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DAT VAN DE

Viém than Lupus (LN) 1a mot trong nhiing biéu hién 1am sang chinh dé xac dinh
mirc d6 tram trong va tién luong bénh lupus ban do hé théng (SLE) & tré em. Ton
thwong than xay ra khoang 50-75% bénh nhi bj SLE luc khéi phat bénh va co thé 1én
dén 90% sau 2 nam khoi phat bénh. Tré em bi SLE c6 ty 1€ ton thuong than va tu
vong cao hon so v&i nguoi 16n. Tuy nhién, v6i nhiing tién bd gan day trong chan
doéan va diéu tri LN, tién luong bénh cho ca tré em va nguoi 1on cai thién ro rét.

Nghién ciru trén thé gidi vé LN chu yéu & cac nudc phat trién, rat it thong bao day
da vé LN ¢ cac nude dang phat trién. O Viét Nam, cac cong trinh nghién ctru vé LN
& tré em tai Viét Nam con rat khiém ton, tac gia N.T.T. Hong (2000) nghién ctru vé
tudi, gidi, dac diém 1am sang cua bénh. Nghién ctru cua tac gia D.M. Dién (2005),
N.T.P.Dung (2014) tai H6 Chi Minh c6 thém diém méi 1 di sdu vao sinh thiét va
giai phau bénh nhung chwa dé cap dén méi lién quan, két qua diéu tri, theo ddi lau
dai tién trién ctia bénh.

Hién nay tai Viét Nam, chwa ap dung phac do diéu tri thong nhat vé LN & tré em,
chua c6 cac danh gia vé két qua diéu tri ngén han va dai han vé LN & tré em. Vi vay,
chung t6i tién hanh nghién ctru dé tai: “Nghién cieu ldm sang, mé bénh hoc va két
quda diéu tri viém thdn lupus ¢ tré em” v6i 3 muc tiéu:

1. M6 ta diic diém 1am sang, cin lAm sang lupus ban d6 hé thong & tré em
2. Déi chiéu giira ton thwong mé bénh hoc thin véi IAm sang va xét nghiém.
3. Panh gia két qua diéu tri viém than lupus & tré em.

TiINH CAP THIET CUA LUAN AN

Viém than Lupus (LN) 12 mot trong nhiing biéu hién 1dm sang chinh dé xac dinh
murc d6 tram trong va tién luong lupus ban do ¢ tré em. Nhiing tién bo gan day trong
chan doan va diéu tri, tién lugng LN cho ca tré em va nguoi 16n cai thién 1o rét. Tuy
nhién, con rat nhiéu tranh cai vé phac do hiéu qua, tac dung phu va bién chimg trong
diéu tri LN & tré em. O Viét Nam, LN con la bénh nang, ty 1€ tor vong, suy than man
cao. Céac nghién ciu vé LN & tré em con rat han ché, sd lugng bénh nhan it, chua di
sdu vao phan tich ton thuong MBH than; mdi lién quan gitta MBH thén va 1am sang,
hoéa sinh va chua c6 phac dd diéu tri théng nhat, chwa dénh gia két qua diéu tri ngan
han va dai han. Vi vay, nghién ctru tim hiéu dic diém 1am sang, m6 bénh hoc, danh
gia két qua diéu tri viém than lupus & tré em voi s6 lugng bénh nhan 16n 1a can thiét
va ¢ ¥ nghia thyuc tién. Giup tong két kinh nghiém tai Bénh vién Nhi trung wong,
xay dung phac d6 chan doan diéu tri LN & tré em, lam bai hoc tham khao cho cac
trung tdm Than Nhi khoa khac & Viét nam va so sanh véi cac nghién ctru vé viém
than lupus ¢ tré em cta cac nudce khac.
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NHUNG PONG GOP MOI CUA LUAN AN

- La cong trinh nghién ciru dau tién vé viém than lupus & tré em véi s6 lugng bénh
nhan 16n cho phép danh gia va dua ra mot buc tranh tong thé vé 1am sang, md bénh
hoc than va danh gia két qua diéu tri. Nghién ciru c6 thé st dung dé so sanh voi cac
nghién ctru trong khu vuc va thé gii.

- Thiét 1ap lién quan giita md bénh hoc than véi 1am sang va xét nghiém co thé
giap cac co so chua cé diéu kién sinh thiét than tién doan ton thuong moé bénh hoc,
tir 46 ap dung phéac dd diéu tri dung va du, tranh diéu tri qua mirc lam tang nguy co
tor vong, suy than man va tac dung phu.

- Luén an thu dugc két qua diéu tri viém than lupus dya vao ton thuong m6 bénh
hoc than kha tdt v6i ty 18 hdi phuc hoan toan cao, ty 1é tir vong rat thap. Két qua va
kinh nghiém khi 4p dung phac dd diéu tri viém than lupus ¢ nghién ctru nay s& giup
xay dung va ap dung phac db diéu tri viém than lupus tai bénh vién Nhi Trung wong
cling nhu cac co so diéu tri bénh nhan nhi khéc.

BO CUC CUA LUAN AN

Luan 4n c6 138 trang, bao gdm cac phan: dit van dé& (2 trang), tong quan (41
trang), di twong va phuong phap nghién ciru (23 trang), két qua (34 trang), ban luan
(35 trang), két luan (3 trang), kién nghi (1 trang). Luan an c6 45 bang, 13 biéu do, 1
hinh, 147 tai li¢u tham khao trong d6 co 6 tai liu trong nudc.

CHUONG 1. TONG QUAN

Viém than Lupus 1a mot trong nhirng biéu hién 1am sang chinh xac dinh mac do
tram trong va tién luong lupus ban do ¢ tré em. Ton thuong than xay ra khoang 50-
75% bénh nhan nhi bi SLE ltc khéi phéat bénh va ¢ thé 1én dén 90% sau 2 ndm khoi
phat bénh. Mirc 6 nghiém trong vé 1am sang c6 thé thay ddi tir biéu hién viém cau
than nhe dén nghiém trong dan dén bénh than giai doan cudi (ESRD), tham chi tu
vong.

Véi sy xuat hién nhiéu phuong phap diéu tri bang cac thudc e ché mién dich
trong nhimng thap ky gan day, ty 1& ctru séng bénh nhan LN tt hon tir 30% trong
nhimg nam 1950 ting 1én hon 90-95% vao cudi nim 1990. Phan tong quan trinh bay
cap nhat céac kién thurc, cac nghién clru gén day vé co ché bénh sinh, dich t& hoc, dic
diém 1am sang, can lam sang, ton thuong mé bénh hoc than, va cac lya chon c6 san
cling nhu cac phat hién moi trong diéu tri viém than lupus gitp dinh hudng, thiét ké
va thuc hién dé tai nghién ctru.

1.1 Dich té hoc

R4t nhiéu cong trinh nghién ctru vé dich t& hoc & cic nudc phat trién cb ging

ching minh ty 16 méi méc, hién méic & cac ching toc khac nhau, ty 18 Nit/Nam, tudi
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méc bénh. Ty 1& SLE khoi phat & tré em 0,36-2,5/100.000, ty 1& hién mic khoang
1,89-25,7/100.000. Trong do6 tré em chau A, chau Phi va chau dai duong c6 khuynh
huéng mac bénh cao hon so voéi tré da tring (chau Au). Ty 18 Nit/Nam thay doi tiy
nghién ctru nhung khoang 5-9/1, nghién ctru c6 tudi mic bénh cang thip ty 1é
nam/nir cang thap.

O Viét Nam, cac nghién cuu vé SLE tré em rat it, chi théng ké duoc tudi khai
phat bénh, ty 1€ Nit/Nam, trén s6 bénh nhan han ché va trong mot bénh vién. Can co
nghién ctru trén pham vi rong hon dé céng bd ty 1¢ hién mic bénh, méi méc cua
nudc ta, so sanh vdi cac nudc trong khu vuc va thé gioi.

1.2 Lam sang va xét nghiém

Céc biéu hién 1am sang, xét nghiém, chi s6 hoat dong duoc thé hién trong hau hét
cac nghién ctru trén thé gidi, ké ca cac nudc dang phat trién trong d6 co Viét Nam.
Céc bao cao nay cong bd ty 18 xut hién cac triéu ching 1am sang, xét nghiém vé
huyét hoc, sinh hoa va mién dich; cac chi sd hoat dong bénh SLEDALI, BILAG.

Vi tén thuong than c6 gia tri rat lon trong tién luong bénh SLE, nén hién nay cac
nghién ciru tap trung phat hién cac dau 4n sinh hoc gitup chan doan sém ton thuong
than, mitc d0 nang viém than va tién luong viém than lupus nhu Clq, BAFF,
APRIL, TWEAK, MCP-1, RANTES/CD4+ T cells, VCAM-1, NGAL, miRNAs.

1.3 Ton thwong MBH va li¢n quan

Céc nghién ciru vé MBH than cong bb phan bd vé cac 16p MBH than, lién quan
giita 1am sang va MBH than, viéc Gmg dung phan loai trong chan doan va diéu tri.
Céc nghién ctru déu théng nhat ty 18 ton thuong 16p IV cao nhat chiém tir 40-70%
tiy nghién ctru. Lién quan 14m sang va MBH con nhiéu tranh cii, tuy nhién céc tac
gia thdng nhét 16p ting sinh phdi hop voi biéu hién 1am sang ning: ting huyét ap,
HCTH, suy than, protein khoang than hu, giam C3, C4 ning va thudng cé liém té
bao. Céc nghién ctru ciing cho thay viéc ap dung phan loai MBH than véo chan doan
va diéu tri giap chan doan va diéu tri sém dé bao vé than cham tién trién dén ton
thwong man tinh. Pong thoi, tranh diéu tri qua mic va khong can thiét véi cac tac
nhan trc ché mién dich c6 thé gy tang tac dung phy, ting nguy co nhiém tring ning
va khéi u ac tinh vé sau.

1.4 Diéu tri

Trén thé gidi hién nay cé rat nhiéu nghién ctu vé cac khia canh trong diéu tri
viém théan lupus bao g@)m cac thude dang dugc st dung va cac thude sinh hoc, cac
khia canh trong nghién ctru diéu tri viém than lupus bao gom:

- Diéu trj dua vao két qua MBH than, biéu hién lam sang nang tai than (HCTH, suy
than, viém cau than tién trién nhanh) va ngoai than (biéu hién than kinh, huyét
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hoc), theo ching toc (da den thuong co nguy c6 ton thuong than ning va tién
luong x4u). ..

~ Phac d6 IVMP (liéu phap xung) cho bénh ning co tén thuong co quan chinh nhur
than, nhirng biéu hién tam than kinh hoac viém mach hé théng.

- So sanh cac phac dd diéu tri dan nhap viém than lupus tang sinh & tré em, dic biét
phac d6 IVCYC liéu thap (Euro-lupus)/liéu cao (NIH) véi phac d6 MMF

—~ Céc phéc d6 diéu tri trong viém than lupus khang tri: hién nay chwa c6 phac do,
huéng dan diéu tri cu thé vé lupus khang tri, da sb cac nghién ctru théng nhat
chuyén phac dd tr IVCYC sang MMF hoac nguoc lai hoac phéi hop véi cac tac
nhan:

~ Cic tic nhan wc ché calcineurin (CNI)(Cyclosporin A va tacrolimus).
Immunoglobulin tinh mach (IVIg), trao d6i huyét twong, Rituximab.

Mt s6 phic dé dwoe siv dung trong diéu tri viém thin lupus ting sinh
Trong nhiing nim gan ddy nhiéu nhém nghién ctru va hiép hoi cong bd cac hudng

dan 1am sang diéu tri viém than lupus nguoi 16n. O tré em, nghién ctru vé phac do

diéu tri va CTPs viém than lupus ting sinh chin doan mé&i cia CARRA va tac gia

Yap Hui Kim duoc danh gia rat tot trong thoi gian gan day.

Huéng dan diéu tri va ké hoach diéu tri dong thudn (CTPs)

CTPs tré em bao gdm nhiing khuyén cao manh mé vé diéu tri dya trén két qua
sinh thiét than theo phan loai ISN/RPS, st dung rong rdi hydroxychloroquine va lua
chon phic d6 hoic mycophenolate hodc 1a cyclophosphamide két hop véi
corticosteroid trong 6 thang diéu tri dan nhap, tiép theo diéu tri duy tri v&i mdt trong
hai thuéc MMF hoic azathioprine. Khuyén c4o ndy da chimg minh hiéu quéa, nhung
van con rat nhiéu tinh huéng kho khin trong diéu tri, rat it cic bang chimg hudng
dan diéu tri cac trudng hop bénh thuc su khang tri hodc diéu tri bénh nhan véi bicu
hién ddng thoi lupus ngoai than (lupus than kinh, huyét hoc...). CARRA hy vong
rang viéc sir dung rong rai CTPs ndy & cic nha than hoc va khdp hoc nhi trong thuc
hanh s& giam bién thién vé diéu tri, cho phép so sanh két qua va diéu tri chuan trong
tuong lai vé viém than lupus tré em.

Phéc do cia tic gid Yap Hui Kim.

* Lép I: Khong diéu tri dic hiéu, diéu trj cac triéu ching ngoai than (viém khop,
sot, triéu chiing da, niém mac). Thuong st dung phac d6 prednisolone don doc.
* Lop II:

- Protein niéu < 1g/ngdy diéu tri theo triéu ching ngoai than. Thuong sir dung
phac do6 prednisolone don doc.
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- Protein ni€u > 3g/ngay: corticosteroid va/hodac cyclosporine.

* Lép III/IV: Lua chon cic phac d6 diéu tri ddn nhép sau

- Phdc dé két hop Corticosteroid va Mycophenolate-Calcineurin inhibitors (CNI).

- Phdc do corticoid va cyclophosphamide tinh mach (IVCYC):

Sau d6 duy tri: hodc cyclophophamide tinh mach 3 thang/lan x 24 thang hoic
azathioprine hoac MPA.

*LopV

- Phéc do két hop Corticoid va MMF — CNI:

- Phéc do cyclophospamide liéu cao
* Lgp VI: Diéu tri triéu chimg ngoai than va diéu tri thay thé than

Tai Viét Nam, trude ndm 2006 phéc dd diéu trji viém than lupus tang sinh chu yéu
stt dung phac dd prednisolone phdi hop véi cyclophosphamide (Endoxan) tinh mach
hodc udng hodc azathioprine (Imurel), két qua diéu trj va theo ddi viém than lupus &
tré em con han ché va tién luong thuong xau va ti 18 tir vong rat cao (>80%).

Sau nam 2006, véi su c6 mit ciia cac phuong phap, thude diéu tri moi hon tai
Viét Nam, trong d6 dang ké 1a mycophenolate morfetil (Cellcept, Micoceft..), tién
luong viém than lupus cai thién dang ké. Tuy nhién cho dén nim 2012, chua c6 phac
dd théng nhat vé diéu tri viém than lupus & tré em. Phac dd cua tac gia Yap Hui Kim
kha twong ddng vi CTPs CARRA va cho két qua diéu tri ngan han va dai han tbt, it
tac dung phu pht hop vai chiing toc chau A, Pong Nam A va cac thude sin c6 trong
danh muc bao hiém Y té chi tra tai bénh vién Nhi Trung wong. Vi vay ching t61 da
st dung phéac dd cua tac gia nay, bién soan lai cho phu hop véi diéu kién Viét Nam
va ap dung vao nghién ciru danh gia két qua diéu tri viém than lupus ¢ tré em tai
bénh vién Nhi Trung uong va dé dang so sanh voi cac nghién ctru vé viém than
lupus ¢ cac nudc khac.

CHUONG 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1 Péi twgng nghién ciu:

126 bénh nhan (BN), tudi tir 4,2 — 15,6 tudi, dugc chan doan viém than lupus
nhdp vién tai khoa Than — Loc mdu va dugc theo ddi ngoai tra tai phong kham
Than-Loc mau, bénh vién Nhi Trung wong it nhat 6 thang ttr 03/2009 dén 02/2016,
trong do:
~ 94 bénh nhan (74,6%) duoc theo ddi dén thoi diém két thuc nghién ctu.
~ 26 bénh nhan (20,6%) dugc theo ddi dén tudi truong thanh nén chuyén sang theo

ddi, diéu tri tiép tai bénh vién Bach Mai.

- 6 bénh nhan (4,8%) duogc theo doi mot thoi gian sau d6 bo diéu tri ngoai tru.
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2.1.1 Tiéu chuin chon bénh nhéin vao nghién ctru:

1. Pugc chan doan SLE trudc sinh nhat 18 tudi

2. C6 du tir 4/11 tiéu chuan chan doan SLE tré 1én theo tiéu chuén ctia Hoi thép hoc
Hoa Ky ndm 1997 (bang 1.5), trong do6 c6 it nhat mot ti€éu chuin vé mién dich

3. Co viém than ¢ bt ky thoi diém nao trong qué trinh bi bénh gom:

~ Protein niéu ting c6 y nghia: chi sd Protein/creatinine nuéc tiéu (Up/c)>
0,02g/mmol hodc protein 24gid >5mg/kg/ngay, hodc c¢6 3 lan protein > 0,3g/1
trong 3 ngay lién tuc va/hodc

— Té bao cin nude tiéu hoat tinh: héng cau (HC) niéu >5 HC/vi truong cd dac hoac
> (+) trén tong phan tich nudc ti€u; hodc bach cau (BC) >5 HC/vi trudng cd dac
hodc > (+) trén tong phan tich nudc tiéu (khong cd nhiém khuan tiét niéu kem
theo) va/hodc tru héng cau, bach cau va/hoic

~ Tang huyét ap va/hodc

— Suy than cip (MLCT<90ml/phat/1,73m?DTCT).

4. P61 voi muc ti€u nghién ctiu thr 3, phai co6 it nhat 6 thang theo doi lién tuc tai
phong khdm Than — Loc mau, bénh vién Nhi Trung Uong.
2.1.2Tiéu chuin loai trir khéi nghién ctru

~ Nhitng bénh nhan khéng duoc sinh thiét than (khong tir vong hodc tir vong).

— Nhitng bénh nhén con sdng nhung c6 thoi gian theo ddi ngin hon 6 thang

— Khong c6 thong tin ban dau liic vao vién.

— Bénh nhan duogc chan doan cac rdi loan mé lién két hdn hop hodc bénh co quan
chinh c6 tir trudc nhu bénh tim bam sinh phtrc tap hodc bat thuong nhiém sac
thé.

2.2. Phwong phap nghién ctru

2.1.1 Thiét ké nghién ciru
— Nghién ctru tién ciru mo ta va phan tich cat ngang.
— Nghién ciru can thiép mot nhom bénh nhan khong ddi ching.
2.2.2 Phuong phap thu thap sé liéu

Tat ca cac thong tin vé bénh nhan dugc thu thap theo mau bénh an nghién clru
thong nhat gom: cac dic diém vé€ nhan khau hoc, tudi luc phat hién bénh, tudi chan
doan, tudi xuat hién ton thuong than; bi€u hién lam sang, va két qua can lam sang
trong vong 3 thang tir lac khoi phat bénh (phu luc 8); két qua sinh thiét than; diéu trj

tan cong, duy tri va dap ung di€u tri, tinh trang than va biéu hién 1am sang luc 6

thang, 12 thang va 3 nam sau viém than lupus, tién luong két qua dau ra, bién ching

va tac dung phu vao thoi diém két thac nghién ciu (phu luc 9).



Ldm sang va xét nghiém

Céac dic diém vé nhan khau hoc, tudi lac phat hién bénh, tudi chan doan, tudi xuét
hién ton thuong than; biéu hién 1am sang, va két qua can lam sang trong vong 3
thang tir luc khoi phat bénh (phu luc 8) bao gdm biéu hién 1am sang, huyét ap, ndng
dd creatinin mau, tinh trang than, té bao can nudc tiéu, protein nudc tiéu 24 gio
va/hodc chi sb protein/ creatinine nudc tiéu.

Sinh thiét thian va mé bénh hoc

Tat ca tré em bi viém than lupus duoc sinh thiét than dudi siéu am khi vao vién.
Céac mau duoc xtr 1y va doc dudi kinh hién vi quang hoc va kinh hién vi mién dich
huynh quang. Tén thuong mo bénh hoc than dugc phan loai theo ISN/RPS bao gém
6 LN 16p. Toén thuong hoat dong va man tinh dwgc danh gia bang cac thong sé cua
Vién strc khoe qudc gia Hoa ky (National Institutes of Health NIH) bao gdm chi sb
hoat dong (tir 1 dén 24) va chi s méan tinh (tir 0 dén 12).

Diéu tri

Diéu tri viém than lupus dwa vao hoat dong cia bénh va phan loai mé bénh hoc.
Bénh nhan 16p I, diéu tri chii yéu dua vao cac biéu hién ngoai than cua SLE (thuong sir
dung phac d6 prednisone don thuan (PP 1). Bénh nhan 16p II ¢6 protein niéu <lg/ngay
va chirc nang than binh thudong dugc diéu tri bang prednisone duong udng véi lidu ban
dau 1a Img/kg/ngay (t6i da 60mg / ngdy), giam lidu dan dan dén liéu thap (PP 1). O
nhitng bénh nhan c6 protein niéu > 1 g/ngay hodc véi creatinine> 1,2 mg/dl (106 mmol
/1), azathioprine liéu 2-3 mg / kg / ngay (PD2) hoic cyclosporine & liéu 3-5 mg/ngiy
(PD 5) da dugc thém vao cung voi prednisone. Bénh nhan 16p tang sinh (III/IV) thudng
duogc diéu tri bang methylprednisolone (MP) tiém tinh mach liéu cao (1000mg /1,73
m2 mdi ngay, tdi da 1 g X 3 lidu) theo sau prednisone duong uéng (1-2 mg/kg mdi
ngay, ti da 60 mg/ngdy) trong 1-2 thang, sau d6 dan dan giam dan trong 3-4 thang toi
v6i lidu duy tri 0,5-0,75 mg /kg/hang ngay. Sau khi hoan thanh 3 liéu MP, bénh nhan
16p ting sinh dugc didu tri bang phac do: hoic cyclophosphamide (CY), liéu 0,5-1
g/m2 (PP 3), hang thang trong 6 thang hodac Mycofenolate Morfetil (Cellcept) 1200g
/m2 chia 2 1an (PP 4). Néu bénh than c6 hoat tinh 1am sang hoic khang thudc sau liéu
phap diéu tri cam g, c6 thé thay d6i phac do diéu tri (vi du, CY sang MMF hoic
nguoc lai), hodc thém vao cyclosporine hodc thim tach huyét twong hodc IVIg néu
bénh nhan khong bi bénh thin giai doan cudi trudc d6. Piéu tri duy ti s dung
prednisone duong ubng liéu 0,5-0,75 mg/kg/ngay két hop voi CY hoic MMF hoic
azathioprine (1-2 mg/kg/ngay) sau khi hoan thanh 6 thang dau diéu tri cam Gmg. Bénh
nhan 16p V duoc chi dinh prednisone don thuan hodc PP 3 hodc PD 4 néu bénh nhan
c6 biéu hién nang vé lam sang nhu protein ni¢u nhiéu, suy than. Chién luoc diéu tri cho
timg bénh nhan khac nhau trong qua trinh diéu tri. Liéu thuc duoc diéu chinh theo dép
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{mg 1am sang hodc dé duy tri ndng d6 bd thé C3 va khang thé khang DNA gan nhu
binh thuong nhit co thé.

Két qua

Tat ca bénh nhan déu duoc kham va theo ddi diéu tri hang thang hodc 3 thang mot
lan, va sau d6 khoang 3 - 6 thang/lan va dugc danh gia két qua diéu tri theo cac bién
nhu sau: két qua diéu tri (hdi phuc, tai phat, suy than man, tir vong); bién ching; tac
dung phu thudc. Thoi gian theo ddi duge tinh tir ngay bénh nhan dwgce chan doan
xac dinh LN va duge sinh thiét than dén 1an kham cubi cung khi bénh nhan dugc
kham hodc d3 chuyén sang trung tim ngudi 16n (bénh vién Bach Mai) hodc bo diéu
tri nhung thoi gian kham trén 6 thang. Két qua diéu tri 1am sang duogc phan loai va
xéac dinh nhu sau: (1) Hoi phuc, (2) bénh than hoat dong 1am sang, hoic (3) két cuc
xau. Hoi phuc viém than lupus dugc dinh nghia: (a) Hoi phuc hoan toan khi
SLEDAL < 2; C3, C4 binh thudong; Chirc ning than binh thuong (loc ciu than>
90ml / phat / 1,73m2); khong c6 té bao hong ciu; Protein niéu < 0.3g / ngay /
1.73m2 hoic (b) Hoi phuc mdt phan, C3, C4 binh thudng, giam 50% luong creatinin
mau va/hodc chi sé Up/ ¢, <10 RBC/vi truong lam gidu trong nudc tiéu. Bénh than
hoat dong hay khong dap tmg véi diéu tri duge dinh nghia 1a: (a) protein niéu>
1g/ngay nhung khong c6 suy thian hodc khong cé tiéu mau, (b) hoi ching than hu
nhung creatinin huyét thanh <1,2 mg/dl (106 mmol /1). Két cuc xau duoc dinh nghia
la: (a) suy than man tinh, hodc tién bénh than giai doan cudi (GFR 30-89 ml/phat/
1,73 m2) hoic bénh than giai doan cudi (GFR <30 ml/ phit / 1,73 m2); (b) tir vong,
hodc do than hodc khong phai do than.

Qui trinh nghién ctru dugc tom tat hinh 2.1 va phan phy luc 6.

2.3 Xir Iy s6 liéu

St dung phan mém EPIDATA 3.0 dé nhap sb liéu thu thap dugc. Sau d6 xuét
sang file .dat.

Xt 1y s6 liéu thu thap duge theo phuong phap thong ké y hoc bang phin mém
STATA 11.2.

CHUONG 3. KET QUA NGHIEN CUU

Tu thang 03/2009 dén 02/2016, ching t61 da thu thap dugc 126 bénh nhan viém
than do SLE (LN) ¢6 du tiéu chuan nghién ctru va két qua nhu sau:
3.1 PAC PIEM LAM SANG VA CAN LAM SANG CUA BENH NHAN
Nghién ctru ¢6 110 tré gai va 16 tré trai, ty 18 nir: nam =7:1. Tudi chan doan bénh tir
4 tudi 2 thang dén 15 tudi 7 thang (tudi trung binh chan doan bénh 11,5 £ 2,64 tudi)
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Biéu hién lam saing | S6 BN T 18 % Biéu hién lam saing | S6 BN | Ty lé
Iic chan doan (n=126) yle e Itic chan doan (n=126) %
Biéu hi¢n 1dm sang Ton thuwong tim ) L6
ngoai thin khac ’
Giam can, gﬁy sut 53 42,1 Co giat 12 9,5
Chan an 65 51,6 | Rdiloan tim than 14 11,1
. Tén thuong than
Sét kéo dai 73 57,9 4 32
ot keo dat " | kinh khac ’
Hién t
Ban canh buém 102 81 1en tong 5 4
Raynaud
7 Vié h m4
Ban dang d4t sin 26 20,6 | o machmat 14 11,1
ngoat vi
‘ Biéu hién 1am s3
Hong ban dang dia 9 7,1 1.eu A“‘m A sang
tai than
Ban khac 1 0,8 | Phu 108 85,7
Loét miéng, loi 60 47,6 | Tang huyét ap 63 50
Loét da 4 32 | Nhe 43 34,1
Nhay cam anh sang 89 70,6 Trung binh 18 14,3
Not thap 1 0,8 | Nang 2 1,6
Viém co/Pau co 37/29 29.4/23 | Tru Hong cau 5,7
Viém khop/D q
fem Roprad 94/93 | 74,6/73,8 | Dai mau dai thé 33 26,2
khop
Ton thuong vong ndi
md (gan, lach hach 15 11,9 DPai mau vi thé 119 94,4
to)
Bat thue .
Rung toc 2 17,5 | orravongnvoe 17 13,5
ticu
Tran dich mang phoi 18 14,3 Viém than 65 51,6
Céc ton th hoi .
ac ton thuong phot 2 1,6 | HCTH két hop 34 27
khac
Viém mang tim/Tra
et mang Hintran 11 87 |HCTH 10 7,9

dich mang tim

Nhdn xét: Triéu ching 1am sang ngoai than thudng gip nhat 1a ban canh budém
(81%), nhay cam 4nh sang (70%), viém khdp, dau khép (74%), s6t kéo dai (56%),

loét miéng 1¢i (48%).
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Tén thuong thin trén 14m sang thudng gip nhit 13 viém than chiém 65%, tiép dén 1a

HCTH két hop chiém 27%.

Bing 3.7: Cdc bién doi mién dich trong bénh SLE vao thoi diém chin dodn
Xét nghiém mién dich Iic chian doan | S6 BN /s6 XN duwoc lam Ty 18 %
KTKN (+) (n=126) 104 82,54
Anti-Ds DNA (UI/ml) 320 [108-625] 12,8-3900
Anti-Ds DNA (+) (n=125) 104 83,20
KT khang lupus (n=18) 2 11,11
Antiphospholipide IgM (n=35) 5 14,29
Antiphospholipide IgG (n=35) 5 14,29
Nong dé bé thé C3 (g/1) (n=126) 0,31 [0,19-0,5]" 0,02-1,69
C3 giam < 0,75 g/l 116 92,06%
Nong do bé thé C4 (g/1) (n=126) 0,02 [0,01-0,07]" 0,01-0,6
C4 giam <0,149 g/l (n=126) 111 88,10%
Test Coombs TT (+) (n=99) 38 38,38
Chi s6 hoat tinh bénh SLEDAI 22,949 6-64

Nhan xeét:

Ghi chii: “Trung vi; “"Trung binh

Trong cac bién d6i mién dich, ty 1€ duong tinh cao v&i KTKN, anti-DsDNA, C3, C4
v6i ty 18 twong tng 82,5%, 83,2%, 92% va 88,1%.
3.2 MO BENH HQC THAN VA LIEN QUAN GIUA MO BENH HOQC VOI
BIEU HIEN LAM SANG VA SINH HQC

3.2.1 Tén thwong mé bénh hoc thin theo phin loai ISN/RPS
Bing 3.9: Phén bé ton thwong mé bénh hoc thin theo phén loai ISN/RPS (n-126)

Lép . Ty 16 Hoi chung than viém
mBu | S0BN (%) | BTINT | Viémthan | HCTH HCTH
két hop
I 3 2,38 3 0 0 0
100 0,00 0,00 0,00
11 19 15,08 3 13 2 1
15,79 69,42 10,53 5,26
111 39 30,95 3 31 0 5
7,69 79,49 0,00 12,82
VI 56 44,44 5 18 8 25
8,93 32,14 14,29 44.64
% 9 7,14 3 3 0 3
33,33 33,33 0,00 33,33
Téng 126 100 17 65 10 34
13,49 51,59 7,94 26,98
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Nhdn xét: Ton thuong 16p IV chiém ty 18 cao 44,4%, tiép @6 1a 16p 111 (31%), 16p 11
14 15,1%. Lép I va 16p V hiém gip hon (2,4% va 7,1%).
Lép IV ¢o biéu hién 1am sang t6n thuong than ning HCTH két hop (25/35) hoic
HCTH (8/10). Lop 111, V khé phan dinh kiéu hinh, c6 thé gip tat ca cc hinh théi ton

thuong than.

3.2.2 Moi lién quan giita mé bénh hoc than véi biéu hién 1am sang va bién doi

sinh hoc.

*Lién quan giita ton thwong mé bénh hoc thén va bién doi sinh hoc:

Bing 3.12: Lién quan giita xét nghiém va ton thwong mé bénh hoc thin

Xét nghiém | n M6 bénh hoc than Gié tri p
: I I 11 v v .
Protein ni¢u 24 |126
gio
TB+PLC 17,146,5 |66,9£20,7/49,2+7,1/111,5+11|119,5+40,1|0,00017"2,
Ns*zb’
0,03%3,
0,0000%°
<50 61 |3 14 27 14 3 0,000,
>50 65 |0 5 12 42 6 0,042,
0,01,
0,0000™
MLCT 126
(ml/min/1,73m2)
TB+PLC 125,6+16(113,5+7,5/10245,8 |83,343,8 [119,3£10,6/0,00017'¢
0,0003"24,
0,0012"3,
0,0000"¢
>90 77 13 16 26 25 7 0,084"!
60-89 33 |0 2 9 20 2 0,011
<60 16 |0 1 4 11 0 0,047,
0,003"
Albumin (g/L) [126
TB+PLC 36,4+1 [29,1+1,6 [30,3+1 [24,3+0,7 [22,6+2,2 [0,00007'°,
NS*Zd,
0,015,
0,0000"4

Ghi chii: "'Tdt ca cac 16p; ZLép tang sinh (Il va IV) so véi 16p khdc (I+II+5);
SLép tang sinh so voi I6p I+11 va I6p V; “Lép 1V so véi I6p khdc; NS: khéng cé ¥

nghia z‘ho”hg ké: ‘Kuskal Wallis test; ®Wincoxon test; ‘Anova test; ‘T-Test
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Nhdn xét: Protein ni¢u 24 gi¢ trung binh 16p IV va V > 50 mg/kg/24 gid cao hon cac
16p khac. Protein niéu khoang than hu 16p IV cao hon so vai 16p khac (p<0,000).

MLCT trung binh 16p IV thap hon 90 ml/phiit/1,73m2 va thap hon so védi cac 16p
khac (ttest, p<0,0000).

Albumin mau trung binh 16p IV, V gidm so véi 16p 1+ va 111, khong c6 sy khac biét
gitra 16p IV va V (p=1,000).

* Lién quan giita mé bénh hoc thin véi cdc xét nghiém mién dich trong lupus

Bing 3.13: Lién quan giiva MBH thin véi cdc xét nghi¢m mién dich trong lupus

Cac xét M6 bénh hoc than (ISN/RPS)
nghiém mién| n Gia tri P
dich I II 1 v A"
B6 thé C3
v 0,5 | 04 0,27 0,29 0,51 |NS*a™b
0,0035%, 0,012

B6 thé C4

v 0,01 | 0,02 | 0,02 0,02 0,16 10,0172

0,003572°, N'S™3a "b
Anti-DsDNA | 125 | 396 | 221 332 364 30 0,037 0,014™%,

(UI/L) 0,0173*NS™®,
0,017

<50 21 1 3 4 8 5 10,026

=50 104 2 16 34 48 4 INS™™ 0,008
0,008™

Ghi chi: *'Tat ca cdc 16p; “Lop ting sinh (Il va IV) so véi 16p khdc (I+11+5);
SLép tang sinh so voi I6p I+11 va I6p V; ™Lép 1V so véi I6p khdc; NS: khéng cd ¥
nghia théng ké: ‘Kuskal Wallis test; ®Wincoxon test; ‘Anova test; “T-Test

Nhdén xét: Nong do bd thé C3, C4 giam nhiéu 16p ting sinh so véi khong ting sinh
(Wincoxon, p=0,012 va p=0,002)). Lép V ndng d6 bd thé C4 binh thudng va cao
hon so vai1 16p khac (p<0,001)

Nong d6 anti-Ds DNA trung binh 16p V khong ting (30UI/L), thap hon khi so sanh
v6i 16p khac (Wincoxon, p=0,009).
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3.3 KET QUA PIEU TRI VA CAC YEU TO TIEN LUQNG

3.3.1 Két qua diéu tri

Bing 3.17: Két qua ddp veng lim sang qua cdc ky ddnh gid

Chi s6 dap tng 1am sang Ky danh gia
TO | TI T2 | 13 | T4 | T5 P
Mirc d6 hoi phuc than
HPHT 67 94 92 | 55 45 Fisher,
(56,6) | (77) |(87,6)|(88,7)| (83,3) | p=0,000
HPMP 47 23 10 6 6
(38,5) | (18,9) | (9,5 | 9,7) | (11,1)
KoHP 6 5 3 1 3
49) | &1 | (29 | (1,6) | (5.6)
Tinh trang tai phat
Co 1 7 7 12 5 Chi2,
0,8) | 5,7 | (6,7 |(19,4)| (9,3) | p=0,000
Khong 121 115 98 | 50 49
(99,2) | 94.3) [(93,3)](80,6) | (90,7)

Ghi chii : TO : thoi diém vao vién ; T1: sau 6 thang ; T2 : sau 12 thdng ; T3 : sau 2 nam ;
T4 : sau 3 nam ; TS5 : sau 5 nam

Nhdn xét: Hoi phuc sau 6 thang, 12 thang va 2 nam dat ty 18 cao (95%, 96% va
97%), hdi phuc c6 thé mot phan hay hoan toan, trong d6 hdi phuc hoan toan ty 1é
cao hon & thoi diém 12 thang va 2 nim (77% va 87%). Hoi phuc hoan toan ting
theo thoi gian, tuy nhién tai thoi diém 5 nam, ty 1& hdi phuc hoan toan dat 83%
(Pearson chi2, P=0,000).

Ty I¢ tai phat sau 1 nam va 2 nam 1a 5,7% va 6,7%, thoi diém 3 nam chiém ty 1€ cao
nhat 19,3%, sau 4 nam 9,3%. Tan suat tai phat 13 0,32 dot/bénh nhan/nam.

* Ugc tinh khd nang hoi phuc hoan toin

Z

N66mg cong Kaplan Meier hoaiphuit hoaa toaa theo thégian fiadh giad 60g cong Kaplan Meier khalnaéig HPHT theo 160 MBH theo thoigian

75
I

25
L

000 025 050 075 1.00

, ! ! ! ! !

0 12 24 36 48 60

o Théigian theo dob(thatig)
!

T T T
24 36 48 60
Thoigian theo doi (thaag) A
Number at risk LepV.
126 24 4 1 ‘

‘ cl

T T
0 12

© 88N

— LoplHI

Lop il
LepV

Hoaphuis hoaa toas ‘

— LoV

Biéu d6 3.3: Liy tich khd ning HPHT theo lop MBH theo thoi gian
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Nhdn xét: lity tich kha nang hdi phuc hoan toan theo thoi gian danh gia dat 75% sau
24 thang va 1én dén >95% sau 36 thang.
Lép tang sinh, dac biét 16p IV ¢o thoi gian hdi phuc hoan toan cham hon so véi cac
16p khac, thoi diem 24 va 36 thang dat 80% va 95% (sts test, p=0,022; 16p IV so voi
16p khac, p=0,0024).
* Nguy co két cuc xiu (suy thgn man+ tir vong) theo thoi gian

Kaplan Meier ketiquakaé theo thdzgian Kaplan Meier ketiqualkaa 16p 1V so volldp khaa

0.00 0.25 0.50 0.75 1.00
I | | |

|

o~ M T T T T T
T 7 ; y ; y T y 0 12 24 36 48 60 72 84
0 12 24 36 48 60 72 84 Thébgian theo dob(thatig)
Théiagian fiath gial(thaig) Sodnguy &

Soanguy 06 Lok 70 ® s ©
126 17 el 49 25 " 5 Leplv 56 19 31

‘ 95% CI

19 3
Lop khaa Lop IV ‘

Ke#quaikaa ‘ ‘

Biéu dé 3.6 va 3.7: Luy tich nguy co két cuc xéu theo thoi gian
Nhdén xét: Lity tich nguy co két cuc x4u ting dan theo thoi gian nhung chiém ty 1
thap 5,6% thoi diém 36 thang. Lép IV iy tich nguy co dén két cuc xau IV cao hon
16p khac (0,0036 so voi 0,0004) (log rank, p=0,016).
3.3.2 Bién chirng trong cac dot diéu tri qua cac ky danh gia
Bing 3.23: Bién chirng nhiém tring qua cdc ky ddnh gid

Loai nhiém trung T1 T Ky dan¥3g1a T4 Ts
Herpes Zoster 27/122 7/122 4/105 1/62 0
(22,1) (5,7) (3.8) (1,6)
Herpes Simplex 13/122 2/122 7/105 1/62 0
(10,7) (1,6) (6.,8) (1,6)
Viém mé té bao 8/122 2/122 0 0 0
(6.6) (1,6)
Nhiém khuan huyét 3/122 2/122 0 0 1/54
(2,5) (1,6) (1,8)
Shock nhiém khuan 1/122 1/122 0 0 0
(0,8) (0,8)
Viém phoi 11/122 4/122 0 2/62 1/54
7 9) (3,3) (3.2)
Viém phoi do 1/122 0 0 0 1/54
Pneumocystic Carinii (0,8) (1,8)
Nhiém khuan tiét niéu 20/122 14/122 | 14/105 6/62 3/54
(16,4) (11.5) (13,3) (8,4) (5,5)
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Loai nhiém trung T1 T Ky dan¥3g1a T4 Ts
Viém tai gitta 0 0 0 0 0
Viém mang ndo 0 1/122 0 0 0

(0.8)
Viém gan 0 0 0 0 0
Thuy dau 9/122 3/122 2/105 2/62 0
(7,4) (2.5) (1,9) (3,2)
Quai bi 2/122 7/122 4/105 1/62 0
(1,6) (5.7) (3.8) (1,6)
Nhiém trung khac 1/122 1/105
(0.8) (0.9)
Tong céc dot nhiém khuan 95 44 32 13 5
(100)

Nhdén xét: tong s6 dot nhiém khuan/BN/nim giam dan theo thoi gian theo ddi, cao
nhat 1a thoi diém 6 thang (1,6 dot/bénh nhan/ndm). Nhiém khuan thuong gap nhat 1a
nhiém Herpes, nhiém khuan tiét niéu, viém phoi va viém mo té bao.
3.3.3 Tac dung phu ciia cac thudc diéu tri UCMD

Bing 3.24: Tdc dung phu ciia thuéc PNL va thuéc UCMD khdc

Ky danh gia
Loai thudc gay| T1 T2 T3 T4 T5 |Téngcong| p
tac dung phu| (n=122) | (n=122) | (1=105) | (0=62) | (n=54) | (n=465)
PNL| 54 37 18 13 12 134 [0,0001
(%) (44,3) | (30,3) | (17.1) | @1 | (22,2) (28,8)
CYCTM| 28 5 1 1 1 36 [0,0001
(%) (23) (4.1) (1) (1,6) (1,9) (1,7)
MMF| 7 0 3 0 1 11 [<0.05
(%) (5,7) (0) (2,9) (0) (1,9) (2,4)
AZA| 1 2 2 1 0 6 >0,05
(%) (0,8) (1,6) (1,9 (1,6) (0) (1,3)
Tong cong tac| 70 39 23 14 12 158 0,000
dung phu (%)| (57,4) (32) (21,9) | (22,6) | (22,2) (34)

Ty 16=S6 BN ¢ tdc dung phu/Sé BN sur dung thuéc dé
UCMD: Uc ché mién dich; PNL:Prednisolone; CYCTM:cyclophosphamide tinh mach;
MMF: Micophenolate Morfetil; AZA: Azithioprine.

Nhdn xét: Tac dung phu ciia PNL, IVCYC rat pho bién trong 6 thang dau. Tac dung
phu MMEF it gip hon, chiém khoang 5,7 % trong 6 thang dau
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3.3.4 Méi lién quan biéu hién 1am sang va MBH véi két qua diéu tri x4u (suy
than man, tir vong)

Bing 3.25: Hoi qui don bién cdc yéu t6 lién quan véi két cuc xiu

Yéu t6 lién quan Haza.rd Klioﬁng tin P Ghi chua
Ratio cau 95%
Tudi bat dau bi bénh| 1,2 0,8-1,6 0,25 |NS
Hoi chirng than viem| 24,9 5-124 0,0007 |HCTH vs khong HCTH
Ting huyét ap| 1,2 0,6-2,8 0,68 NS
SLEDAI| 5,17 1-1,1 0,4 NS
SLICC/ACR| 45,6 5,1-483,2 0,0004
Tai phat, 2,5 1,3-2,9 0,02
Suy thin dau vao| 1,8 0,37-9,1 0,48 |NS
Mikc loc cAu than| 1,69 0,7-4,0 0,25 |NS
Protein khoang than hu| 6,3 0,78-51,6 0,03
Anti-DsDNA| 0,7 0,08-5,67 0,73 NS
KTKN| 3,7 0,08 |NS
Giam C3| 1,8 0,24 NS
Giam C4| 7,1 0,16 |NS
LopIV, 99 1,2-80,9 0,0065

Nhan xét: Yéu t6 tién luong x4u trong hdi qui don bién 1a hoi chung than hu (HR
24.,9; 95%CI: 5-124; p=0,0007); protein ngudng than hu (HR6,3, 95%CI: 0,78-68,8,
p=0,03); tai phat (HR2,5, CI 1,3-2,9, p=0,02); suy than dau (HR1,8, CI0,37-9,1,
p=0,48); Chi s6 man tinh SLICC/ACR >0,1 (HR 45,6, 95%CI 5,1-483, p=0.0004) va
LN lop IV (HR45,6, CI1,2-81, p=0,0065).

CHUONG 4. BAN LUAN
4.1 Pic diém dich té hoc IAm sang va xét nghiém
4.1.1 Pic diém lam sang va cin lam sang

* Triéu chung lam sang ngoai thdn tai thoi diém _chdn dodn

To6n thuong da, niém mac rat da dang va chiém ty 1é cao, trong d6 thuong gip la
ban canh budém (81%), nhay cam anh sang (70%), loét miéng lgi (48%), ban dang
dat san. Két qua nay tuong tu tac gia D.M Dién, Abdwani, Vachvanichsanong. Ban
canh buém va nhay cam 4nh sang trong nghién ctru ciia chiing toi cao hon hau hét
cac tac gia Srivastava, Lee PY, Hari, Wong, Ruggiero, Cabral, Ramirez va tac gia
Afraj & nguoi 16m [24]. C6 1& do nudc ta trong ving nhiét ddi, tiép xic dnh sang mat
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troi nhiéu hon nén triéu ching ban canh budm va nhay cam anh sang thuong gap
hon.

Tuong tu két qua Dung, Nam TT, Srivastave, va Arfaj & nguoi 16n, viém khop
cling 1a triéu chimg thuong gip chiém 74,6%, thip hon so véi Ataei (81%), Ramirez
(83%), Cabral (87%), va cao hon so vdi Lee PY (37%), Hari (42,6%), Wong
(44,5%), Ruggerio.

Tén thuong than kinh trong nghién ciru cua ching toi chiém 26%, trong d6 chu
yéu 1a co giét (9,5%), rdi loan tam than (11,1%). Két qua chiing t6i twong tur tac gia
Lee PY (27,8%), Wu (27,9%), Afraj (27,6%). Thap hon so v6i Srivastava (43,3%),
Vachvanichsanong (37%), Tavangar-Rad (39%), cac tac gia ndy danh gid va xép
tiéu chuan dau dau vao ton thuong than kinh vi vay 1am cho tan suét ton thuong than
kinh cao hon so v&i cac nghién ctru khac. Tuy nhién két qua ching t6i cao hon nhiéu
tdc gia khac nhu Dung (17%), Lee BS (15,6%), Ataei (22,4%), Hiraki (16%),
Ramirez (10%), Amaral (22%), Cabral (29%). Pac biét cao hon c6 y nghia so vdi
cac tac gia ngudi 16n Moroni (6,4%), Ramirez (11,4%), két qua nay twong ty nhu
nhan xét cua nhidu tac gia, ton thuong than kinh thuong gip & tré em hon so véi
nguot lon.

* Tridu chitng lim sang tai than tai thoi diém chin dodn

Triéu chimg tai than trong nghién ciru cua chiing t6i cao hon so v&i hau hét cac
tac gia khac Srivastara, Hari, Singh, Ashraf, Bogdanovic, Ruggerio... C6 1& d6i
tuong nghién ctru cua chung t6i nam tai chuyén khoa than, cac ddu hiéu phu, ting
huyét 4p, dai mau dinh huéng cac bac si tai phong kham chuyén vao chuyén khoa
chung t6i nhiéu hon. Tac gia Keith va Wong chon tit ca bénh nhan c6 ton thuong
than dau vao, ty 1€ cac tri€u chiing tai than cling tuong tu nghién ctru ctia chiing toi.

* Pdc diém cdn lim sang nhom nghién ctu tai thoi diém chan dodn bénh 1an dau:

Vé cac bién do6i mién dich lic chan doan, ty 1& dwong tinh voi KTKN trong
nghién ctru cta chung t6i 1a 82,5%, thap hon hau hét cac tac gia Srivastava, Lee BY,
Wu, Hiraki, Ramirez, Ruggerio, Meunier, ... cac tac gia ndy déu co ty 16 KTKN (+)
gan nhu tuyét di (>95%). Tuy nhién cac két qua tai Viét Nam nhu nghién ctru cua
chung t6i hodc nghién ctru D.M.Dién, N.T.P.Dung tai bénh vién Nhi dong I, HO Chi
Minh déu cho két qua khong cao (70-85%). Ty 1& Anti-DsDNA duong tinh trong
nghién ciru ctia ching t6i kha cao 83,2%, twong tu voi két qua cua nhidu tac gia
Srivastave (83,7%), Singh (87%), Ruggerio, Arfaj (ngudi 16n). Ty 1& nay thap hon
mdt s tac gia Lee BY, Wu, Bader-Meunier, va Moroni (ngudi 16n), cao hon so véi
mot s6 tac gia Hari, Ramirez, Hiraki. Viéc x4c dinh ngudng dwong tinh va k¥ thuat
xét nghiém KTKN hodc Anti-DsDNA timg trung tim xét nghiém anh hudng dén két
qua duong tinh. Cac tac gia xét nghiém anti-DsDNA va KTKN bang ky thuat
ELISA va xac dinh ngudng duong tinh trong tuy chung ti c6 ty 1& két qua duong
tinh giébng nghién ctru cua chung toi.

C3 va C4 duong tinh véi ty 1& cao 92% va 88,1%, két qua ciia chung t6i twong tur
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tac gia T.T.Nam (2010), Wu, Moroni, cac tac gia nay déu c6 100% bénh nhan lupus
c6 viém than.

4.2 MBH than theo phén loai ISN/RPS va moi lién quan giita MBH théan va 1am
sang, xét nghiém

4.2.1 Ton thwong MBH than

Trong 126 mau sinh thiét than va phan loai theo ISN/RPS, ton thuong 16p IV
chiém ty 1& cao nhét 44,4%, két qua nghién ciru cua ching t6i trong tu voi hau hét
cac tac gia Srivastava, Hari, Hiraki, Hobbs, Rugierro, Amaral (bang 4.4).
Vachvanichsanong, Batinic, c6 ty 1& bénh nhan 16p IV thip hon 35-37% do céc tac
gia ndy sinh thiét tit ca cac bénh nhan gdm ca bénh nhan ton thuong than rat nhe.
Dac biét tac gid Arfaj, Mak, Sato, nghién ctru LN nguodi 16n cé cung nhan xét ty 1€
16p IV thidp hon & tré em (30-38%), nhan xét ndy phu hop véi mot sé nghién ciru
gop két luan ngudi 16m bi SLE c6 tén thuong than it hon va nhe hon so véi tré em.
Mot sb tac gia Lee BY, Wu, Wong ¢6 ty 18 16p IV cao hon 54-70%, c6 1& do nhom
bénh nhén sinh thiét cta cac tic gia nay rat niang trén 1am sang.

Ty 1& 16p 1II trong nghién ciru ciia chung toi kha cao 31%, két qua ching toi
twong ty nhu tac gia Hiraki, Amaral (25-27%) va cao hon hau hét céc tac gia khac &
tré em cling nhu nguoi 16n.

4.2.2 Lién quan giita mé bénh hoc than véi biéu hién 1am sang va xét nghiém

* Lien quan gitra mo bénh hoc than voi biéu hién lam sang

HCTH thuong gip ¢ 16p IV chiém ty 18 75%, cao hon cac 16p khac co ¥ nghia
thdng ké (p=0,000). Pa sb cac tac gia déu c6 cung nhan xét, 16p IV thuong phdi hop
v6i HCTH trén 1am sang (chiém ty 1& 43%-76%).

* [ ién quan gitka ton thuong mé bénh hoc than va xét nghiém

Protein niéu 24 gio trung binh 16p IV va V > 50 mg/kg/24 gid, cao hon cac 16p
khac, dac biét khi so sanh 16p IV va 16p khac. Nhan xét cua chung t6i tuong tu cac
tac gia Marks, Singh, Bogdanovic, 16p IV va 16p V ¢6 protein niéu 24 gior va chi sb
Up/c trung binh cao khoang than hu.

Mirc loc cau than trung binh 16p IV thap hon 90 ml/phit/1,73m2 va thip hon so
vol cac 16p khac. Trong d6 16p IV c6 suy than va suy than mac d0 nang
(<60ml/phit/1,73m2) cao nhat chiém 11/16 (68,7%). Céac tac gia Marks,
Bogdanovic, Wong cung nhan xét vdi nghién ctru cua ching t61, 16p IV ¢c6 MLCT
trung binh thdp hon cac 16p khac (82-89ml/ph/1,73m2) va c6 suy than ning nhiéu
hon chiém >90% so v&i 16p khac.

Albumin mau trung binh 16p IV va V giam so véi 16p khac. Gidm albumin trung
binh 16p IV nhiéu hon so véi cac 16p khac va phan nhom albumin thap ngudng than
hu 16p IV chiém ty 18 cao 34/51 (66,7%). Tac gia Marks va Wong ciing nhan xét 16p
IV ¢6 albumin mau trung binh thap (<25g/L) va c6 ty 1¢ bénh nhan HCTH cao hon
cac 16p khac.
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Lién quan gitta mo bénh hoc than voi xet nghiem mién dich

L6p V ndng do bd thé C4 binh thuong va cao hon so véi 16p khac. Thuyét phan
g chéo khang nguyén mang day cau than v6i khang thé lam phang bong tréc chan
té bao c6 chan, giy ra protein niéu nhung khong co hién tuong lang dong PHMD va
bd thé tai cau than, gii thich cho hién tuong bd thé binh thudng trong 16p V.

Trong nghién ctru cia ching t6i ndng do anti-DsDNA cac 16p khac nhau khong
¢ y nghia théng ké, tuy nhién néng do6 trung binh anti-Ds DNA 16p V khong ting
(30UI/L), thap hon khi so sanh véi 16p khac (Wincoxon, p=0,009). Két qua nghién
clru cua ching toi twong tu tic gia Marks, Hobbs cing nhan xét nong do anti-ds
DNA thap & 16p V. C6 18 co ché tén thuong cau than trong 16p V do mot loai khang
thé tu mién khac khong phai do anti-ds DNA.

4.3 KET QUA PIEU TRI
4.3.1 Két qua diéu tri
* Két qua dap ing véi diéu tri theo thoi gian

Nghién ctru cta ching t6i hdi phuc sau 6 thang, 12 thang va 2 nam dat ty 1é cao
(95%, 96% va 97%), trong d6 hdi phuc hoan toan ty 18 cao hon & thoi diém 12 théng
va 2 naim (77% va 87%). Hoi phuc hoan toan tiép tuc tiang theo thoi gian, tuy nhién
tai thoi diém két thuc nghién ciru, ty 1& hoi phuc hoan toan chi dat 83%. Viéc ap
dung chuén céc khuyén cdo va hoi nghi déng thuan vé diéu tri viém than lupus, két
hop véi su xuét hién cac thudc diéu tri viém than lupus va dugc bao hiém y té chi
tra, két qua diéu tri chung toi rat tot trong 5 nam dau, twong duong véi cac tac gia &
cac nudc trong khu vic va cdc nudc phét trién nhu Srivastava, Hari, Hagelberg,
Marks, Ruggerio va Vachvanichsanong (>90%).

Tai thoi diém 6 thang, ty 1¢ HPHT, HPMP, bénh hoat dong (khong dap Ung), tai
phat, tir vong trong nghién clru ctia chung t61 twong g la: 56,6%, 38,5%, 4,9% va
0,8% va 0,8%. Két qua ciia chiing toi t6t hon so vdi tac gia trong nudc (Dung tai
bénh vién Nhi dong I), Hari (An do) vé két qua diéu tri ciing nhu tir vong. So véi két
qua nghién ctru cla cac tac gia & cac nudc phat trién Srivastava, Ruggerio, két qua
nghién ctru ctia ching t6i ciing c¢6 ty 18 hdi phuc cao tuwong tu, chiém >70% (bang
4.5).

Thoi diém 12 thang ty 18 hdi phuc cia ching t6i ting 1én 96%, trong d6 HPHT rat
cao chiém 77%. Két qua cta chung ti twong tu cac tac gia Srivastava, Hari, Wong
va Ruggerio nhung ty 16 HPHT cao hon Wong va Ruggerio. Theo mdt sb tac gia
Mak, Feng, Haussieu... phac do diéu tri duy tri bang PNL + AZA c6 ty 1¢ tai phat
cao hon so vé6i PNL+MMF hodc IVCYC. C6 18 tac gia Wong st dung phac do
PNL+AZA nén ty 1€ tai phat cao hon chung t61. Ty I¢ tir vong sau 1 nam cua ching
t61 twong tu nghién ctru cua Srivastava, thdp hon so véi Wong va cac tac gia sir dung
phac db cii trudc nam 2010 trong diéu tri viém than lupus tang sinh.

Thoi diém 3 nam, ty 18 hoi phuc cua chung toi tiép tuc cao 96%, trong d6 HPHT
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dat 88%, khong dap ung 2,9%. Két qua cia chung toi twong ty tac gia Ruggerio
(90% hoi phuc, 80% HPHT), cao hon so voi tac gia Hari (80% hdi phuc, 64%
HPHT).

* Lity tich kha ning hoi phuc hoan toan

Trong sb 126 bénh nhan bj LN tai bénh vién Nhi Trung wong, ty 1& sdng sot
khong ESRD tai thoi diém 6 thang, mot nam, 3 nam, 5 ndm va két thuc nghién ctu
1a 96,7%, 98,3%, 95, 94,4% va 93,6%. Ty 1& séng sot chung (ca ESRD) tuong tng
12 99,2%, 99,2%, 98,4%, 98,1 va 99,2%.

Mic du sd liéu vé tién luong ngén han, 1au dai ctia bénh nhan viém than lupus &
tré em tai Viét Nam con rat han ché. Ty 1¢ song con trong nghién ctru cua ching toi
t6t hon dang ké so vdi cac nghién ciru Dung tai mién nam Viét Nam véi ty 18 séng
con luc 6 thang 91%. Ly do c6 thé 1a: T4t ca bénh nhan LN déu dugc sinh thiét than
va ap dung phac do diéu tri cap nhat dua trén két qua MBH; cham soc va theo ddi
lién tuc trong cung mdt don vi, quan 1y bdi cac bac si chuyén khoa Than Nhi co
nhiéu kinh nghiém vé LN; thudc ¢c ché mién dich (PNL, IVCYC, MMF, CSA va
IVIg) duoc bao hiém y té chi tra tir ndm 2010; va to chiic cac cau lac bo Lupus hang
nim nham ning cao hiéu biét cua bénh nhdn, gia dinh bénh nhin vé bénh lupus,
tranh bo thude, tranh ding cac thubc khong hiéu qua (thudc nam, bic khong rd
ngudn goc), va tuan thi diéu tri, theo ddi tot hon.

Ty 18 song sét trong nghién ctru ctia chung t6i twong dwong va cao hon véi cac
nghién cru thuan tap khac gan day tai chau A. Mot nghién ctru nim 2016 véi 134
bénh nhan tir Bic An D0, ty 1é song sot khong ESRD tai thoi diém 1, 5, 10 va 15
nam 1a 98,4%, 91,1%, 79% va 76,2% . Ty 1& sdng st chung (ca ESRD) 1a 98,3%,
93,8%, 87,1% va 84%. Mot nghién ciru khac cia Singh ciing tai Bac An Do cho biét
ty 1¢ séng sot khong ESRD 1a 81%, 67% va 59% va ty 1é séng sot chung 1a 96%,
89% va 78% tuwong ung v6i 1, 5 va 10 nam, thap hon so v&i nghién ctru cta ching
toi.

Mot nghién ctru tir Hong Kong (Wong) bao céo ty 1& séng sét 5, 10 va 15 nam
khong c6 ESRD 1a 91,5, 82,3 va 76%. Mot nhom khac tor Pong Nam A (Lee BY)
ciing cho két qua tét tuong duong v6i nghién ctru cia ching toi, véi ty 16 sdng sot
chung 1, 5, 10 va 15 ndm la 98,5%, 95,4%, 94,0% va 89,9%. Ty I¢ séng sot cua
chung t6i c¢6 vé tot hon so voi bao cdo cua cac nhém ngudi Iran va ngudi My goc
phi (Ataei va Bakr). Piéu nay c6 thé 1a do lupus thudng niang hon & ngudi A rap va
nguoi da den. Ty 1é sdng sot clia nghién ciru ciia chiing t6i twong dwong véi nhing
nghién ctru LN tré em khong phai 13 da tring (ngudi My gbc Phi va gbc Tay Ban
Nha) tir Hoa Ky véi ty 1 séng sot 5 ndm 1a >91% (Bang 5).

Khi so sanh v&i nghién ctiru LN ngudi 16n, Mok va cs nam 1999 cong b ty 1¢ ciru
séng chung 5, 10 va 15 nam 1a 98,8%, 94% va 94,4%, ty I¢ ctru séng than 1a 92,1%,
81,2% va 75,2%. Lép IV ¢6 ty 1é ciru sdng than thip hon twong ung 13 89,1%,
71,1% va 61,4%
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Trong vai thap ky qua, tién luong xa ciia LN & tré em di duoc cai thién dang ké
trén toan cau. TUr nhitng nghién ciru dau tién Meislin va Rothfield nim 1968, ty 1¢
ctru séng chung va ty 1& ctru sdng than (khéng ESRD) cong don 5, 10 nam chi 43%,
20%. Nam 1990, ty 1& ctru sdng chung va than 5 nam ting 1én 78% va 56% theo
MCCurdy va cs (trich din tir wong). Trong thap ky gan day, ty 1é ctru sdng 5 nim
tiép tuc ting lén khoang 78- 95% (Bogdanovic, Srivastava...) v61 khoang 7-50% suy
than man. Sy cai thién két cuc xdu va suy than co thé 1a do ap dung MBH trong diéu
tri LN v6i nhiéu thubc UCMD manh, nhu sir dung liéu phap IVCYP vao nhirg nam
1980 va MMF vao cudi nhimg nim 1990 (Srivastava,...). Nghién ctru cua ching toi
bude dau cho két qua tbt, sau thoi gian theo doi trung binh 3,5 ndm, 99,2% bénh
nhan trong nghién ctru ctia chung t61 séng sot v 6,4% suy than man. Co 1€ do dugc
ap dung phac dd6 IVCYP va MMF trong diéu trj lupus ting sinh va mang, ngoai ra
chung t6i ciing st dung két hop CSA hoidc IVIg trong truong hop lupus khang tri
hoic nhiém khuén nang,

Lily tich kha nang hdi phuc hoan toan theo thoi gian danh gia chi dat 55% sau 12
thang, ting dan va 1én dén 90% sau 36 thang va >95% sau 5 nam. Két qua cia chung
t6i twong tu tac gia Ruggerio, thip hon cac tac gia Srivastava, Wong, Lee BS vé kha
nang HPHT Iuc 12 thang nhung tai thoi diém 3 va 5 nam khong co su khac biét. Tuy
nhién bénh nhan ching t6i rat hiém khi ngung thudc mac du dat duge sy HPHT sau
vai nam. S¢ di ching t6i khong ngimg thude vi mot sd trudng hop sinh thiét than sau
1, 2 ndm & bénh nhan dat dugc HPHT vé 1dm sang va xét nghiém nhung két qua sinh
thiét than c6 rat it thay d6i 16p, hau hét bénh nhan khong chuyén 16p, chi giam chi sb
hoat dong. Cac tac gia ciing tan dong st dung steroid liéu thap kéo dai phdi hop thude
UCMD khéc nham duy tri sy hdi phuc, giam tai phat va tién trién xau cta bénh.

4.3.2 Bién chimng trong cac dot diéu tri

* Tén sudt tai phat SLE va viém than lupus

Tan suét tai phat 1a 0,32 dot/bénh nhan/nim. Chung toi thong ké ty 18 tai phat
chung cho cé than va bénh SLE, ty I¢ tai phat trung binh cua chung t61 cao hon so
voi tac gid Srivastava (0,15dot/bénh nhan/nam) va tac gia Wong 0,08 dot/bénh
nhan/nam. So di ty 1¢ tai phat cao hon céc tac gia khac 1a do da sd bénh nhan nong
thon, trinh do dan tri thép, khi bénh dat dugc su thuyén giam lap tirc bénh nhan bd
diéu trj, udng thudc nam mot vai thang dén hang niam, khi bénh tai phat méi dén
kham lai.

* Tong sé dot nhiém khudn/BN/ndm giam dan qua cac ky danh gia, cao nhat 1a
thoi diém 6 thang (1,6 dot/bénh nhan/nam), sau d6 giam dan theo cac ky danh gia 2
dén 5 (1,2; 0,3; 0,2 va 0,1). Viéc st dung thudc e ché mién dich lidu cao va giai
doan tién trién lupus trong 6 thang dau 1am cho bénh nhan dé bj nhiém khuan. Thoi
diém sau mot nam ty 1& bénh dap tmg diéu trj cao, lidu thubc UCMD giam dan, tin
suat nhiém trung giam dan. Cac tac gia Srivastava, Wong, Cobral, Opastirakul va
Hari c6 tan suit nhiém trung thap hon chung (0,65-1,5 dot/10 bénh nhan-nim). Co
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1& do nuéc ta nam & ving nhiét déi, ddng dan va tan suat nhiém khuan cong dong
cao hon cac nudc clia cac tac gia trén nén ty 1é nhiém khuan trong nghién ctru cta
chung t6i cao hon.

* Tac dung phu cua cac thuée dieu tri UCMD

- Tac dung phu cua steroids rat phd bién chiém 44% trong ky danh gia 6 thang.
Viéc str dung steroids lidu cao trong diéu tri dan nhap lam ting tac dung phu
steroids, két qua nghién ciru ctia chiing t6i phit hop véi y vin va cac nghién ciru gan
day cua Srivastava, Singh va Hari.

- Tac dung phu ciia IVCYC trong 6 thang dau ciing thuong gip (28%). Trong do
thuong gap nhat 1a gidm bach cau, rung toc, nhiém khuan. Pic biét c6 mot truong
hop nhiém khuan ning, shock nhiém khuan va tr vong. Nghién ciru cua ching toi
tuong tu nghién ctru ctia mot sd tac gia sir dung phac d6 IVCYC liéu cao trong diéu
tri dan nhdp viém than lupus tang sinh, tac dung phu thuong gip trong 6 thang dau
va nhiém tring 13 bién chimg ning nhat.

- Tac dung phu MMF hiém gdp hon, chiém khoang 5,7 % trong 6 thang dau, sau
d6 giam dan chi khoang 2-3% trong cac ky danh gia sau. Pa s6 cac tac gia sir dung
phac dd MMF trong diéu tri ddn nhp c6 cing nhdn xét, hiéu qua diéu tri tuong tu
phac @6 IVCYC nhung ty 18 tic dung phu thap, dic biét sau 6 thang diéu tri.

4.3.3 Yéu to tién hrong két qua diéu tri

Cho dén nay nhiéu yéu t6 tién luong két cuc xau dugc cong bd trong viém than
lupus & tré em va ngudi 16n. nhu: tudi bat dau bi bénh, gidi tinh nam, huyét ap cao,
bénh nhan ¢6 HCTH hodc suy than dau vao, protein ngudng than hu, giam bo thé
ning, tai phat, chi s6 man tinh SLICC/ACR cao, hoic ton thuong MBH 16p IV, chi
s6 ton thuong man tinh hodc hoat tinh trén MBH cao, dap tng diéu tri sau diéu tri
dan nhap, tinh trang nhidm khuan.... Mtc do lién quan giita cac yéu td tién luong
v6i két cuc xau khac nhau tiy theo céc tac gia. Ching t6i sir dung phwong trinh hoi
qui Cox don bién dé xac dinh cic yéu td lién quan dén két cudc tién luong xau
(bang 3.25)

* Hoi chieng than hue:

Ho1 chung than hu 1a mot biéu hién kiéu hinh 1am sang nang trong viém than
lupus, chi sau viém cau than tién trién nhanh, thuong kém theo suy than va protein
niéu khoang than hu. Tén thwong MBH trong nhom bénh nhan nay chu yéu 1a 16p
IV va c6 chi s6 hoat dong cao, liém té bao. Vi vay day la yéu td tién luong xdu va
can diéu tri UCMD liéu cao, két hop va kéo dai.

Trong nghién ctru cua chung t6i, HCTH lam ting 25 1an nguy co két qua x4u so
v6i nhom khong ¢6 HCTH lac vao vién. Két qua nghién ciru cia chung toi twong tu
v6i tac gia Bogdanovic va Yang, HCTH 1a yéu t tién luong kho ludng va x4u trong
viém than lupus. Cac tac gia khac Ataei, Hari, Srivastava, Batinic ciing cong bd
HCTH 1a biéu hién ning trong viém than lupus nhung khéng lién quan dén két cuc
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xau cua viém than lupus. Sy khac nhau gitta cac nghién ctru ¢ 1& do chung toc, gidi
cling nhu cac dinh nghia vé két cuc xau va thoi gian theo doi khac nhau giita cac
nghién cuu.

*Protein niéu khoang than hu:

Trudce day mot s tac gia Bogdanovic, Yang cong bd protein niéu khoang than hu
1a yéu t6 tién luong x4u trong LN nhung hién nay véi viée didu tri UCMD manh,
som ngay tir dau, phdi hop véi phac do diéu tri moi, protein niéu khoang than hu
khong con 1a yéu to tién lugng xa xau. Trong nghién ciru ctia chiing toi, protein niéu
khoang than hu 13 yéu t6 1am tang tién lugng két qua x4u 6,3 1an so voi nhom khong
co protein ni¢u khoang than hu. Sy khac nhau cé 1€ do nghién ctru cua ching t6i co
thoi gian theo ddi ngin <5 nam so v&i cac nghién ciru trén.

*Ton thwong MBH 16p IV:

Tén thwong MBH 16p IV 13 biéu hién tén thwong ning trong LN, thuong ton
thwong ting sinh lan toa ndi va ngoai mach kém liém té bao va chi s6 hoat tinh cao.
Biéu hién lam sang thuong la HCTH, suy than va c6 thé 1a viém cau than tién trién
nhanh. Piéu tri thuong st dung phac d6 UCMD liéu cao, sém va kéo dai, c6 thé két
hop nhiéu phac do diéu tri néu khang tri. Vi vay day 1a yéu td tién luong xau vé
ngén han va dai han.

Nghién ctru ctia ching t6i ching minh 16p IV 1am ting nguy co két cuc xau 9,9
lan so v6i nhém khong 16p IV. Mic du cac bénh nhan 16p IV cia ching toi duoc sir
dung céc phac d6 diéu tri LN tét nhat (MP+IVCYC/MMEF), tich cuc, nhiéu diéu tri
hd tro (ha huyét ap, giam protein niéu, giam m& mau...) va theo ddi tét nhung tién
luong LN 16p IV cho dén nay van x4u, 6 bénh nhan tién trién dén suy than man va 1
bénh nhan tr vong. Tuong tu nhu nhin xét cua chung t6i, hdu hét cac tac gia
Bogdanovic, Batinic, Yang, Lee BS va Lee BY déu cong bd 16p IV 1a yéu t6 tién
luong két cuc xau bat chép duoc st dung nhiéu bién phap diéu tri tich cuc. Mot sb
tac gia nhu Srivastava, Ataei va Hari mic du vAn cong nhén 16p IV ¢6 lién quan dén
két cuc xau nhung nghién ciru khong khang dinh c6 mdi lién quan ¢ y nghia théng
ké, ¢ 1& do ddi twong nghién ctru ciia cac tac gia ndy bao gém ca cac bénh nhan
khéng duoc sinh thiét than.

KET LUAN
Qua nghién ctru vé biéu hién 1am sang, ton thwong mod bénh hoc than, danh gia két
qua diéu tri trén 126 tré bi viém than lupus tai bénh vién Nhi Trung wong ching t6i
rat ra mot sd két lun sau:
1. Pic diém 1am sang va cin 1am sang lupus ban dé & tré em:
- Tubi gip chu yéu 1a tré vi thanh nién, tudi trung binh khéi phat bénh 11,2 tudi; nix
gap 7 1an nam.
- Trong 11 d4u hiéu 1dm sang ctua SLE theo ACR, c6 4 ddu hiéu thuong gip 1 ton
thuong da (ban canh budm, tdng nhay cam anh sang), niém mac (loét miéng lo1),
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dau/viém khép, biéu hién than kinh tim than.

- Bénh canh 1am sang chu yéu trong viém than lupus: Hoi chimg viém than cip,
HCTH két hop, suy than.

- Bién d6i mién dich thuong gap 1a giam b thé C3, C4; ti 16 KTKN va anti-dsDNA
duong tinh chiém ty 18 rat cao (>80%).

2. Ton thwong md bénh hoc than, lién quan giira ton thwong md bénh hoc thin

véi 1am sang va xét nghiém

- Ton thwong MBH than thudng gip nhét 1a 16p IV chiém ty 1& cao 44,4%, tiép theo
16p 11T (31%), 16p 1 1a 15,1%.

- Lép IV thuong c6 HCTH (két hop), suy than, dic biét suy than vira va ning,
MLCT thdp hon<90, protein niéu khoang than hu, bd thé C4 thap, chi sb hoat
dong cao va thuong co liém té bao va fullhouse

- Lép V thudong co biéu hién 1am sang da dang, khong suy than, protein niéu
khoang than hu, giam albumin mau <25g/L nhung bo thé C4 binh thuong, khong
tang Anti-DsDNA

3. Panh gia két qua diéu tri va cac yéu t6 tién lwong

Két qua diéu tri:

- Lily tich kha niang hdi phuc hoan toan theo thoi gian danh gia dat 75% sau 24
thang va 1én dén >95% sau 36 thang. Lp IV co ty 18 hdi phuc hoan toan thap, ty
1¢ khong dap tmg cao hon va thoi gian hdi phuc dai hon cac 16p khac. Suy than
man va ty 1€ tai phat 16p IV cao hon so véi 16p khac.

- Tan suét tai phat 1a 0,32 dot/bénh nhan/nam, da s6 bénh nhan bi tai phat mot dot
va ty I¢ tai phat tai thoi diém 3 nam nhéat 19,3%.

- Suy than man chiém ty 1¢ rat thap tir 1-3% trong cac ky danh gia. Chi c6 mot
truong hop tir vong vio trong ky dénh gia 6 thang, chiém ty 18 rat thap.

- Chi s6 man tinh sau 12 thang dat ty 1¢ thp, tuy nhién tai thoi diém theo doi >4
nam, ty I¢ man tinh tang Ién khoang 16,7%.

- Tong s6 dot nhiém khuan/BN/nam giam dan qua cac ky danh gia, cao nhét 1a thoi
diém 6 thang (1,6 dot/bénh nhan/nam), sau d6 giam dan theo cac ky danh gia.

Yeéu to tien lwong xdu:

- X4c suét tién luong x4u nhoém bénh nhan c6 hoi chung than hu nhiéu hon 25 1an
so véi nhém khong c6 HCTH. Nhom bénh nhan c6 protein ngudng than hu co
két cudc x4u 10n hon 6,3 1an so v&i nhém protein dudi ngudng than hu.

- Nhom bénh nhan c6 tai phat nguy co két cuc xau cao hon gip 2,5 1an nhom bénh
nhan khong tai phat.

- X4c sudt tién luong x4u nhom c6 chi sé man tinh SLICC/ACR >0,1 cao hon 45
1an so v6i nhém SLICC/ACR=0.

- Nguy co két cuc x4u 16p IV cao gip 9,9 1an so v&i cac 16p khac.
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- BACKGROUND

- Lupus nephritis (LN) is one of the major clinical manifestations to
determine the severity and prognosis of SLE in children. Kidney damage
occurs in about 50-75% of childhood systemic lupus erythematosus
(SLE) patients at onset and may be up to 90% after 2 years of onset.
Children with SLE have higher rates of kidney damage and death than
adults. However, with recent advances in the diagnosis and treatment of
LN, prognosis for both children and adults has improved markedly.

- World research on LN is mainly in developed countries, with very little
information about LN in developing countries. In Vietnam, the research
on LN in children is very modest. N.T.T. Hong (2000) has reported age,
gender, clinical characteristics of SLE and LN. Research by D.M. Dien
(2005), N.T.P.Dung (2014) in Ho Chi Minh City has added new features
to deepen renal pathology but not revealed clinic-histopathology,
treatment results, long-term progress of the disease. Currently, there is no
uniform treatment regimen and there are no short-term and long-term
outcomes in treatment of LN in children. Therefore, we conducted a
study on "Clinical, histopathological and outcomes of lupus nephritis in
children" with three objectives:

- 1. Describe the clinical, subclinical characteristics of systemic lupus
erythematosus in children

- 2. Comparison between histopathological ISN/RPS classes with clinical
and laboratory lesions.

- 3. Evaluate the outcome of treatment for lupus nephritis in children.

- ATTITUDE OF THE THESIS

- Lupus nephritis (LN) 1s one of the major clinical manifestations to
determine the severity and prognosis of lupus erythematosus in children.
Recent advances in diagnosis and treatment, prognosis for both children
and adults have improved markedly. However, there are many
controversies about effective treatment, side effects and complications in
treatment of children with LN. In Vietnam, LN is also a serious disease,
high rate for mortality and chronic renal insufficiency. The studies on
LN in children are very limited, the number of patients is small, has not
gone into the analysis of histopathology; the relationship between renal

histopathology and clinical, biochemistry features; lack of consistent
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treatment regimen, has not evaluated short-term and long-term treatment
outcomes. Therefore, the study of the clinical characteristics,
histopathology, and evaluation of the treatment results of lupus nephritis
in children with large numbers of patients is necessary and practical. A
review of experience in diagnosis and treatment for pediatric LN patients
at the National Hospital of Pediatrics can develop a pediatric diagnostic
and treatment regimen, apply experience lessons for other pediatric
Centers in Vietnam and compare with published studies of other
countries.

THE NEW CONTRIBUTION OF THE THESIS

- The first study of lupus nephritis in children with large numbers of
patients allowed the assessment and provided a comprehensive picture of
clinical, kidney histopathology and evaluation of treatment outcomes.
This published study can be used to compare with regional and world
studies.

- Establishing the relations between renal histopathology and clinical,
laboratory testing can help pediatric facilities without renal biopsy
specifying histologic lesions, thereby applying adequate treatment
regimens. Excessive treatment increases the risk of death, chronic kidney
failure and side effects.

- The thesis results in the treatment of lupus nephritis based on renal
histopathology is quite good with a high rate of complete recovery and a
very low mortality rate. The results and experience in the application of
LN treatment regimen in this study will help to develop and apply this
treatment regimen at the National Hospital of Pediatrics as well as other
pediatric treatment facilities. .

LIST OF THESIS

The thesis has 138 pages, including 2 background, overview (41 pages),
subjects and methods (23 pages), results (34 pages), discussion (35
pages), conclusion (3 pages), recommendations (1 page). The thesis has
45 tables, 13 charts, 7 figure, 147 references, of which 6 are in
Vietnamese ones.

- CHAPTER 1. OVERVIEW
Lupus nephritis is one of the major clinical manifestations of the severity

and prognosis of lupus erythematosus in children. Renal failure occurs in
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about 50-75% of patients with SLE at onset and may be up to 90% after
2 years of onset. Kidney clinical severity may vary from mild to severe
manifestations of glomerulonephritis, leading to end-stage renal disease
(ESRD), even death.

- With the emergence of many immunosuppressive therapies in recent
decades, the survival rates without ESRD has remark improved from
30% in the 1950s to more than 90-95% in the late 1990s. The overview
presents updated knowledge, recent studies on pathogenesis,
epidemiology, clinical, subclinical characteristics, kidney histopathology,
and available options in treatment of LN. New discoveries in lupus

nephritis help guide, design and implement research.
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- 1.1 Epidemiology

- Many studies of epidemiology in developed countries attempt to
demonstrate the incidence, occurrence in different races, the proportion
of male/female, the age onset of disease. Childhood SLE incidence were
0.36-2.5/100,000, prevalence was about 1.89-25.7/100,000. Children in
Asia, Africa and Oceania tend to have higher rates of disease than whites
children (Europeans). The rate of female/male varies depending on the
research, but 5-9/1, the lower the age of the disease is, the lower the
male/female ratio.

- In Viet Nam, epidemiological studies on SLE children are very limited,
the small number of patients and only a hospital. There is a need for
broader research to publicize the prevalence, incidence of the disease in
our country, in comparison with other countries in the region and in the
world.

- 1.2 Clinical and biochemistry

- Clinical manifestations, laboratory tests, and activity indicators are
included in most studies in the world, including developing countries and
Vietnam. These reports show the incidence of clinical symptoms,
hematologic, biochemical and immunological features; disease activity
indicators as SLEDAI, BILAG...

- Because kidney damage is of great value in the prognosis of SLE, research
has now focused on detecting biomarkers for early diagnosis of kidney
damage, severe nephritis and prognosis factors of lupus nephritis as Clq,
BAFF, APRIL, TWEAK, MCP-1, RANTES/CD4+ T cells, VCAM-1,
NGAL, miRNAs.

- 1.3 Histopathology and clinico-histopathological relations

- Studies on renal biopsy show the distribution of histopathological classes,
the relationship of clinical, laboratory at time of biopsy and renal
histopathology, and the application of histopathology classification in the
diagnosis and treatment. All studies agree that the highest rate of class IV
nephritis is 40-70%. Clinico-histopathological relationship is still
controversy, however, the authors agree that the proliferative classes
usually combine with severe clinical manifestations: hypertension,

nephrotic syndrome, kidney failure, heavy proteinuria, severe C3, C4
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reduction and usually have crescent in renal biopsy. Studies have also
shown that the application of pathology classification for diagnosis and
treatment helps to diagnose and treat kidney damage earlier and slowly
develop to chronic kidney disease. Addition, avoiding excessive and
unnecessary treatment with immunosuppressive agents may increase side
effects, increase the risk of serious infections and later malignant

diseases.

1.4 Treatment

In the world, there recently are many studies on aspects of treatment and

regimen for lupus nephritis, including the currently used
immunosuppression drugs and biologic drugs. Aspects in the study of

lupus nephritis include:

- Treatment based on renal pathology results, severe clinical renal

presentation (nephrotic syndrome, renal failure, rapidly progressing
glomerulonephritis) and extrarenal manifestations (neurological,
hematological), by race (black children has more severe kidney damage

and poorer prognosis than another one).

- IVMP (pulse therapy) for severe SLE with major severe organ damage

such as kidney, neurological manifestations or systemic vasculitis.

- Comparison of treatment regimens for pediatric lupus nephritis,

especially low-dose (Euro-lupus)/high dose (NIH) cyclophosphamide
regimen with MMF.

Treatment regimens in: There is currently no specific treatment regimen

for refractory lupus nephritis. Most studies agree to switch from IVCYC
to MMF or vice versa. Combined with another immunosuppression
drugs: calcineurin inhibitors (CNI) (cyclosporin A and tacrolimus),

intravenous immunoglobulin (IVIg), plasma exchange and rituximab.

Some regimens are recently used in the treatment of proliferative lupus

nephritis

- In recent years many research groups and associations have published

clinical guidelines for the treatment of adult lupus nephritis. In children,
the study of treatment regimens and consensus treatment plans for newly
proliferative lupus nephritis of CARRA and Yap Hui Kim have been

well evaluated in recent years.

Treatment guidelines and consensus treatment plans (CTPs) of CARRA
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- CARRA CTPs include strong recommendation for treatment based on
ISN/RPS pathology classification, extensive use of hydroxychloroquine
and choice of regimen either mycophenolate or cyclophosphamide plus
corticosteroid for 6 months. Maintenance therapy with either MMF or
azathioprine 1is also suggested. This recommendation has proven
effective, but there are still many difficult situations in treatment, very
few of the evidence guiding the treatment of cases of especially
treatment guideline for refractory lupus nephritis or associated with
severe extrarenal lupus (neurological lupus, hematology ...). CARRA
CTPs hopes that the widespread use of CTPs in pediatric nephrology and
pediatrics practice will reduce treatment variability, allowing for future
comparative outcomes and standard treatment for childhood lupus

nephritis.
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Singapore regimen (written by Yap Hui Kim).

* Class I: No specific treatment, treatment of extrarenal symptoms

(arthritis, fever, skin symptoms, mucosal). Prednisone alone is usually

recommended.

* Class II:

- Proteinuria <lg/day, treatment of extrarenal symptoms. Prednisone alone

is usually recommended

- Proteinuria> 3g / day: corticosteroid and/or cyclosporine.
* Class III/IV: Select the following treatment regimens

- Combination regimen of corticosteroid and Mycophenolate-Calcineurin

inhibitors (CNI).

- Combination corticosteroid and intravenous cyclophosphamide (Euro-

Lupus or NIH) regimens:

Then maintain: intravenous cyclophosphamide every 3 month in 24

months or azathioprine or MPA.

* Class V

- Combination corticosteroid and MMF - CNI:

- Combination corticosteroid and cyclophosphamide therapy

* Class VI: treatment of extrarenal symptoms and kidney replacement.

In Vietnam, prior to 2006, the treatment regimen for proliferative lupus

nephritis was mainly based on prednisolone combined with intravenous
or oral cyclophosphamide (Endoxan) or azathioprine (Imurel), treatment
and monitoring outcomes of lupus nephritis in children are not well and

the prognosis is often poor and the mortality is very high (> 80%).

- In 2006, in the presence of newer immunosuppression drugs in Vietnam,

including mycophenolate morphine (Cellcept, Micoceft), the prognosis
of lupus nephritis improved significantly. However, until 2012, there is
no uniform treatment regimen for the treatment of lupus nephritis in
children. Yap Hui Kim's regimen is quite similar to the CARRA CTPs
and provides good short-term and long-term treatment outcomes, with
few side effects consistent with Asian and South Asian races and the
drugs available in the Health insurance payment catalog at the National
Hospital of Pediatrics. Therefore, we have used the author's regimen,

adapted to Vietnamese conditions and applied in the study about
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evaluating the results of treatment of lupus nephritis in children at the
National Hospital of Pediatrics. This study wills easily bee comparing

with studies of lupus nephritis in other countries.
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- CHAPTER 2. PATIENTS AND RESEARCH METHODS

2.1 Patients:

126 patients (aged 4.2- 15.6 years) were diagnosed with lupus nephritis
hospitalized in the nephrology department and monitored in the
outpatient nephrological clinic, National Hospital of Pediatrics at least 6
months from March 2009 to February 2016, of which:

- 94 patients (74.6%) were followed up to the end of the study.
- 26 patients (20.6%) were monitored to adulthood and should be

transferred to follow up at Bach Mai Hospital.

- Six patients (4.8%) were dropped after a follow-up period.

- 2.1.1 Criteria for selecting patients:

- The patients were including in the study if: (1) They were diagnosed with

SLE before their 18th birthday; (2) they fulfilled 4/11 in the according to
of the American College of Rheumatology criteria for diagnosis of SLE
(1997) (Table 1.5), including at least one immunological criteria; (3)
They had kidney damage at any time in the course of SLE including:
persistent significant proteinuria: urine protein/creatinine ratio (Up/c)>
0.02g/mmol or proteinuria in 24 hours urine collection > 5Smg/kg/day, or
protein> 0.3g/1 for 3 continuous days and/or had active urine sediments
with erythrocytes > 5 RBC/mm3 or > (+) on urine dipsticks; leukocytes
>5 WBC/mm3 or > (+) on urine dipsticks (without urinary tract
infections) and/or casts and/or hypertension and/or acute renal failure
(GFR <90ml/min/1.73m2 MS); (4) For the third study objective, they
should be followed up at least 6 consecutive months at the outpatient

renal clinic, National Hospital of Pediatrics.

2.1.2 Criteria for exclusive patients

- They did not do kidney biopsy (no death or death).

- They who were alive but had a shorter follow-up period of 6 months
- No initial information at the hospital.

- They were diagnosed with mixed connective tissue disorders or

predominantly primary organ diseases such as congenital heart disease or

chromosomal abnormalities.

- 2.2 Research Methods
- 2.1.1 Research design
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- - Descriptive and cross-sectional analysis study.

- - Uncontrolled Interventional study.
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- 2.2.2 Method of data collection

- All patient information was collected according to a unified research
sample, including:

- Clinical and laboratory data:

- Demographic characteristics, age at diagnosis, age of onset, age of lupus
nephritis; Clinical and laboratory features within 3 months of onset of
illness (appendix 8) included clinical manifestations, blood pressure,
creatininemia, nephrotic  status, urinalysis, serum creatinine
concentration, 24h urine protein and/or first-morning urine protein to
creatinine ratio

- Renal biopsy

- All children underwent percutaneous renal biopsy within 1 year of LN.
The specimens were processed for light and immunofluorescent
microscopy. Renal lesions were classified according to the ISN/RPS
classification criteria for LN including 6 class LN. For scoring of the
activity (from 1 to 24) and chronicity (from 0 to 12) indices, the presence
of active and chronic lesions was assessed using the parameters of the
National Institutes of Health (NIH) group reports [31, 32].
Treatment
Treatment was determined by disease activity and renal pathology. In
patients with class I LN, treatment was given for extrarenal
manifestations of SLE (usually prednisone alone (protocol 1)). Patients
with class IT LN who had proteinuria <1 g/day and normal renal function
were treated with oral prednisone at an initial dose of 1 mg/kg per day
(maximum 60 mg/day) that was gradually tapered to low doses (protocol
1). In those with proteinuria >1 g/day or with serum creatinine >1.2
mg/dl (106 mmol/l), azathioprine at a dose of 2-3 mg/kg per day
(protocol 2) or cyclosporine at a dose 3-5 mg/mg per day (protocol 5)
was added to prednisone. Patients with proliferative class (class III or
IV) LN were generally treated with high-dose intravenous
methylprednisolone (MP) pulses (1000mg/1.73 m2 per day, maximum 1
g, 3 doses) followed by oral prednisone (1-2 mg/kg daily, maximum 60
mg/day) over 1-2 months, which was then gradually tapered over the

next 3—4 months to a maintenance dose of 0.5-0.75 mg/kg on alternate
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days. Patients with clinically severe disease, after completion of three
doses of MP pulses, were treated with cyclophosphamide (CY), given
monthly for 6 months as a single 1.v. bolus at a maximum dose of 1 g/m2
(protocol 3) or Mycofenolate Morfetil (Cellcept) 1200g/m2 (protocol 4).
If renal disease was clinically active or refractory to induction treatment,
it was switched to another treatment regime (CY = MMF or reverse), or
added cyclosporine or plasmapheresis or IVIg if the patient did not reach
end-stage renal disease before that. Maintenance therapy was given with
oral prednisone at 0.5-0.75 mg/kg on everyday throughout the course of
CY or MMF or azathioprine (1-2 mg/kg per day) after completion of the
first 6 months of induction therapy. Patients with class V LN received
prednisone alone or protocol 3 or protocol 4 if patients had clinically
severe disease such as heavy proteinuria, renal failure. The treatment
strategy for individual patients varied over the course of treatment. Drug
doses were adjusted according to clinical response or to maintain the C3
complement and anti-DNA antibody titer levels as near to normal as
possible.
- Outcome:

All patients were followed during the treatment period on a monthly or
3-monthly basis, and at 3- to 6-month intervals thereafter. The duration
of follow-up was calculated from the date when a diagnosis of LN was
established by renal biopsy to the last date when the patient was seen, or
was known to have developed renal failure. The clinical course and
outcome were classified and defined as follows: (1) remission, (2)
clinically active renal disease, or (3) adverse outcome. Remission of LN
was defined as (a) SLEDAL < 2; C3, C4 normal; Normal kidney
function (glomerular filtration rate > = 90ml / min / 1.73m2); no red
blood cell; proteinuria < 0.3 g / day / 1.73m2 or (b) partial, clinical
remission, C3, C4 normal, 50% improvement in creatinine blood and/or
Up/c ratio, <10 RBC/hpf in urinary sediment with no casts. Non-
response to treatment was defined as: (a) proteinuria >1 g/day but not in
the nephrotic range with or without hematuria, (b) nephrotic syndrome
but with serum creatinine <1.2 mg/dl (106 mmol/l). Adverse outcome

was defined as: (a) chronic renal failure, either preterminal (GFR 30-89
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ml/min per 1.73 m2) or terminal (GFR <30 ml/min per 1.73 m2); (b)
death, either due to renal or non-renal causes.

- The research process is summarized in Figure 2.1 and appendix 6.

- 2.3 Data processing

- The collected data were imported to EPIDATA 3.0 software. Then
exported to .dat file of STATA.

- Data collection was done by medical statistical method using STATA 11.2

software.
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- CHAPTER 3. RESULTS
- From March 2009 to February 2016, our search identified 126 patients
with SLE nephritis and the results are as follows:

- 3.1 Clinical and laboratory of patients

- The study cohort comprised 110 girls and 16 boys (7:1), with ages at

diagnosis ranging from 4.1 to 15.6 years (mean+SD 11.5+2.64 years
- Tables 3.3 and 3.4: Clinical features of SLE at the time of initial diagnosis

Clinical features | Number [Prevalence |Clinical features| Number [Prevalence
at diagnosis | present | (%) at diagnosis | present | (%)
(n=126) (n=126)
Systemic Another cardiac 2 1,6
symptoms damage
Weight loss| 53 42,1 Seizures| 12 9,5
Appetite] 65 51,6 Psychosis| 14 11,1
Prolonger Fever| 73 57,9 Another cerebral 4 3,2
damage
Malar Rash| 102 81 Raynaud’s 5 4
phenomenon
Ban dang dat san| 26 20,6 Livedo reticularis 14 11,1
Discoid rash 9 7,1 Renal symptoms
Another rash 1 0,8 Edema 108 85,7
Mucosal| 60 47,6 Hypertension 63 50
ulceration
Skin ulcers 4 3,2 Might 43 34,1
Photosensitivity] 89 70,6 Moderate 18 14,3
Not thap| 1 0,8 Severe 2 1,6
Myositis| 37/29 29.4/23  |Urine casts 7 5,7
Arthritis| 94/93 74,6/73,8 |Gross Hematuria 33 26,2
To6n thuong vong| 15 11,9 Micro hematuria 119 94,4
ndi mo (gan, lach
hach to)
Alopecia| 22 17,5 Urine 17 13,5
Abnormalibility
Pleural effusion| 18 14,3 Nephritis 65 51,6
Another 2 1,6 Nephro-nephritis 34 27
pulmonary
damage
Pericardial] 11 8,7 Nephrotic 10 7,9
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at diagnosis | present

(n=126)

(%)

Clinical features| Number [Prevalence

at diagnosis

Clinical features | Number [Prevalence
present
(n=126)

(%)

effusions

syndrome

- Comment: The most common systemic clinical manifestations of SLE are
butterfly rash (81%), photosensitivity (70%), arthralgia/arthritis (74%),
prolonger fever (56%), mucosal ulceration (48%). The most common

kidney lesions are nephritis, which accounts for 65%, followed by nephrotic

syndrome with 27%.
- Table 3.7: Selected laboratory findings of SLE patients at the time of initial

diagnosis

Immunological features at the time Number Prevalence
of initial diagnosis present/number tested %

ANA (+) (n=126) 104 82,54
Anti-Ds DNA (Ul/ml) 320 [108-625]" 12,8-3900
Anti-Ds DNA (+) (n=125) 104 83,20
Lupus anticoagulant (+) (n=18) 2 11,11
Antiphospholipide [gM (n=35) 5 14,29
Antiphospholipide IgG (n=35) 5 14,29
C3 complement (g/l) (n=126) 0,31 [0,19-0,5] 0,02-1,69
C3 complement < 0,75 g/ 116 92,06%
C4 complement (g/l) (n=126) 0,02 [0,01-0,07]" 0,01-0,6
C4 complement <0,149 g/l (n=126) 111 88,10%
Test Coombs direct (+) (n=99) 38 38,38
SLEDAI 22,949 6-64

88.1%, respectively.

Note: "Medium; “*"Mean
- Comment: In immunological abnormalities, high prevalence of positive

ANA, anti-DsDNA, deceased C3, C4 level was 82.5%, 83.2%, 92% and

- 3.2 Renal histopathology and clinico-histopathological relationship
- Table 3.9 Distribution of kidney histopathology by ISN / RPS classification

(n-126)
Renal injury
Class | Number Prevsl lence Urine .. . | Nephro-
(%0) Abnormalibility Nephritis | Nephrotic nephritis
I 3 2,38 3 0 0 0
100 0,00 0,00 0,00
II 19 15,08 3 13 2 1
15,79 69,42 10,53 5,26
111 39 30,95 3 31 0 5
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7,69 79,49 0,00 12,82

VI 56 44,44 5 18 8 25
8,93 32,14 14,29 44.64

A% 9 7,14 3 3 0 3
33,33 33,33 0,00 33,33

Total 126 100 17 65 10 34
13,49 51,59 7,94 26,98

- Comment: Class IV nephritis accounted for 44.4%, followed by class III
(31%) and class II (15.1%). Class I and V are less common (2.4% and
7.1%). Renal symptoms of Class IV showed severe renal impairment
(25/35) or Nephrotic syndrome (8/10). Class 111, V is difficult to distinguish
phenotypes, can meet all forms of kidney presentations.

- Table 3.12: Correlation of renal histopathology with clinical and laboratory

features
Renal Histology (ISN/RPS)
Laboratory | n I 0 IHgy v v Pvalue
24h-collection- [126
proteinuria
Mean+SD 17,1+6.5 |66,9420,7/49,2+7,1|111,5+11(119,5+40,1|0,0001 "2,
Ns*zb,
0,034
0,0000™°
<50/61 |3 14 27 14 3 0,0007,
>50/65 |0 5 12 42 6 0,047,
0,01%,
0,0000™
GFR 126

(ml/min/1,73m2)

Mean£SD 125,6+16(113,5+7,5/102+5,8 [83,3+3,8 |119,3+10,6/0,0001 "¢

0,0003"24,
0,001273¢,
0,0000"4
>90\77 |3 16 26 25 7 0,084"
60-89\33 |0 9 20 2 0,011%2,
<60|16 |0 1 4 11 0 0,047,
0,003™
Albuminemia 126
(g/L)
Mean#SD 36,441 [29,1+1,6 (30,31 [24,3+0,7 |22,6+2.2 [0,00007',
NS*Zd,
0,015™¢,

0,00004
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- Note: "All class; “Proliferative class (III & IV) vs another class
(I+11+5); ’Proliferative class (Ill & IV) vs class I+1I & class V; “Class
IV vs another class; NS: non-significant; “Kuskal Wallis test; *"Wincoxon
test; ‘Anova test,; “T-Test

- Comment: The 24-hour collection- proteinuria of class IV and V were > 50
mg /kg/24 hours, higher than other classes. Nephrotic proteinuria of class
IV was significantly higher than one of other classes (p <0.000). GFR mean
of class IV was less than 90 ml/min/1.73 m2 and lower than other classes
(ttest, p <0.0000). Albuminemia mean of class IV, V were lower than class
[+ II and III but no difference between IV and V (p = 1,000).
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- Table 3.13: Correlation of renal histopathology with immunological features

Immunological Renal Histology (ISN/RPS
feature% "1 T [ & v : % Pvalue
C3 complement
Medium 0,5 | 04 0,27 0,29 0,51 |NS*a*b
0,0035™% 0,012
C4 complement
TV 0,01 | 0,02 | 0,02 0,02 0,16 10,0172
0,003520, N§™3a. *4b
Anti-DsDNA 125 | 396 | 221 332 364 30 10,03"&  0,014™%,
(UI/L) 0,0173aNS™b,
0,017°
<50| 21 1 3 4 8 5  10,026™
>500 104 2 16 34 48 4 |NS™2™ 0,008"
0,008™

Note: “'All class; “Proliferative class (III & IV) vs another class (I+II+5);
“2Proliferative class (III & 1V) vs class I+1I & class V; *Class IV vs another class;
NS: non-significant, “Kuskal Wallis test; *Wincoxon test; “Anova test; “T-Test

- Comment: The decreased cut-off C3, C4 level of proliferation class were

much more than non-proliferation one (Wilcoxon, p=0.012 and p = 0.002).

Especially C4 levels of class V were really normal and higher than those of
other classes (p <0.001). Median anti-Ds DNA level of class V was not
increased (30UI / L), lower than that of other classes (Wincoxon, p =
0.009).
- 3.3 Treatment results and outcome factors
- 3.3.1 Outcome

- Table 3.17: Clinical outcome through time of assessment

Outcome Time of assessment
TO | TI | T2 | T3 | T4 | T5 P
Renal response
Complete remission 67 94 92 55 45 Fisher,
(56,6) (77) [(87,6)|(88,7)| (83,3) | p=0,000
Partial remission 47 23 10 6 6
(38,5) | (18,9) | (9,5) | (9,7) | (11,1)
Non-response 6 5 3 1 3
(4,9) 4,1) | (2,9 | (1,6) | (5,6)
Relapse
Yes 1 7 7 12 5 Chi2,
(0,8) 5,7) | (6,7) 1(19.4)| (9,3) | p=0,000
No 121 115 98 50 49
(99,2) | (94,3) |(93,3)|(80,6)| (90,7)




43

Note : T0 : time of admission ; T1: at 6 month ; T2 : at 12 month ; T3 : at 2 year; T4 : at 3
year ; TS5 : post 5 year
- Comment: Remission rates at 6 month, 12 month and 2 year were very high

(95%, 96% and 97%) including complete or partial remission. The
complete remission had higher rates at 12 months and 2 years of assessment
(77% and 87%). The complete remission was increased time by time,
however, at 5 years, the overall recovery rate was 83% (Pearson chi2, p =
0.000).

- The rate of relapse at 1 year and 2 year of assessment was 5.7% and 6.7%
respectively. The 3-year relapse rate was highest of 19.3%. The recurrence
rate was (.32 times/patient/year.

- * Estimate the possibility of complete remission.
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- Figure 3.3: Capacities of complete remission by histopathology by time

- Comment: Cumulative complete remission is 75% at 24 month and up to>
95% after 36 months.

- Proliferative classes, especially class IV nephritis, had a slower recovery time
than the other classes, 80% and 95% for 24 and 36 months (sts test, p =
0.022, class IV vs. other classes, p = 0.0024).

- * Estimate the possibility of poor outcome (chronic renal failure &/or death)

by time
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- Figures 3.6 and 3.7: Cumulative adverse outcomes by time

- Comment: Cumulative adverse outcomes increased time by time but accounts
for a low rate of 5.6% at 36 months. Cumulative adverse outcomes of class
IV was higher than another other classes (0.0036 vs. 0.0004) (log rank, p =
0.016).

- 3.3.2 Infectious complications during treatment sessions

- Table 3.23: Infectious complications in the assessment periods

Kind of infections Ky danh gia
T1 T2 T3 T4 T5
Herpes Zoster |  27/122 7/122 4/105 1/62 0
(22,1) (5,7) (3,8) (1,6)
Herpes Simplex 13/122 2/122 7/105 1/62 0
(10,7) (1,6) (6,8) (1,6)
Cellulitis 8/122 2/122 0 0 0
(6.6) (1,6)
Sepsis 3/122 2/122 0 0 1/54
(2,5 (1,6) (1,8)
Sepsis shock 1/122 1/122 0 0 0
(0,8) (0,8)
Pneumonia 11/122 4/122 0 2/62 1/54
) 3.,3) 3.2)
Pneumonia due to 1/122 0 0 0 1/54
Pneumocystis Carinii (0,8) (1,8)
UTI| 20/122 14/122 14/105 6/62 3/54
(16,4) (11.5) (13,3) (8,4) (5,5)
Otitis media 0 0 0 0 0
Meningitis 0 1/122 0 0 0
(0,8)
Hepatitis 0 0 0 0 0
Chicken pox 9/122 3/122 2/105 2/62 0
(7,4) (2.5) (1,9) (3,2)
Mumps 2/122 7/122 4/105 1/62 0
(1,6) (5,7) (3,8) (1,6)
Another infections 1/122 1/105
(0,8) (0,9)
Total 95 44 32 13 5
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(100)

- Comment: The total number of infections/patient/year decreased gradually
over the follow-up period, the highest one was at 6 months (1.6
time/patient/ year). The most common infections are herpes, urinary tract

infections, pneumonia and cellulitis.
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- 3.3.3 Side effects of immunosuppression drugs

- Table 3.24: Side effects of prednisolone and other immunosuppression drugs

Time
Immunosuppression| T1 T2 T3 T4 TS5 Total p
drugs (n=122)| (n=122) | (n=105) |(n=62)| (n=54) | (n=465)
PNL| 54 37 18 13 12 134 10,0001
(%) (44,3) | (30,3) | (17,1) | (21) | (22,2) | (28,8)
IVCYC| 28 5 1 1 1 36 10,0001
(o) (23) | (4.1) M 1 de | 4.9 | @77
MMEF| 7 0 3 0 1 11 |<0.05
o) 5.7 | (0) 29 | © | 4.9 | 24
AZA| 1 2 2 1 0 6 >0,05
(o) (0,8) | (1,6) | (1,9) | (1,6) | (0) (1,3)
Tong cong tac dung| 70 39 23 14 12 158 10,000
phu (%) (57,4) | (32) (21,9) | (22,6)| (22,2) (34)

Prevalence=number of side effects patients/number of patient who applied this drug
PNL: Prednisolone; IVCYC: intravenous cyclophosphamide; MMF: Micophenolate
Morfetil; AZA: Azathioprine.

- Comment: Side effects of PNL, IVCYC are very common in the first 6

months. MMF side effects are less common, accounting for 5.7% in the

first 6 months

-3.3.4 Relationship between clinical manifestations, laboratory and

histopathology with adverse outcome (chronic renal failure &/or
mortality)

- Table 3.25: Cox regression of factors associated with adverse outcome

Variables Haza.rd 95%CI p value Note
Ratio
Age of disease onset 1,2 0,8-1,6 0,25 NS
Nephrotic syndrome 24,9 5-124 0,0007 |HCTH vs khong
HCTH
Hypertension 1,2 0,6-2,8 0,68 NS
SLEDAI 5,17 1-1,1 0,4 NS
SLICC/ACR 45,6 5,1-483,2 0,0004
Relapse 2.5 1,3-2,9 0,02
Renal failure at 1,8 0,37-9,1 0,48 NS
admission
GFR 1,69 0,7-4,0 0,25 NS
Nephrotic proteinuria 6,3 0,78-51,6 0,03
Anti-DsDNA 0,7 0,08-5,67 0,73 NS
KTKN 3,7 0,08 NS
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Low C3 level 1,8 0,24 NS
Low C4 level 7,1 0,16 NS
Class IV nephritis 9,9 1,2-80,9 0,0065

- Comment: The primary prognostic factor in a single Cox regression was
nephrotic syndrome (HR 24.9; 95% CI: 5-124; p = 0.0007); nephrotic
proteinuria (HR 6.3, 95% CI: 0.78-68.8, p = 0.03); relapse (HR2.5, CI 1.3-
2.9, p = 0.02); renal failure (HR1.8, CI10,37-9,1, p = 0.48); SLICC/ACR
score> (0.1 (HR 45.6, 95% CI 5.1-483, p = 0.0004) and class IV nephritis
(HR45.6, CI1.2-81, p = 0.0065).

- CHAPTER 4. DISCUSSION

- 4.1 Demographic, clinical and laboratory characteristics

-4.1.1 Clinical and laboratory characteristics

- * Systemic symptoms at the time of diagnosis

- Mucocutaneous lesions are very diverse and high proportion, with the most
common systemic symptoms: butterfly rash (81%), photosensitivity
(70%), mucosal ulcers (48%), and maculopapular rash. This result is
similar to D.M Dien, Abdwani, and Vachvanichsanong. Butterfly rash
and photosensitivity in our study are higher than most authors:
Srivastava, Lee PY, Hari, Wong, Ruggiero, Cabral, Ramirez and Afraj in
adults. Probably due to our country in the tropics, more often exposure to
sunlight, so butterfly rash and light sensitivity are more common.

- Similar to the results of Dung, Nam TT, Srivastave, and Arfaj in adults,
arthritis is also common, accounting for 74.6%, lower than Ataei (81%),
Ramirez (83%), Cabral (87% %), and higher than Lee PY (37%), Hari
(42.6%), Wong (44.5%), Ruggerio (39%).

- CNS involvement in our study was 26%, with seizures (9.5%), mental
disorders (11.1%). Our results are similar to Lee PY (27.8%), Wu
(27.9%), and Afraj (27.6%). Vachvanichsanong (37%), Tavangar-Rad
(39%), Srivastava (43.3%), and the authors assessed and classified
headache to CNS involvement so that the frequency of CNS involvement
is higher than our study. However, our results are higher than other
authors as Dung (17%), Lee BS (15.6%), Ataei (22.4%), Hiraki (16%),
Ramirez (10%), Amaral 22%), Cabral (29%). In particular, it was
significantly higher than that of adult as Moroni (6.4%), Ramirez
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(11.4%). This results in our study was similar to many authors that CNS
involvement in children is higher than adults.

- * Renal involvement at the time of diagnosis

-Renal involvement in our study are higher than most other authors
Srivastara, Hari, Singh, Ashraf, Bogdanovic, and Ruggerio. Perhaps our
research subjects are in the kidney department, the symptoms as edema,
hypertension, and hematuria, made physicians transfer the patients
directly to the Nephrology department. Keith and Wong collected all
patients with renal impairment, the incidence of kidney symptoms was
similar to our study.

- * Laboratory characteristics of the study population at the time of initial
diagnosis:

- The incidence of ANA in our study was 82.5%, lower than most authors
Srivastava, Lee BY, Wu, Hiraki, Ramirez, Ruggerio, Meunier, ... The
ANA positive of these authors were almost absolute (>95%). However,
ANA positive in Vietnam such as our study or D.M.Dien, N.T.P.Dung at
Children's Hospital I, Ho Chi Minh were similar and not high (70-85%).
The rate of anti-DsDNA positive in our study was high of 83.2%, similar
to the results of many authors Srivastave (83.7%), Sing (87%), Ruggerio,
Arfaj (adults). This rate is lower than some authors Lee BY, Wu, Bader-
Meunier, and Moroni (adults), higher than some authors such as Hari,
Ramirez, Hiraki. Positive ANA or Anti-DsDNA testing techniques affect test
results. The studies that used ELISA technique in testing anti-DsDNA and
ANA level and had similar positive thresholds, had an immunological test
result similar to ours.

- C3 and (4 level were positive at 92% and 88.1%, respectively. Our results were
similar to those of T.T.Nam (2010), Wu, Moroni, who had 100% of patients
with lupus nephritis.

-4.2 Renal histopathology demographic and clinico-histopathological
relationships.

- 4.2.1 Renal histopathology demographic

- Of the 126 renal biopsy specimens at first admission and classified
according to ISN/RPS, class IV nephritis accounted for the highest rate
of 44.4%. Our study was similar to those reported by most authors
Srivastava, Hari, Hiraki, Hobbs, Rugierro, and Amaral (Table 4.4).
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Vachvanichsanong, Botanic, had a lower rate of 35-37% because they
did renal biopsy in all patients including patients with mild kidney
involvement. In particular, class IV nephritis rate of the adult LN study
such as Arfaj, Mak, and Sato were of 30-38%, lower than children,
which is suitable to systemic review of lupus nephritis. Some authors,
BY BY, Wu, Wong, have a higher class IV rate of 54-70%, probably due
to severe renal involvement in their studies.

- The class III nephritis in our study was high at 31%, our results were similar to
those of Hiraki, Amaral (25-27%) and higher than most other authors in
children as well as adults.

-4.2.2. Relationship between renal histopathology and clinical
presentation and laboratory

- * Relationship between renal histology and clinical manifestations

- Nephrotic syndrome usually occurred in class IV (75%), higher than other
classes (p = 0.000). Most of the authors have the same comment, class
IV often coordinate with clinically nephrotic syndrome (accounting for
43% -76%).

- * Relationship between renal histopathology and laboratory

- The 24-hour proteinuria of the IV and V class was > 50 mg/kg/24 hours,
higher than the other classes, especially when compared to IV and other
classes. Our study are similar to the authors such as Marks, Singh,
Bogdanovic which concluded IV and V class had high nephrotic
proteinuria and Up/c ratio.

- Average glomerular filtration rate of class IV nephritis was lower than 90
ml/min/1.73 m2 and lower than other classes. Renal insufficiency and
severe renal failure (<60 ml/min/1.73 m2) of class IV was the highest in
11/16 (68.7%). Marks, Bogdanovic, and Wong commented the same to
our study that an average GFR of class IV were lower than other classes
(82-89ml /min/1.73m2) and had more severe renal failure than other
classes.

- Average serum albuminemia of class IV and class V were lower than those
of other classes. Albuminemia reduction of class IV was more severe
than that of other classes and nephrotic albuminemia reduction of class
IV had highest rate of 34/51 (66.7%). Marks and Wong also commented
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that class IV had low mean albuminemia (<25 g L) and had a higher
prevalence of nephrotic syndrome than the other classes.

- * Relationship between kidney histopathology and immunology

- C4 concentration of class V is normal and higher than other classes. The
Cross reactivity between glomerular base membrane and immune
complex flattened and sloughed the foot of the legs, causing proteinuria.
In contrast to the endothelium and mesangium, podocytes do not
proliferate in response to injury but produce thickening of the GBM due
to increased synthesis of extracellular matrix proteins. This theory
explained the class V nephritis do not have immune complex deposition
or/and complements in the endothelium and mesangium.

-In our study, anti-DsDNA levels of the classes were not statistically
significant different. However, the mean anti-Ds DNA concentration of
class V was normal (30UI/L), lower than that of other classes
(Wincoxon, p = 0.009). The results of our study are similar to that of
Marks and Hobbs, who commented on the low level of anti-ds DNA in
the V class. Perhaps the mechanism of glomerular injury in class V
caused by another autoimmune antibody is not due to anti-ds DNA.

- 43 TREATMENT RESULTS

- 4.3.1 Treatment results

- * Response to treatment

- The remission of our study at 6 months, 12 months and 2 years had high
rates of 95%, 96% and 97%, respectively. The complete remission rates at
12 months and 2 years was 77% and 87%. This remission rate continued to
increase by time, but at the end of the study, the complete recovery rate was
only 83%. The treatment results in our study were very good because the
application of standard recommendations from Singapore guideline and
CARRA consensus treatment plans on the treatment of lupus nephritis,
combined with the emergence of immunosuppression drugs and covered by
health insurance. Our outcomes are equivalent to authors from countries in
the region and developed countries such as Srivastava, Hari, Hagelberg,
Marks, Ruggerio and Vachvanichsanong (> 90%).

- At 6 months, the rates of complete remission, partial remission, active
disease (non-responders), recurrence, and mortality in our study were
56.6%, 38.5%, 4.9% and 0.8% and 0.8% respectively. Our results are better
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than the domestic author (Dung at Children's Hospital No I), Hari (India)
about the results of treatment as well as death. Compared with the results of
our study in the developed countries of Srivastava, Ruggerio, our results
also showed a high recovery rate of >70% (Table 4.5).

- At 12 months our recovery rate increased to 96%, of which very high
complete remission accounted for 77%. Our results are similar to those of
Srivastava, Hari, Wong and Ruggerio but the complete remission rate is
higher than Wong and Ruggerio. According to some authors, Mak, Feng,
Haussieu ... maintenance therapy by PNL + AZA has a higher rate of
recurrence than those of PNL + MMF or IVCYC. Perhaps Wong uses the
PNL + AZA regimen, so the rate of recurrence is higher than ours. Our one-
year mortality rate is similar to that of Srivastava, lower than Wong and the
authors used the standard regimen before 2010 for the treatment of
proliferative lupus nephritis.

- At 3 years, the recovery rate of our study continued to be high at 96%, of
which complete remission achieved 88%, non-responder was 2.9%. Our
results are similar to Ruggerio (90% remission, 80% CR), compared to Hari
(80% remission, 64% CR).

- * Cumulative complete remission

- Of the 126 patients of lupus nephritis in National Hospital of Pediatrics, the
ESRD- free patient survival rates at 6 months, one, three, five, and the end
of the study, 96.7%, 98.3% 95, 94.4%, and 93.6%, respectively. Overall
survival (with ESRD) was 99.2%, 99.2%, 98.4%, 98.1 and 99.2%,
respectively.

- Although data on short-term and long-term prognosis of lupus nephritis in
children in Vietnam is limited. Survival rates in our study were significantly
better than those in southern Vietnam at 91% survival at 6 months. Possible
reasons are: All patients with LN had a renal biopsy and applied an updated
treatment regimen based on renal histopathological results; Continuous care
and follow-up in the same unit, managed by pediatric nephrologist;
Immunosuppressive drugs (PNL, IVCYC, MMF, CSA and IVIg) covered
by health insurance from 2010; and organize annual Lupus clubs to raise
awareness among lupus patients and their families, avoid quitting, avoid to
use ineffective drugs (unknown origin herbal medicine), and adhere to

treatment, better monitoring.
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- Survival rates in our study are equivalent and higher with other recent cohort
studies in Asia. In a 2016 study with 134 patients from North India, at 1, 5,
10 and 15 years, non-ESRD survival rates were 98.4%, 91.1%, 79% and
76.2%; overall survival (ESRD) rates was 98.3%, 93.8%, 87.1% and 84%.
Another study by Singh in Northern India reported that survival rates
without ESRD were 81%, 67% and 59%, and overall survival was 96%,
89% and 78%, respectively, for 1, 5 and 10 years. This results was lower
than our study.

- A study from Hong Kong (Wong) reported non-ESRD survival rates of 5, 10
and 15 years of 91.5%, 82.3% and 76%. Another group from South East
Asia (Lee BY) also had good outcomes as our research, overall survival
rates at 1, 5, 10 and 15 years were 98.5%, 95.4% 94.0% and 89.9%,
respectively. Our survival rates seem to be better than reported by Iranian
and African American groups (Ataei and Bakr). This may be explained that
lupus is usually worse in Arabs and Blacks. Survival rate of our study was
comparable to that of non-Caucasian children (African American and
Hispanic) from the United States with a 5-year survival> 91% (Table 5).

- Survival rates in our study were lower than those of the adult LN study. Mok
et al. (1999) reported an overall survival rate of 5, 10 and 15 years were
98.8%, 94% and 94.4%, and a free-ESRD survival rate 92% 1%, 81.2%
and 75.2%, respectably. Class IV nephritis had a lower free-ESRD survival
rate of 89.1%, 71.1% and 61.4%, respectively,

- Since the first report of Meislin and Rothfield in 1968, predicting the 5, 10-
year survival rate for children with LN to be 43%, 20%, the prognosis of
pediatric LN has improved dramatically. In 1990, the overall and renal 5-
year survival rates increased to 78%, 56%, according to McCurdy et al.
(Cited from Wong). In the last decade, a 5-year patient survival rate for
children with LN has ranged between 78% and 95%, with 7%—-50% of
patients being in terminal renal failure (Bogdanovic, Srivastava ...).
Improvements in adverse outcomes and renal failure may be due to
treatment of LN based on renal histopathology, associated with
immunosuppression drugs, such as IVCYP therapy in the 1980s and MMF
in the late 1990s (Srivastava, ...). Our study initially yielded good results.
After an average follow-up of 3.5 years, therefore, both the patient and

kidney 5-year survival rates in our study group have been very similar to or
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better than in the other pediatric series reported in the last decade with
99.2% of the patient survival rate and 6.4% of chronic renal failure.
Probably due to the application of IVCYP and MMEF therapy in the
treatment of proliferative and membrane lupus nephritis, we also use
combination of CSA or IVIg in the case of resistant lupus nephritis or
severe infections.

- The cumulative complete remission in our study was only 55% after 12
months of follow-up, but rising to 90% after 36 months and> 95% after 5
years. Our results are similar to those of Ruggerio, which is lower than the
authors Srivastava, Wong, and Lee BS in terms of complete remission
capacity at 12 months but at 3 and 5 years there is no difference. However,
our patients rarely stopped taking the drug even after achieving complete
remission for a few years. We have not stopped medication because some
cases of kidney biopsy after 1 or 2 years in patients with clinical and
laboratory good results, but there were very few changes in kidney biopsy,
most patients do not change class nephritis, only reduce the activity index.
The authors also endorsed long-term low-dose steroids combined with
immunosuppression therapy to maintain recovery and decrease relapse and
progression of the disease.

- 4.3.2 Complications and side effect

- * Frequency of recurrent SLE and lupus nephritis

- The recurrence rate was 0.32 times/patient/year. We estimated the recurrence
rate for both kidney and SLE, our average recurrence rate was higher than
those of Srivastava (0.15 times/patient/year) and Wong (0.08
times/patient/year). The recurrence rate in our study is higher than that of
other authors because of the majority of rural patients with low educational
level, when the patients achieved remission, they quitted treatment, took
herbal medicine for several months and got relapse.

- * Infections: The total number of infectious episodes per patient/year
decreased gradually by the evaluation period, the highest one was 6 months
(1.6 patients / patient / year), then gradually decreased at 2 to 5 years ( 1.2,
0.3, 0.2 and 0.1, respectably). The use of high doses of immunosuppressive
drugs and the progression of lupus in the first 6 months made patients
susceptible to bacterial infections. After a year the rate of treatment

response is high, the dose of immunosuppressive drugs decreased, the
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frequency of infection decreased gradually. The study of Srivastava, Wong,
Cobral, Opastirakul and Hari had a lower incidence of infection than our
study (0.65-1.5 times/10 patient/years). Probably because our country is in
the tropics, crowds and frequency of community infection higher than the

countries of the above authors, the rate of infection in our study is higher.

* Side effects
- Side effects of steroids are very common, accounting for 44% at 6-month

evaluation period. The use of high doses of steroids in admission increases the
side effects of steroids, our results are consistent with the literature and recent
studies by Srivastava, Singh and Hari.

- Side effects of IVCYC in the first 6 months were also common (28%). The

most common is leucopenia, hair loss, infections. In particular, there was a
case of severe infection, septic shock and death. Our study is similar to the
study of some authors using high dose IVCYC regimens in the treatment of
proliferative lupus nephritis, common side effects in the first 6 months and

the most severe complications was infectious.

MMEF side effects are rare, accounting for 5.7% in the first 6 months, then

decreased only 2-3% in the subsequent evaluation. Most of the authors who
used MMF i1n the induction therapy had the same report, outcomes were the
same IVCYC regimen, but the side effects was lower, especially at 6

month-follow-up.

- 4.3.3 Predictors of treatment outcome

- So far many predictors of adverse outcomes have been reported in lupus

nephritis in children and adults such as onset age of disease, male sex, high
blood pressure, nephrotic syndrome, renal failure at onset, nephrotic
proteinuria, low complement level, relapse, Class IV, chronic or active
lesions on histopathology, response to treatment after induction therapy,
infection status. The relationship between prognostic factors and adverse
outcomes varies according to the authors. We used the simple Cox
regression equation to determine the factors associated with poor outcome
(Table 3.25).

- * Nephrotic syndrome:

- Nephrotic syndrome is a severe clinical manifestation of lupus nephritis,

followed by rapid progression of glomerulonephritis, often had renal failure

and nephrotic proteinuria. Pathological classification in this group is mainly
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class IV and has high activity index and crescent. So this is a bad prognosis
factor and requires strong, immediate immunosuppression drugs in
induction therapy, and combined and prolonged maintenance therapy.

- In our study, nephrotic syndrome increased the risk of adverse outcome by
25 times compared to patients without nephrotic syndrome at admission.
Our findings are similar to those of Bogdanovic and Yang, and nephrotic
syndrome was an unpredictable and poor predictor of lupus nephritis. Ataei,
Hari, Srivastava, and Botanic also reported that nephrotic syndrome is a
severe manifestation of lupus nephritis but is not related to the poor
outcome of lupus nephritis. The differences between studies were probably
due to race, gender, as well as definitions of adverse outcomes and duration
of follow-up differed between studies.

- * Nephrotic proteinuria:

- Some authors, Bogdanovic, Yang previously reported that nephrotic
proteinuria was a bad predictor of lupus nephritis but now with strong,
immediate immunosuppressive treatment regimes, nephrotic proteinuria are
a far worse predictor. In our study, nephrotic proteinuria still was a factor
that increased risk of poor outcome by 6.3 times compared to non-nephrotic
proteinuria group. The difference may be due to the fact that our study had
a short follow-up period <5 years compared with the above studies.

- *CClass 1V nephritis:

- Class IV nephritis is a serious histopathological lesion in lupus nephritis,
often with internal and external proliferative lesions with crescent and high
activity index. Clinical manifestations are nephrotic syndrome, kidney
failure and possibly rapid progressive glomerulonephritis. Treatment
usually involves early, prolonged, high doses of immunosuppressive drugs,
which may incorporate multiple regimens in case of resistant lupus. So this
is a bad predictor of short and long term.

- Our study demonstrated that class I'V increased the risk of adverse outcomes
by 9.9 times compared to non-class IV patients. Although our class IV
patients used the best treatment regimens (MP + IVCYC / MMF), positive,
many supportive therapies (ACE inhibitors, anti-proteinuria, and anti-
cholesteronemia) and careful follow-up but the prognosis of class IV
nephritis has been poor so far, with six patients progressing to chronic renal
failure and one death. Similar to our report, most authors, Bogdanovic,
Batinic, Yang, Lee, BS and Lee BY published class IV nephritis as a predictor
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of poor outcomes despite the use of more aggressive therapies . Some authors,
such as Srivastava, Ataei, and Hari, although still recognized class IV, have
been associated with poor outcomes, but the study did not confirm a statistically
significant association, perhaps due to patients of the authors included all
patients (renal biopsy and non-renal biopsy).
- CONCLUSION

- Through the study of clinical manifestations, histopathology, evaluation of
treatment results in 126 children with lupus nephritis in the National
Hospital of Pediatrics, we have some conclusions:

- 1. Clinical and laboratory characteristics of cSLE:

- Age of ¢cSLE is mainly teenage, average age onset 11.2 years; Girls to boys is
7 times.

- Of the 11 clinical signs of SLE by ACR classification, four common signs
are skin lesions (butterfly rash, photosensitivity), mucosal lesions (oral, pale
ulcer), arthralgia/arthritis, mental damage

- Major clinical manifestations of lupus nephritis: nephritis, nephro-nephrits, renal
failure.

- - Immunodeficiency is often reduced C3, C4 complement level; the
incidence of positive ANA and anti-dsDNA is very high (> 80%).

2. Renal histopathology, clinic-histopathological relationship

- The most common histopathology was class IV (44.4%), followed by class
1T (31%) and class II (15.1%).
- Class IV usually associated with nephrotic syndrome, moderate to severe

renal failure, GFR <90, nephrotic proteinuria, low C4 level, high activity
pathological index and crescent and fullhouse

- - Class V is usually characterized by multiple clinical manifestations, no kidney
failure, nephrotic proteinuria, albuminemia <25g/L. but especially normal C4,
not increased anti-DsDNA

- 3. Evaluation of treatment outcomes and prognostic factors

- Treatment results:

- - Complete remission was 75% at 24 months follow-up and reached > 95%
at 36 month follow-up. Class IV nephritis had a lower complete remission
rates, higher non-response rates, and longer recovery time than other
classes. Chronic renal failure and recurrence rates class IV are higher than
those of other classes.

- - The recurrence rate was 0.32 times/patient/year, the majority of patients
relapsed once and the recurrence rate was highest of 19.3% at 3 years.
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- - Chronic renal failure accounts for a very low rate of 1-3% in the assessment
periods. There was only one case of death in the 6-month evaluation period,
which was very low.

- Chronic renal failure rates were low at 12 months, but at 4-year follow-up,
the incidence increased to around 16.7%.

- The total number of episodes of infections/patient/year decreased gradually
over the assessment periods, was highest at 6-month follow-up (1.6
episodes/patient/year), then was going down in later follow-up periods.

- Poor prognosis:

- Probability of adverse outcome in lupus nephritis with nephrotic syndrome
was 25 times higher than that of patients without nephrotic syndrome.
Lupus nephritis with nephrotic proteinuria was 6.3 times more likely to
develop than those with non-nephrotic proteinuria.

Patients with recurrent disease had a 2.5-fold higher risk of adverse outcomes

than non-relapse patients.

- Probability of adverse outcome in patients with SLICC/ACR score > 0.1
point was 45 times higher than that of patients with SLICC/ACR = 0.

- The risk of adverse outcome in patients with class IV nephritis was 9.9

times higher than that of other classes.



