

nhitng han ché.

Mic du c6 nhiu béo cdo v& AnuAb va aCqA thoi gian qua,
phan 16n nghién ciru & ngudi 16n, trén mot sb it bénh nhan, hon nita do
tinh chat 1am sang khong dong nhat cta bénh Lupus nén két qua khac
nhau giira cac nghién ctru. Nhiéu nghién ctru cho thdy AnuAb c6 gia tri
trong chan doan LBDHT va lién quan dén MPHD, tham chi c6 tac gia
con thiy gi4 tri cao hon Anti-dsDNA nén con dugce d& xuit st dung
AnuA thay thé trong truong hop Anti-dsDNA am tinh. Dé tranh phai
sinh thiét than nhiéu 1an, nguoi ta st dung cac dau an sinh hoc dé danh
gia ton thwong than. AC1gAb dugc nhan thay co vai trd quan trong
trong sinh bénh VTL va c6 lién quan chat ché véi MPHD cling
nhu sy xuat hién va mic do viém than. Két luan cudi cung vé gia
tri cia AnuAb va AC1gAb trong LBPHT van can thoi gian dé
chting minh, can duoc xac nhén trong quan thé 16n hon va & céac
chung toc khac nhau. Vi nhitng van dé con ton tai nay, chung toi
tién hanh nghién ctru danh gia vé gia tri cia AnuAb va AC1qAb
véi MDHP trong LBPHT tré em noi chung va trong mot thé bénh
dac biét VTL noi riéng.

Chuong 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. P6i twong nghién ciru

Pb6i twong nghién ciu gdm 125 tré em dugc chan doan
LBDHT vao kham va diéu tri tai Bénh vién Nhi Trung wong trong
thoi gian tir thang 1 ndm 2015 dén thang 12 nam 2017.



Tiéu chuén chon bénh nhan

- Bénh nhén du tiéu chuin chin doan LBDHT theo tiéu chudn phan
loai SLICC 2012.

- Tré em trong do tudi: trén 1 thang , dudi 16 tudi.

- Gia dinh bénh nhan va tré ddng y tham gia nghién ctru.

Tiéu chuén loai trir

- Bénh nhian LBDHT thé phdi hop véi cac bénh ty mién khac (nhu
viém khép dang thap, viém da co, hoi chimg Sharp, xo ctng bi, hoi
chimg khang Phospholipid), Lupus do thudc.

2.2. Phuwong phap nghién ciru

Nghién ctru mo ta tién ctiru mot loat ca bénh.

2.3. Quy trinh nghién ctru

- C4c bénh nhan du tiéu chuin déu dugc moi tham gia nghién ctru.

- Bénh nhan dugc hoi bénh, kham 1am sang, danh gia MDHD theo
thang diém SLEDALI lan dau tién (T0) khi vao vién, dugc chan doan
bénh LBDHT va lay vao nghién ciru, lan thir hai (T3) khoang 3 thang
va lan thir ba (T6) khoang 6 thang sau lan dau tién.

- Xét nghiém mau 3 lan, mdi 1an lam cac xét nghiém huyét hoc, sinh
hoa, dinh luong cac tu khang thé AnuAb, ACIgAb, Anti-dsDNA
cung chung v6i miu méu 1am xét nghiém sinh héa dinh ky ctia bénh
nhan tai ba thoi diém TO, T3, T6 va cung thdi diém tinh diém
SLEDAL

- Thu thap s6 liéu theo mAu, thao luan, danh gia tri¢u chirng cung cac
chuyén gia than va mién dich.

2.4. Dia diém va thoi gian nghién ciru
- Bénh nhan LBPHT vao kham va diéu trj tai khoa Thin-Loc mau va
Khoa Mién dich-Di ting-Khép, Bénh vién Nhi Trung wong trong thdi
gian tir thang 1/2015 dén thang 12/2017.
- Xét nghi€m nghién ciru: cac xét nghiém cong thirc méu, xét nghiém
sinh hoa, xét nghiém dinh lugng khang thé AnuA, AC1gAD va Anti-
dsDNA duoc 1am tai phong xét nghiém Huyét hoc va Sinh hoa cia
Bénh vién Nhi Trung vong. Cac phong xét nghiém nay da duogc cong
nhan tiéu chuan ISO.
2.5. Phén tich va xir Iy s6 liéu
- Phan tich bang phan mém STATA 14.
2.6. Van dé y dirc
Pay la nghién ciru md ta, khong can thiép, cac ddi tuong
nghién ciru ty nguyén tham gia. S liéu chi phuc vu cho cong tac
nghién cttu, cham séc stic khoe nguoi bénh.
Chwong 3: KET QUA NGHIEN CUU

Trong thoi gian tir thang 1-2015 dén thang 12-2017, ching t6i da
thu thap duoc 125 bénh nhan LBDHT c6 di tiéu chuén nghién ciru.
3.1. Pic diém 1am sang va cin 1am sang

Tudi trung binh khoi phat LBDHT 14 10,52 + 2,91 tudi (N=125).
Bénh hay gdp hon & tré nit. Ty 1€ nit / nam =7,9/1.

Bing 3.1. Phén bé bénh nhén theo nhém tuoi

Nhém tudi (nim) >10 5-10 <5 | Tong sb
n 79 41 5 125
% 63,2% 32,8% 4% 100%

Bénh LBDHT hay gip nhat & nhom tré trén 10 tudi (63,2%).



Bdng 3.2: Dic diém lim sang theo nhém VTL va khong VT

Bing 3.3: Bic diém lim sang ciia nhém viém thin Lupus

Pic diém lam sang

S6 lwong (n = 99)

TV 18 (100 %)

Phu 58 58,6
Cao huyét ap 37 37,4
Thiéu ni¢u 32 32,3
Pii mau dai thé 18 18,2

Trong nhém VTL, phu 1a triéu chimg 1am sang ton thuong thén

hay gap nhét chiém 58,6%.

Bdng 3.4: Dac diém cdn ldm sang ciia nhom viém thdn Lupus

2 VTL Khéng VT
bac diém lam sang p
n =99 (100%) n =26 (100%)
57 13
Ban canh buém 0,49
(57,6) (50)
3 3
Ban dia 0,2
3) (11,5)
27 6
Nhay cam anh sang 0,67
27.3) 23,1)
) 20 7
Loét miéng 0,46
(20,2) (26,9)
18 9
Rung toc 0,07
(18,2) (34,6)
) 47 12
Viém khép 0,90
(47,5) (46,2)
. 40 17
Sot 0,03
(40,4) (65,4)
] 21 2
Viém thanh mac 0,16
(21,2) (7,7)
oo . 7 4
Bi€u hién than kinh 0,24
(7 (15.4)

Ty 1& viém than trong LBPHT ¢ tré em 1a 99/125 chiém
79,2%. Triéu chimg lam sang chung hay gdp cua hai nhom VTL va
khéng VT tuong tyr nhau. Nhém khong VT ¢6 ty 1é s6t cao hon nhom

VTL, khac biét co y nghia thong ké voi p<0,05.

Pic diém S6 lwong (n=99) Ty 18 (100%)
Creatinin mau tang 60 60,6
Ure mau tang 34 343
Protid mau giam 43 434
Albumin mau giam 48 48,5
Hong cAu niéu 60 60,6
Bach cu niéu 68 68,7
Tru niéu 18 18,2
PCU>200 72 72,7
Hgi ching thin hw 44 44 4
GFR <90 40 40,4

Céc 101 loan xét nghiém vé chiic nang than va nudc tiéu déu

hay gép.

Ghi cha: Ty 1& protein/creatinin niéu (PCU), Mirc loc cau than (GFR)



3.2. Lién quan giira cac khang thé véi mirc d9 hoat dgng bénh
Badng 3.5: Lién quan giita ty I¢ dwong tinh khang thé véi mirc do

Bing 3.7: Lién quan giiva nong d¢ khdng thé véi mirc dg diém

diém SLEDAI

Khéang thé SLEDAI
TO, T3, T6 TO T3 T6

<10l>10] P1 [<10[>10] P2 |[<10]>10] P3
AnuAb Pos 16 | 98 | 0,008 | 44 | 12 [0,032] 39 | 16 [0,016
AC1qA Pos 6 | 78 [0,0000] 28 | 8 [0216] 14 | 10 [0,005
Anti-dsDNA | 15 | 88 | 0,148 | 40 | 10 [0,315] 39 | 15 [0,056
Pos

Ty 1€ AnuAb va ACIqA duong tinh lién quan cé y nghia

SLEDAI ¢ T3
2 SLEDAI T3 (n=75)
Khang the T3 P
SLEDAI<10 SLEDAI > 10
59 159,8
AnuAb 0,023
0,6 - 4200 30,9 —1689,2
8,4 15,35
AClqAb 0,155
0,8 -85,2 1,1 —832
33,25 113,55
Anti-dsDNA 0,053
0,1 —4200,2 12,5-1799,5

v6i mirc do diém SLEDAL Ty 1¢ Anti-dsDNA duong tinh khong
lién quan v6i mirc do diém SLEDAL

Lién quan giita ndng d cac khang thé véi mirc d9 diém SLEDAI
Bing 3.6: Lién quan giiva néng dp khing thé véi mirc df diém

O thoi diém T3, chi ¢ nong do AnuAb & nhoém bénh nhén c6
SLEDAI > 10 cao hon so v6i nhém bénh nhan c¢c6 SLEDAI < 10, su
khac biét c6 ¥ nghia thong ké.

Bing 3.8: Lién quan giiva nong d¢ khdng thé véi mirc d¢ diém

SLEDAI ¢ T0O

o SLEDAI T0 (n=125)
Khang the TO p
SLEDAI<10 | SLEDAI> 10

AnuAb 60,3 334.1 0,014
(7,5-6888,1) (5,7-8200)

AC1qAb >3 16,6 <0,01

(1,7-19) (0,2-992,2)
_ 70.1 189.45
Anti-dsDNA (5,3-1200) (0,1-9143 4) 0,034

SLEDAI ¢ T6
X SLEDAI T6 (n=72)
Khang the T6 P
SLEDAI <10 SLEDAI > 10
35,5 333,95
AnuAb 0,000
2,6 -4391,4 32,4 54944
5,6 25,25
AClqAb 0,000
0,8 —233,7 3,6 -138,6
43,15 326,15
Anti-dsDNA 0,000
2,1-2012,4 21,1 -4762,2

Trung vi ndong d) cac ty khang thé ¢ thoi diém TO trong
nhom bénh nhan c¢6 SLEDAI >10 (MDHD manh va rat manh) déu
cao hon so v6i nhom bénh nhan c6 SLEDAI < 10 (MDHD nhe, trung
binh hay khong hoat dong), su khac biét co y nghia thong ké véi
p<0,05.

Trung vi nf“)ng dd cua tét ca céc tu khang thé & thoi diém T6
trong nhom SLEDAI > 10 déu cao hon so véi nhém SLEDAI < 10,
su khéc biét c6 y nghia théng ké vi p<0,001.




Twong quan giira n(“)ng do khang thé véi diém SLEDAI

Bing 3.9: Twong quan giiva nong dé cdc tw khdng thé véi diém
SLEDALI ¢ cdc ldn xét nghiém.

Bing 3.11: Lién quan giita néong do cdc dau an mién djch voi

viém thin

Nong do dau an

Nong dd SLEDAI

khang thé TO T3 Té6

TO, T3, T6 . p . p - p
AnuAb 0,281 | 0,002 | 0,328 | 0,004 | 0,372 | 0,001
ACl1gA 0,417 | 0,000 | 0,262 | 0,023 | 0,429 | 0,000
Anti-dsDNA | 0,289 [ 0,001 | 0,31 | 0,007 | 0,507 | 0,000

Nong do cac khang thé & cac 1an xét nghiém déu tuong quan
thuan véi diém SLEDALI ¢ cac mirc dd khac nhau.
3.3. Lién quan giira khang thé véi ton thwong thin

Bing 3.10: Lién quan giita ty I¢ thay déi diu in mién dich véi
viém thin

Nhom VIL | Nhém khong VT
P
mién dich (n=99) (n=26)
75,3 52,9
AnuAb 0,652
(4-5494.4) (2,6-4391,4)
7.4 5
AC1gAb 0,011
(0,8-233,7) (1,9-12,4)
542 89,8
Anti-dsDNA 0,113
(2,1-4762,2) (3,8-422,3)
0,92 1
C3 0,000
(0,14-1,82) (0,563-1,66)
0,15 0,213
C4 0,014
(0,003-0,772) (0,03-0,57)

Df?iu an VTL Khéong VT p
mién dich n=99 (%) n=26 (%)
AnuAb Pos 90 (90,91) 24 (92,31) 0,59
AC1qAb Pos 71 (71,72) 13 (50) 0,001
Anti-dsDNA Pos 83(83,84) 20(76,92) 0,41
C3 giam 94 (94,95) 19 (73,08) 0,0008
C4 giam 92 (92,93) 21 (80,77) 0,061

Ty I&¢ AC1qAb duong tinh va ty 1€ C3 gidm c6 lién quan véi
viém than Lupus c6 y nghia théng ké 1an lugt p=0,001 va p<0,001.

Nong do ciia AC1gAb, C3 va C4 lién quan voi viém than co
¥ nghia thong ké 1an lugt véi p<0,05; p<0,001 va 0,05.




aC1gA - Viém than

AUC = 0,663
Cut point = 21,1

Sensitivity

P06 nhay=44,4%
Do dac hiéu=84,6%

T T T T

T
0.00 0.25 0.50 0.75 1.00

1 - Specificity
Area under ROC curve = 0.6632

Biéu db 3.1: Di¢n tich dwdi dwong cong ROC ciia AC1qAb

Dién tich duéi duong cong cua AC1qAD la 0,663, do vay co gia
tri chan doan viém than vdi do nhay 1a 44,4% va do dac hiéu la 84,6%.
Bing 3.12: Biéu hi¢n cdn lim sang ciia tén thwong thian nhém IIT

Bdng 3.13: Lién quan giita nong d khdng thé véi tén thwong thin

nhém III va IV
Nong d Nhém III Nhém IV p
khang thé (n=22) (n=28)
200 184
AnuAb 0,092
(19,3-8200) (5,7-1200)
18,9 14
AC1qAb 0,39
(2,4-992.2) (0,2-600)
157,35 150,5
Anti-dsDNA 0,784
(0,1-4200) (0,4-5153,7)

Trung vi ndng d6 cac khang thé cua ton thuong giai phau

bénh nhém III va IV khong khéc biét ¢6 y nghia thong keé.

Bdng 3.14: Tuwong quan giita m”;ng do khang thé véi diém hoat

djng va man tinh ciia tén thwong thin

) A C
Khang the
r P r p
AnuAb -0,02 0,89 -0,11 0,46
AClqAb 0,07 0,63 -0,25 0,09
Anti-dsDNA 0,09 0,56 -0,01 0,94

valVv
; Nhom 111 Nhom IV
Bi€u hién p
n=22(100%) n=28(100%)
Creatinine tang 5(22,7) 18(64,3) 0,003
GFR giam< 90 6(27,3) 19(69,7) 0,004
PCU >200 16(72,7) 27(96,4) 0,023
Hong ciu niéu 10(45,5) 25(89,3) 0,001
Bach cau niéu 11(50) 24(85,7) 0,007

Ty 1€ cac r6i loan xét nghiém cia tén thuong than & nhom IV

cao hon nhém III co6 ¥y nghia théng ké véi p<0,01 (riéng PCU

p<0,05).

Nong do cac khang thé khong twong quan véi diém hoat

dong va man tinh cta ton thuong than.




Chuong 4: BAN LUAN

4.1. Pic diém 1am sang, can 1am sang ciia bénh Lupus

Tudi khéi phat bénh trung binh 1a: 10,52 + 2,91 tudi. Bénh
gip wu thé hon & tré nir véi ty 1é nit/nam= 7,9/1. Hay giap nhét la
nhom tré trén 10 tudi chiém 63,2% (Bang 3.1). Két qua nay phu
hop véi cac nghién ciru trong va ngoai nude cho thay bénh hay gip &
tré nit tudi day thi.

LBDHT 1a m6t bénh ty mién man tinh c6 kiéu hinh 1am sang
rat da dang, khac nhau giita cic ca thé, thay ddi theo thoi gian dién
bién bénh. Cac triéu chimg 14m sang chung ctia bénh LBDHT hay gip
trong nghién ctru nay 1a ban canh buém, viém khép, sot. Panh gia sy
khac biét 14m sang chung gitra nhém VTL va nhom khong VT thay ty
1¢ sbt trong nhém khong VT cao hon nhém VTL, khac biét co y
nghia thong ké véi p<0,05 (Bang 3.2). Triéu ching sbt hay gip hon &
nhém khéng VT cé thé do day ciing 1a 1y do phai nhap vién diéu tri
ctia bénh nhan nhém nay trong nghién clru ciia chung t6i nén ty 1¢
duong nhu cao hon. Bénh nhan khong VT c6 triéu chung lam sang
nhe nhang hon va thuong didu tri ngoai tra. Ching t6i gip 99 bénh
nhan (79,2%) 1a VTL, trong do6 triéu ching phu chiém 58,6%, cao
huyét ap 37,4%, thiéu niéu 32,3%, dai mau dai thé 18,2% (Bang 3.3).
Ty 1€ creatinin mau tang 60,6%, Albumin mau giam ¢ ngudng than
hu 48,5%, héng cAu niéu 60,6%, bach cau niéu khong c6 nhiém tring
68,7%, tru ni¢u 18,2%, hdi ching than hu 44,4, GFR giam 40,4%,
protein ni¢u tdng ngudng than hu 72,7% (Béng 3.4).

Cac nghién clru cua céc tac gia khac nhau cho céc ty 1¢ khac
nhau c6 thé do cac nhém bénh nhan khéac nhau, giai doan bénh khac
nhau khi chon miu nghién cru, ciing do tinh chit 1am sang da dang,
phuc tap cua LBDHT.

4.2. Lién quan giira khang thé véi mirc d9 hoat dong bénh Lupus

Hoat dong bénh LBDHT dugc thé hién qua cac triéu chiing
lam sang va xét nghiém bién d6i rd trong giai doan bénh hoat dong
hay bénh tién trién.
Lién quan giita ty 1¢ dwong tinh khing thé véi mic do diém
SLEDAI

Ty 1¢ AnuAb duong tinh Iudn li€n quan cé y nghia vai muic
d6 diém SLEDAI (< 10 hay > 10) & ca 3 1an xét nghiém véi p<0,05.
Ty 1&¢ AC1gAb duong tinh lién quan v6i mic do diém SLEDAI & xét
nghiém lan 1 va lan 3 véi p<0,01 trong khi ty 16 Anti-dsDNA duong
tinh khong lién quan voi mic do diém SLEDAI & ca 3 lan xét
nghiém (Bang 3.5).
Lién quan giira ndng do khang thé véi mirc d diém SLEDAI

O lan xét nghiém dau tién (TO), trung vi ndng do cla tat ca
cac khang thé trong nhém bénh nhan ¢c6 MPHD manh va rit manh
(SLEDAI > 10) du cao hon so véi nhém bénh nhan c6 MDHD nhe
va trung binh (SLEDAI < 10), su khéc biét co y nghia thong ké voi
p<0,05 (Bang 3.6). O lan xét nghiém thir 2 (T3), chi ¢6 trung vi ndng
dd6 AnuAb ¢ nhom bénh nhan ¢c6 SLEDAI > 10 cao hon so v&i nhom
bénh nhan c6 SLEDAI < 10, sy khéac biét co y nghia thong ké vai
p<0,05. AC1qAD va Anti-dsDNA khong c6 su khac biét giira 2 nhém
bénh nhan (Bang 3.7). O lan xét nghiém thir 3 (T6), trung vi ndng do
clia tat ca cac khang thé trong nhom bénh nhan c6 SLEDAI > 10 déu
cao hon so vdi nhom bénh nhan c6 SLEDAI < 10, su khac biét co y
nghia thdng ké véi p<0,001 (Bang 3.8).
Twong quan giira ndng dd cic khang thé véi diém SLEDAI

Nong db tat ca cac khang thé ¢ cac lan xét nghiém déu tuong

quan vé6i diém SLEDAI & cac mirc d6 khac nhau. Mirc d6 tuong quan



¢6 ¥ nghia thong ké vi AnuAb & lan 2 (r=0,328, p<0,01) va lan 3
(r=0,372, p=0,001), AC1qAb & lan 1 (1=0,417, p<0,001) va lan 3
(r=0,429, p<0,001), Anti-dsDNA & lan 2 (r=0,31, p<0,01) va lan 3
(r=0,507, p<0,001) (Bang 3.9). Nhu vay, theo nghién ctru cua chiing
t6i, cac khang thé déu c6 lién quan véi MPHD ¢ cic muc do khac
nhau. AnuAb va AC1qAb déu c6 lién quan v6i MDHD ¢ ca ty 1€
duong tinh khang thé, khac biét nong d6 khang thé giira cac muc do
diém SLEDAI ciing nhu twong quan giita ndng do KT véi diém
SLEDAI. Anti-dsDNA lién quan véi MPHD ¢ nong d6 KT nay
cao hon trong nhém bénh nhan SLEDAI > 10 so v&i nhom
SLEDAI < 10 va nong do Anti-dsDNA c6 twong quan véi diém
SLEDAI, trong khi ty 1€ Anti-dsDNA duwong tinh khong lién
quan v&i mic do diém SLEDAIL Chung t6i chia 1am 2 nhém
bénh nhan theo diém SLEDAI > 10 va < 10 thé hién 2 nhém
bénh nhan c6 bénh hoat dong manh va b&nh hoat dong yéu hay
khong hoat dong. Cac d4u 4n mién dich thé hién bénh Lupus hoat
dong co lién quan véi diém SLEDAI & cac muc do khac nhau
trong tu cic nghién ciru trén thé gidi. Mirc d6 lién quan phu
thudc vao loai KT, thoi diém léy xét nghiém, dac diém dién bién
1am sang ciia nhom nghién ctu. Theo ddi cac dau 4n mién dich
nay cho phép danh gia MPHD va dap ng diéu tri bénh.
4.3. Lién quan giita khang thé véi ton thwong than

VTL 14 mét bién chimg nghiém trong ctia bénh LBDHT. Chan
doan VTL & tubi nho hon lién quan dén tién luong kém, anh hudng dén
tubi tho nhiéu hon bét ky sw tham gia ciia hé théng co quan nao khéc.
4.3.1. Lién quan giira cac ddu 4n mién dich véi viém thin

RAt it khang thé dugc chi ra trong sinh bénh hoc cia LBDHT
¢6 lién quan dong thoi dén MPHP ciing nhu phdi hop véi sy phat

trién VTL. Nghién ctru nay cho thiy ty 16 AC1qAb duong tinh va C3
giam ¢ nhom VTL cao hon nhéom khong VT véi p<0,001 (Bang
3.10). Trung vi ndng do ACIgAb ciia nhom VTL cao hon nhém
khong VT c6 ¥ nghia théng ké voi p<0,05. Trung vi ndng d6 cua C3,
C4 & nhém VTL thép hon nhom khong VT co ¥ nghia thong ké véi
p<0,001 va p<0,05 lan luot (Bang 3.11). Nhu vy, ty 1& duong tinh
cling nhu ndng do AC1qADb va bd thé giam déu co lién quan véi VT.
Két qua nay thong nhét voi cac nghién ctru khéc trén thé gidi.
Gia tri chian doan viém thin ciia cac khang thé

Chung t6i tim kha ning du doan VTL cua cac khang thé
AnuAb, AC1gAb va Anti-dsDNA bang phén tich duong cong ROC.
Phan tich ROC cho thay dién tich dudi dudng biéu dién ROC (AUC-
area under the curve) cho AC1gAb la 0,663 (Biéu dd 3.1). Chi c6
ACI1gAb c6 gia tri goi ¥ chdn doan VT trong LBPHT. Gia tri
ngudng t6i vu cho AC1gAb dé dy bao VTL 1a 21,1 U/ml vé6i d6 nhay
44.4% va do dic hiéu 84,6%. Pa s tac gia cho ring aClq l1a dau 4n
sinh hoc khong xam 14n hitu ich va nhay cam vai d§ dac hiéu cao, két
hop v6i Anti-dsDNA dé chan doan bénh than. Cac nghién ciru c6
céc gia tri chan doan khac nhau c6 thé do miu khac nhau, do xét
nghiém déu 4n mién dich trong huyét thanh cta cac hing san xuat
khac nhau. Gia tri chan doan VT ciia AC1gAb cua chung toi chua
cao ¢6 thé do miu nghién ctru con nho, can c6 mot thiét ké nghién
cuu phu hop hon véi muc ti€u nay.
4.3.2. Lién quan giira khang thé véi ton thuwong giai phau bénh than

Trong nghién ctru cua chung t6i, gitra ton thuong than
nhém I1I va nhém IV ¢ khéc biét vé triéu ching can l1am sang cua
ton thwong than. Cac nhom ton thwong than khac khéng c6 khac

biét ¢o thé do sb lugng bénh nhén con it. Ty 1€ tdng creatinin mau,



giam mirc loc cau than (GFR), protein niéu (PCU) ngudng than
hu, héng cau niéu, bach cau niéu & toén thuong than nhom IV cao
hon nhom 111, khic biét c6 ¥ nghia théng ké p<0,01, (rieng PCU
p<0,05) (Bang 3.12). Chiing toi thay cac biéu hién ton thwong than
duoc tim thiy lién quan v6i phan loai nhom ton thwong than, biéu
hién 1am sang ning va khac biét rd nhit & nhom IV. Ty 1& ting
creatinin mau, giam GFR, protein niéu ngudng than hu, héng cau
niéu, bach cau niéu ¢ tén thuong than nhom IV c6 gia tri cao nhit.
Hau hét tré em bi VT déu c6 chire nang thén binh thuong mac du
¢6 su hién dién ctia hoat dong VT, ngay ca khi co ton thuong than.
Sinh thiét than cung cp thong tin chinh xac vé mirc do viém va
ton thuwong tich litly voi VT. Cac tac gia khac ciing tim thay mbi
lién quan cia biéu hién ton thwong than véi tén thuong mo bénh
hoc hay gip nhat 1a nhom IV tuong tu két qua ciia chung t6i.
Lién quan khang thé véi ton thwong than

Chiing toi thiy nong d¢ cac khang thé gitra hai nhom ton
thuong giai phau bénh than nhém III va IV khong c6 khéc biét co ¥
nghia thong ké (Bang 3.13). Nong do cac khang thé ciing khong co
tuong quan véi s6 diém chi sé hoat dong (A) va chi sé man tinh (C)
cta tén thuong giai phdu bénh than (Bang 3.14). Nhugc diém cia
chung t6i 1a thoi diém xét nghiém cac khang thé khong cung thoi
diém sinh thiét than & tit ca bénh nhan. Day co thé 1a mot phan 1y do
chung t6i chwa thiy mdi lién quan giira khang thé v6i mé bénh hoc
than. Nhiéu tac gia ciing chua tim thdy mdi lién quan giita cac khang
thé véi ton thuwong mo bénh hoc than trong LBDHT.

AC1gAb c6 thé 1a mot dau 4n huyét thanh tot du bao su phat
trién viém than & bénh nhan LBPHT do d6 can theo ddi chat ché

biéu hién ton thuong than xudt hién trén nhitng bénh nhan c6

AC1gAb. Nong d6 cac khang thé 1a cac ddu 4n mién dich tiém ning
gitip danh gia hoat dong bénh va goi ¥ sém lién quan dén viém than.
Sinh thiét than van khong thé thiéu trong viéc quan Iy VTL dé dénh

gia cu thé, chinh x4c tinh trang ton thuong than.

KET LUAN

Qua nghién ctru 125 bénh nhi LBDHT tai Bénh vién Nhi Trung
wong tir thang 1/2015 dén thang 12/2017, ching toi rt ra mot s6 két
luan sau:

1. Mot ) dac diém 1am sang, xét nghiém ctia bénh Lupus

Bénh hay gip ¢ nit trén 10 tudi (63,2%). Cac triéu chimg 1am
sang chung thudng gip 14 ban canh buém, dau khép va sét. Trong viém
than Lupus (79,2%), triéu chimg hay gip nhat 1a pht 58,6%, cao huyét
ap 37,4%. Biéu hién can 1am sang hay gip ciia VTL 1a creatinin mau
tang 60,6%, Albumin mau giam 48,5%, hong ciu niéu duwong tinh
60,6%, bach cau niéu duong tinh 68,7%, PCU cao ngudng than hu
72,7%, hoi chitng than hu 44,4%.

2. Lién quan giira khang thé véi mirc d9 hoat dong bénh

Ty 1& duong tinh ciing nhu ndng d6 cic khang thé va diém
SLEDALI ¢6 xu hudng giam dan sau diéu tri. Nong d6 cac khang thé
AnuAb, AC1gADb va Anti-dsDNA lién quan co y nghia thong ké voi
mutc d6 diém SLEDAI va turong quan thuan vé6i diém SLEDAL
3. Lién quan giira khang thé véi ton thwong than

AC1gAb co gia tri goi ¥ chan doan VT trong LBDHT véi
AUC 1a 0,663 tai gia tri nguong ¢ 21,1 U/ml. Néng d6 AnuAb va
AC1gAb khong lién quan véi ton thuong mé bénh hoc than.



KIEN NGHI

Qua nghién ciru mdi lién quan giita AnuAb va AC1gAb véi
muc d§ hoat dong bénh va ton thuong than trong LBDHT tré em tai
Bénh vién Nhi Trung wong, ching t6i c6 mot s kién nghi sau:

AnuAb va AC1gAb lién quan dén MDHD, c6 thé sir dung dé
danh gia tinh trang bénh, theo doi hoat dong bénh, xem xét hiéu qua
diéu tri trong LBDHT tré em, giup nha 1am sang co quyét dinh sém
va thai d¢ diéu tri hop 1y cho timg bénh nhén.

AC1gAb c6 gia tri goi ¥ chin doan viém than, c6 thé sir dung
dé xac dinh som kha nang xudt hién viém than trén bénh nhi
LBPHT, tir d6 lwa chon phac d6 diéu tri phu hop.
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ABBREVIATIONS
AClgAb Anti-Clq antibody
Anti-dsDNA Anti-double stranded DNA antibody

AnuAb Anti-nucleosome antibodies

AUC Area under the ROC curve

GFR Glomerular filtration rate

LN Lupus nephritis

PCU Protein/creatinin urinary ratio

Pos Positive

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 a common systemic
autoimmune disease and more frequent in women. The appearance of
a series of pathological autoantibodies against the antigens that are
part of the body's tissues is a speciality of SLE. Some autoantibodies
have an important role in pathogenesis, diagnosis, assessment of
disease activity level, damage organs especially kidneys and
prognosis for SLE. Anti-double stranded DNA antibody (Anti-
dsDNA) has been a high worth in assessment of disease activity
level, renal damage but revealed limitations actually, so it is
necessary to seek alternative immunological markers. Assessing the
disease activity level by scales is also complicated, time consuming

and sometimes difficult especially in children. Renal biopsy is the

gold standard for accurately assessing renal histological lesions
however there are contraindications and limitations.

Finding an autoantibody that can show disease activity and
kidney damage is extremely significant by practical value,
convenience and safe. The anti-nucleosome antibody (AnuAb) and
anti-Clq antibody (AC1qAb) are currently focused on by researchers
about the value in assessing disease activity and renal damage, which
may be superior to anti-dsDNA. However, the values of these two
autoantibodies are not yet confirmed and need further study on
different subjects, different geographical regions. Research on the
SLE in children is limited, especially in Vietnam, so this issue needs
to be further explored to improve the assessment and monitoring of
SLE activity even so effectiveness of treatment.

To having a better understanding of the characteristics of
AnuAb and AC1gAb in assessing disease activity and kidney damage
in SLE, we decide to reseach the topic: “Study on the relationship
between antinucleosome and Clq antibodies with disease activity
and kidney damage in pediatric systemic lupus erythematosus” for
the following purposes:

1. Describe some clinical and laboratory characteristics of
systemic Lupus erythematosus in children.

2. Analysis the association between antinucleosome and anti-
Clq antibodies with disease activity of systemic lupus
erythematosus according to SLEDALI score.

3. Evaluate the association between antinucleosome and anti-
Clq antibodies with kidney damage in systemic lupus

erythematosus.



2. New contributions of the thesis

AnuAb and ACIlqAb concentrations were studied and
quantified at the first time in systemic Lupus erythematosus in
Vietnamese children. This study can be used to compare with
regional and world studies.

AnuAb and AC1gAD have been recorded having corrilation
with disease activity level so they can be used to monitor SLE in
children. AC1qAD suggests diagnosis of lupus nephritis in SLE. This
helps clinicians to early perform a kidney biopsy, choose appropriate
treatment regimens, improve treatment effectiveness and reduce the
risk of death.

3. Layout of the thesis

The thesis consists of 104 pages including: Introduction (2
pages), Chapter 1- Overview (35 pages), Chapter 2- Objects and
Methods (16 pages), Chapter 3- Results (20 pages), Chapter 4-
Discussion (28 pages), Conclusions (2 pages) and Recommendations
(1 page).

The thesis has 25 tables, 4 pictures, 10 charts and 165
references (including 13 Vietnamese documents, 152 English

documents).

Chapter 1. OVERVIEW

1.1. Pathogenesis mechanism

The cause of SLE is unclear but is complicated by genetic
factors, immune, sex hormones and environment, causing damage
immune system, thereby producing immune response to form

autoantibodies against endogenous antigens. There are three main

immune pathways in Lupus which are disorders of programmed cell
death, reducing ability to clean up dead cells and activated T and B
lymphocyte abnormalities, thereby producing autoantibodies. Lupus
pathogenesis is related to many cells and molecules as well as
congenital and acquired immune responses. Autoantibodies may
appear for many years before the onset of clinics. Recently, some
autoantibodies have found that play a major role in SLE
pathophysiology.

Nucleosomes are the basic units of chromosomes playing an
important role in SLE. Programmed cell death releases nuclear
fragments that increase circulating nucleosomes which are altered
and escaped from the normal cleaning process, so leading to increase
expression of nucleosomes to the immune system. Modified
nucleosomes activate nucleosome-specific self-reactive T cells then
stimulate B cells produce AnuAb. The immune complex
nucleosome-AnuAb attaches to molecules in the basal membrane of
the skin and kidneys such as heparin sulphate, lamin, collagen 4 or
AnuAb is carried directly to the cross-reactive molecule in the
basement membrane as the alkaline-actinin to organize pathological
injury.

Clq is the first component in the complementary activating
chain, stimulates phagocytosis cleaning dead cells, prevents T cell
proliferation, inhibits activation of plasmacytoid dendritic cells,
prevents the production of IFN and inflammatory cytokines. That
plays protecting and inhibiting the immune response against Lupus.
ACI1qADb can alter the physiological role of Clq by occupying

important positions associated with Clq receptors, prevent the



cleaning process of programmed cells and immun complex leading to
exis immun complex, fixe in the organization and cause organ
damage leading to extensive clinical manifestations of the disease.
SLE usually begins involving several organs and gradually affects
many organs, most commonly kidney damage.
1.2. Diagnostic criteria

We use the classification criteria of the International Clinical
Association Lupus-SLICC 2012 (The Systemic Lupus International
Collaborating Clinics) covering all areas of articulation, dermatology,
neurology, nephrology and immunology which is simple to assess
and easy to use. Patients who have 4 of 17 criterias are diagnosis of
SLE.

1.3. Assess the disease activity of SLE

We use the SLEDAI index of Bombardier, 1992. The
SLEDALI is an overall index of disease activity in the previous 10
days. It consists of 24 weighted clinical and laboratory variables of
nine organ systems. The scores of the descriptors range from 1 to 8§,
and the total possible score for all 24 descriptors is 105.

SLEDAI has disadvantage is that it does not catch the
progression, is less sensitive to change than other tools and does not
include the severity of an organ system. SLEDAI has advantage
which is an easy-to-use and validated for use in children. We use the
SLEDAI scale because its sensitivity to changes in assessment results
is estimated to be the smallest compared to other scales, less
fluctuating indicator among reviewers. Most studies on children use

SLEDALI to assess disease activity.

Evaluating disease activity by scales give us a specific
number, but sometimes is difficult and time-consuming. Therefore,
scientists still try to find new immunological markers related to the
disease activity to identify more accurately, more sensitive and
quickly.

1.4. Lupus nephritis

In SLE, kidneys are the most common, early and severe
organ, especially in children accounting for 37-82%. Lupus nephritis
(LN) may appear in the first year but usually occur in the first 5 years
after diagnosis of SLE. The gold standard is kidney biopsy that
indicates glomerulonephritis mediating by immune complex. Early
diagnosis and treatment of LN is very important to improve survival
in LN patients so it is necessary to identify biomarkers that can
predict the development of LN in SLE.

1.5. Role of anti-nucleosome and anti-C1q antibodies in Lupus

Many autoantibodies have been found in SLE patients but
only some of them have clinical significance. No biological marker
accurately measures the SLE disease activity. Anti-dsDNA has been
widely used in diagnosis, monitoring of disease activity and
assessment of kidney damage during the past time but also revealed
limitations.

Although there have been many reports of AnuAb and aCqA
over the past time, most studies in adults, moreover results are
conflict due to heterogeneous clinical characteristics of SLE. Many
studies have shown that AnuAb is valuable in SLE diagnosis and
related to disease activity level, even the author has suggested using
AnuA instead in case of negative Anti-dsDNA. To avoid repeated
kidney biopsies, biomarkers are used to assess kidney damages.



AClgAb has been shown to play an important role in LN

pathogenesis and is closely related to disease activity as well as
the appearance of nephritis. The final conclusion about the values of
AnuAb and AC1gAD in SLE still needs time to prove. So we perform
this research to evaluate the values of AnuAb and AC1qAb in disease
activity for pediatric SLE and particulaly in LN.

CHAPTER 2. SUBJECTS AND METHODS

2.1. Study subjects
Subjects of the study included 125 children who were
diagnosed with SLE were examined and treated at National
Children’s Hospital in Vietnam from January 2015 to December
2017.
Criteria to select patients:
- Patients are eligible for diagnosis of SLE according to SLICC
2012 classification standards.
- Children aged over 1 month and under 16 years old.
- Family of patients and children agree to participate in the study.
Exclusion criteria
SLE Patients coordinate with other autoimmune diseases
(such as rheumatoid arthritis, polyarthritis, Sharp Syndrome,
scleroderma, antiphospholipid syndrome) and drug-induce Lupus.
2.2. Research Methods
Case series descriptive study.
2.3. Research process
- Eligible patients are invited to participate in the study.

- The patient was evaluated for disease history, clinical

manifestations, assessment of disease activity on the SLEDAI scale
for the first time (TO) admission to hospital and was diagnosed SLE
and taken to study, the second time (T3) about 3 months and the third
time (T6) about 6 months after the first time.

- Laboratory was evaluated 3 times at TO, T3, T6 and at the same
time SLEDAI score for hematological tests (full blood count, urinary
sediment), biochemical tests (ure, creatinine, AST, ALT, protein,
albumin, C3, C4 serum concentrations, urine protein and creatinine
levels), quantification of antinuclear antibody, Anti-dsDNA, AnuAb,
AClqgAb.

- Collect data, assess and discuss symptoms with renal and
immuno experts.

2.4. Location and time of study

- SLE patients were examined and treated at the Kidney-Dialysis
Department and Immunology-Allergy-Arthritis Department, National
Children’s Hospital from January 2015 to December 2017.

- Research tests: blood formula tests, biochemical tests,
quantitative antibody tests (AnuAb and ACIqAb) are made in
Hematology and Biochemistry Department in Vietnam National
Children’s Hospital. These laboratories have been accredited with
ISO standards.

2.5. Data processing

The data were processed by STATA 14 software.
2.6. Ethics Research

This is a descriptive, non-intervention study. The research
subjects voluntarily participate. Collected data are only for research

and patient care, not for other purposes.



CHAPTER 3. RESULTS

During the period from January 2015 to December 2016, we

collected 125 SLE patients who met the research criterias.

3.1. Clinical and subclinical characteristics

Mean age of SLE onset is 10,52 £ 2,91 age (N=125).

Femal/male ratio=7,9/1.

Bdng 3.1. Distribution of patients according to age group
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Common clinical symptoms in both LN and non-LN groups
are butterfly rash, arthritis and fever. The rate of LN in SLE is
99/125, accounting for 79,2%. The non-LN group had a higher rate
of fever than LN group, the difference was statistically significant

Age group >10 | 5-10 <5 Total
(year)
n 79 41 5 125
% 63.2% 32.8% 4% 100%

The most common are children over 10 years old (63,2%),

children under 5 years of age are rare (4%).

Table 3.2: Clinical characteristics according to LN and non-LN groups

with p < 0,05.

Table 3.3: Clinical characteristics of Lupus nephritis group
Clinical characteristics N(m=99) % (100 %)
Edema 58 58,6
Hypertention 37 37,4
Oliguria 32 323
Macroscopic hematuria 18 18,2

Clinical characteristics _ LN _NOH_LN p
n =99 (100%) | n =26 (100%)

Butterfly rash ( 557?6) (;8) 0,49
Discoid é) a 13 3) 0,2
Photosensitivity (227?3) @ ?? 1) 0,67
Oral ulcer (2%)(’)2) @ 67,9) 0,46
Alopecia (11;’;2) (32’ 6) 0,07
Arthritis ( 4‘;?5) ( 416?2) 0,90
Fever ( 4‘(‘)(’) 4) ( 615? 4) 0,03
Serositis (22112) (7?7) 0,16
Neurologic disorder (;) (lg, 4) 0,24

In LN group, edema is the most common clinical symptom,

accounting for 58,6%, followed by hypertension 37,4% and oliguria

32,3%.

Table 3.4: Paraclinical characteristics of Lupus nephritis group

Characteristics N (n=99) % (100%)
Increased serum creatinine 60 60,6
Increased serum ure 34 343
Decreased serum protein 43 434
Decreased serum Albumin 48 485
Urinary red blood cells 60 60,6
Urinary white blood cells 68 68,7
Urinary casts 18 18,2
PCU> 200 mg/mmol 72 72,7
Nephrotic syndrom 44 444
GFR <90 40 40,4
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The common paraclinical disorders are increased serum
creatinine 60,6%, urinary red blood cell 60,6%, white blood cell
68,7%, PCU (protein/creatinine ratio) > 200 mg/mmol 72,7%,
nephrotic syndrome 44,4%, decreased GFR (glomerular filtration
rate)<90 ml/min/1,73m? 40,4%.

3.2. Relationship between antibodies and disease activity

Table 3.5: Relationship between the positive antibodies and
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Relation between antibody concentrations and SLEDALI level

Table 3.6: Relationship between antibody concentrations and
SLEDAI level at TO (n = 125)

SLEDAITO
Antibody TO p
SLEDAI<10 SLEDAI > 10
60,3 334,1
AnuAb 0,014
(7,5-6888,1) (5,7-8200)
53 16,6
ACl1qAb <0,01
(1,7-19) (0,2-992,2)
70,1 189,45
Anti-dsDNA 0,034
(5,3-1200) (0,1-9143.4)

SLEDAI level
SLEDAI
Antibody
TO T3 T6
T0, T3, T6
<10({>10 P1 <10(>10| P2 |<10|>10| P3
AnuAb
16 | 98 | 0,008 | 44 | 12 [0,032| 39 | 16 | 0,016
Pos
AClqA
6 78 10,0000 | 28 8 10,216 14 | 10 | 0,005
Pos
Anti-
dsDNA 15 | 88 | 0,148 | 40 | 10 |0,315| 39 | 15 | 0,056
Pos

The median concentration of all antibodies at the time of TO

in the group of patients with SLEDAI> 10 (strong and very strong
SLE) was higher than that of patients with SLEDAI < 10 (mild,

moderate or no activity SLE), p <0.05.

Table 3.7: Relationship between the antibody concentration and
SLEDAI level at T3 (n =75)

Positive AnuAb and ACI1gA rate are related significantly to
SLEDAI level. The positive anti-dsDNA rate was not associated with
SLEDAI level.

SLEDAI T3
Antibody T3 p
SLEDAI < 10 SLEDAI > 10
59 159.8
’ 0,023
AnuAb 0,6 - 4200 30,9 — 1689,2
8.4 1535
; ; 0,155
AClgAb 0.8 852 1.1-832
3325 113.55
. ; ; 0,053
Anti-dsDNA 0,1 —4200,2 12,5 —799.5

At the time of T3, only median concentrations of AnuAb in
patients with SLEDAI> 10 were higher than those with SLEDAI <

10, the difference was statistically significant with p<0,05. .
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Table 3.8: Relationship between the concentration of antibodies 3.3. Relationship between antibody and kidney damage
and SLEDAI level at T6 (n = 72) Table 3.10: Relationship between the changes antibodies rate and
. SLEDAI Té6 nephritis
Khang thé T6 p
SLEDAI <10 SLEDAI > 10 LN Non-LN
35,5 333,95 Immunology marker P
AnuAb 2,6 — 43914 32,4 — 54944 0,000 n=99 (%) | n=26(%)
AClgAb 56 25,25 0,000 AnuAb Pos 90 (90,91) 24 (92,31) 0,59
0,8 —233,7 3,6 -138,6
Anti-dsDNA 43,15 326,15 0,000 AC1gAb Pos 71 (71,72) 13 (50) 0,001
2,1-2012,4 21,1 -4762,2
Anti-dsDNA Pos 83(83,84) 20(76,92) 0,41
The median concentration of all autoantibodies at the time of
T6 in the group of patients with SLEDAI>10 was higher than the Dicreased C3 94 (94,95) 19 (73,08) 0,0008
group with SLEDAI<ZI10, p <0.001.
Correlation between antibody concentration and SLEDAI score Dicreased C4 92(92,93) | 21(80,77) 0,061
Table 3.9: Correlation between antibody concentration and The positive rate of AC1qAb and the dicreased rate of C3
SLEDAI score were associated with lupus nephritis, p = 0,001 and p <0,001,
Antibody SLEDAI respectively.
concentration TO T3 T6
TO, T3, T6 r p r p r p
AnuAb 0,281 | 0,002 | 0,328 | 0,004 | 0,372 | 0,001
AClqA 0,417 | 0,000 | 0,262 | 0,023 | 0,429 | 0,000
Anti-dsDNA 0,289 | 0,001 | 0,31 | 0,007 | 0,507 | 0,000

The concentration of all antibodies correlated positively with
SLEDAI score at different levels.
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Table 3.11: Relationship between antibody concentration and

nephritis
Immunology marker | LN (n=99) | Non-LN (n=26) P
75,3 52,9
AnuAb 0,652
(4-5494.,4) (2,6-4391,4)
7,4 5
AClqAb 0,011
(0,8-233,7) (1,9-12,4)
54,2 89,8
Anti-dsDNA 0,113
(2,1-4762,2) (3,8-422,3)
0,92 1
C3 0,000
(0,14-1,82) (0,563-1,66)
0,15 0,213
C4 0,014
(0,003-0,772) (0,03-0,57)

Median concentration of AC1qAb, C3 and C4 was associated
with nephritis with p <0,05; p <0,001 and 0,05 respectively.
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Figure 3.1: Area under the ROC curve of ACl1qAb
The area under the curve (AUC) of ACI1gADb is 0,663, so
there is a value to diagnosis of nephritis with the cut point =21,1
U/ml, sensitivity of 44,4% and a specificity of 84,6%.
Table 3.12: Subclinical manifestations of kidney damage

group Il and IV
Group III Group IV
Manifestation n=22 n=28 p
(100%) (100%)
Increased serum creatinine 5(22,7) 18(64,3) 0,003
GFR <90 6(27,3) 19(69,7) 0,004
PCU >200 mg/mmol 16(72,7) 27(96,4) 0,023
Urinary red blood cells 10(45,5) 25(89,3) 0,001
Urinary red blood cells 11(50) 24(85,7) 0,007

The rate of subclinical disorders of kidney damage in group
IV was higher than that of group III, p <0,01 (except PCU p <0,05).




Table 3.13: Relationship between antibody concentration and
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kidney damage Group III and IV

. Group IIT Group IV
Antibody P
(n=22) (n=28)
200 184
AnuAb 0,092
(19,3-8200) | (5,7-1200)
18,9 14
ACl1qAb 0,39
(2,4-992,2) (0,2-600)
157,35 150,5
Anti-dsDNA 0,784
(0,1-4200) | (0,4-5153,7)

Median concentrations of antibodies of LN group III and IV

do not different significantly.

Table 3.14: Correlation between antibody concentrations and

chronic and active points of kidney damage

A C
Antibody
r p r p
AnuAb -0,02 0,89 -0,11 0,46
AClqAb 0,07 0,63 -0,25 0,09
Anti-dsDNA 0,09 0,56 -0,01 0,94

Antibody concentrations are not correlated with the chronic

and active points of kidney damage.
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CHAPTER 4: DISCUSSION

4.1. Clinical and subclinical characteristics of children SLE

The mean age of disease onset is: 10,52 + 2,91 years, the
most common group is over 10 years old (63,2%) (Bang 3.1). The
disease is predominant in female accounting for 88,8% with female /
male ratio = 7,9/1. This result is appropriate with many domestic and
foreign researches. It shows common disease in puberty girls.

SLE is a chronic autoimmune disease with a diverse clinical
phenotype, varying among individuals, also stage of disease. The
common clinical symptoms of SLE in this study were butterfly rash,
arthritis and fever. Assessing general clinical difference between LN
and non-LN group shows a higher rate of fever in the non-LN group
than in LN group, the difference was statistically significant with
p <0,05 (Table 3.2). The non-LN group has higher rate of fever
which is also the reason for hospitalization of this group in our study,
so the rate seems to be higher. Non-LN patients have milder clinical
symptoms and often outpatient treatment. We encountered 99
patients (79,2%) of LN, in which edema accounted for 58,6%,
hypertension 37,4%, oliguria 32,3%, macroscopic hematuria 18,2%
(Table 3.3). The paraclinical characteristics of LN group are
increased serum creatinine 60,6%, decreased serum albumin at the
nephrotic syndrom threshold 48,5%, urinary red blood cells 60,6%,
urinary white blood cells without infection 68,7%, nephrotic
syndrome 44,4%, decreased GFR 40,4%, PCU of nephrotic
syndrome >200 mg/mmol 72,7% (Table 3.4).

Each author has different rates may be due to not only
different groups of patients, different disease stages when selecting

the study sample, but also the complex clinical properties of SLE.
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4.2. Relationship between antibody and disease activity

Lupus disease activity is expressed through clinical and
paraclinical symptoms that change clearly during the period of active
disease or flare.
Relation between positive antibody rate and SLEDAI level

Positive AnuAb rate is always related to the SLEDAI level
(£10 or > 10) in all 3 times with p <0.05. The positive AC1qAb rate
is associated with the SLEDALI level at the first and third time with p
<0.01 while the positive Anti-dsDNA ratio was not associated with
the SLEDALI level at all three times ( Table 3.5).
Relation between antibody concentration and SLEDALI level

At the first time (TO0), the median concentration of all
antibodies in the group of patients with strong and very strong
disease activity (SLEDAI> 10) was higher than the group of patients
with mild and moderate disease activity (SLEDAI < 10), the
difference was statistically significant with p <0.05
(Table 3.6). At the second time (T3), only median concentration of
AnuAb in patients with SLEDAI> 10 was higher than that of patients
with SLEDAI < 10, the difference was statistically significant with p
<0, 05. AC1qAb and Anti-dsDNA did not differ between these two
groups of patients (Table 3.7). At the third time (T6), the median
concentration of all antibodies in the group of patients with
SLEDAI> 10 was higher than that of patients with SLEDAI < 10, the
difference was statistically significant with p <0.001 (Table 3.8).
Correlation between antibody concentrations and SLEDAI score

The concentration of all antibodies at the test times correlated

with SLEDAI at different levels. The correlation level was
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statistically significant with AnuAb at the second time (r = 0.328, p
<0.01) and the third time (r = 0.372, p = 0.001), AC1qAbD at the first
time (r = 0.417, p <0.001 ) and the third time (r = 0.429, p <0.001),
Anti-dsDNA was the second time (r = 0.31, p <0.01) and the third
time (r = 0.507, p <0.001) (Table 3.9). Thus, according to our
research, antibodies are associated with different levels of disease
activity. AnuAb and ACIlqAb are both associated with disease
activity at both positive antibody rates and differences in antibody
concentrations between SLEDAI levels and correlations between
antibody concentrations and SLEDAI scores. We only found that
Anti-dsDNA median concentration was higher in group of patients
with SLEDAI>10 than groupe with SLEDAI<10 and the Anti-
dsDNA concentration correlated with SLEDAI score. Meanwhile, the
positive Anti-dsDNA rate is not related to the SLEDAI level.
Immunologic markers showing the activity of SLE are associated
with SLEDALI scores at different levels similar to researches in the
world. Monitoring of these immunologic markers allows assessment
of the SLE and response to treatment.
4.3. Relationship between antibody and kidney damage

LN is a serious complication of SLE. The SLE diagnosis at
younger ages is related to poor prognosis, affecting life more than
any other organ system involvement.
4.3.1. Relationship between immunology markers and nephritis

Very few antibodies shown in the pathogenesis of SLE have
been associated simultaneously with disease activity as well as with
nephritis development. This study showed that the positive rate of
ACl1gAb and C3 in the LN group was higher than the non-LN group
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with p<0,001 (Table 3.10). Median concentration of AC1gAb in LN
group was higher than non-LN group with p <0.05. The median
concentration of C3 and C4 in the LN group was lower than the non-
LN group with statistical significance with p <0.001 and p <0.05
respectively (Table 3.11). Thus, the positive rate as well as the
reduction of ACIqAb concen tration complementary levels are
related to LN. This result is similar to many studies in the world.
Nephritis diagnostic value of antibodies

We found the ability to predict LN of AnuAb, AC1gAb and
Anti-dsDNA antibodies by ROC curve analysis. The ROC analysis
showed that the area under the curve (AUC) for AnuAb was 0.471,
the AUC for Anti-dsDNA was 0.60, the AUC for AC1qAb was 0.663
(Figure 3.1). Thus, only AC1gAb has value to suggest diagnosis of
LN in SLE. The optimal threshold value for AC1qAD to predict LN
is 21.1 U / ml with 44.4% sensitivity and 84.6% specificity. The
majority of authors suggest that aClq is a useful marker, highly
specific, non-invasive biomarker to diagnose nephritis. Studies with
different results may be due to different samples, serum tests of
different manufacturers. Our diagnostic value of AC1qAD is not high
may be due to the research sample. It is necessary to have a research
design that is more suitable for this purpose.
4.3.2. Relationship between antibody and kidney lesion

In our study, group III and group IV of kidney lesions were
differed in subclinical symptoms of kidney damage. The rate of
increased serum creatinine, decreased GFR, PCU > 200 mg/mmol,
Urinary red blood cells, urinary white blood cells in group IV was

higher than that of group III, the difference was statistically
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significant p <0.01, (PCU p <0.05 except) (Table 3.12). We found
that kidney lesions associated with classification of renal lesions. The
rate of increased serum creatinine, decreased GFR, PCU > 200
mg/mmol, urinary red blood cells, urinary white blood cells in kidney
damage group IV was highest. Most children with LN have normal
renal function despite the presence of active LN, even if there is
kidney damage. Renal biopsy provides information about the level of
inflammation and injury accumulated in LN. Other studies also found
different associations of histopathology with the most common
manifestations of kidney damage in group 1V, similar to our results.
Relationship between antibodies and kidney damage

The concentration of antibodies (AnuAb, ACIqAb, Anti-
dsDNA) between the two groups of lesions of group III and IV
kidney disease surgery was not statistically significant (Table 3.13).
The concentration of antibodies was not correlated with the activity
and chronic index scores of lesions of kidney disease surgery (Table
3.14). Many authors also suggest that antibodies are not relevant or
predictive values of kidney damage in SLE. AC1qAb may be a good
serum marker predicting the development of nephritis in SLE
patients, thus closely monitoring kidney disease activity. Antibodies
levels are potential markers to assess disease activity and early
suggestions related to nephritis. Renal biopsy is indispensable in LN

management to specifically assess kidney damage.
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CONCLUSION

Through the study of 125 children SLE at the National
Children’s Hospital from January 2015 to December 2017, we have
some conclusions as follows:

1. Some clinical and para clinical characteristics of Lupus

The disease is common in femal over 10 years old (63,2%).
Common clinical symptoms are butterfly rash, arthritis and fever. In
lupus nephritis (79,2%), the most common clinical symptoms is
edema 58,6%, hypertension 37,4%. Paraclinical manifestations of LN
are increased serum creatinine 60,6%, decreased serum albumin
48,5%, urinary red blood cells 60,6%, urinary white lood cells
68,7%, PCU >200 mg/mmol 72,7%, nephrotic syndrome 44,4%.

2. Relationship between antibody and disease activity

Positive rate and concentration of AnuAb, AC1qAb, Anti-
dsDNA and SLEDAI score tend to reduce after treatment.
Concentrations of AnuAb and AClqAb and Anti-dsDNA are
associated significantly with SLEDAI level and correlated positively
with SLEDALI score.

3. Relationship between antibody and kidney damage
ACI1qAD had value to suggest LN diagnosis in SLE with AUC 0.663
at the threshold value at 21.1 U / ml. Concentrations of AnuAb and
ACI1qADb were not associated with renal histopathology.
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RECOMMENDATIONS

Through the study of the relationship between AnuAb and
ACl1qADb with the disease activity and kidney damage in SLE in
Vietnam National Children’s Hospital, we have the following
recommendations:

AnuAb and AC1qAb related to the level of activity of SLE,
so it should be periodically monitored, assessed disease status also
treatment effect to early detect and manage SLE flares that help
clinicians have early decisions and appropriate treatment attitudes.

AC1gAb is worth suggesting diagnosis of LN, so it should be
tested to determine early the possibility of nephritis in pediatric SLE.
This antibody should also be periodically monitored during lupus

nephritis treatment.



