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Rheumatology
Anti dsDNA Double-stranded anti-DNA Khang thé khang 15i kép ADN
antibodies
Anti RNP Antiribonucleoprotein Khang thé khang
antibody ribonucleoprotien

Anti Ro/SS-A,
Anti La/SS-B

Extractable nuclear antigens

Khang nguyén ngudén goc nhan

APRIL Proliferation inducing ligand | Phdi tir gdy tang sinh

AZA Azathioprine Azathioprine

BC White Blood cell Bach cau

BL B lymphocyte Té bao lympho B

BLyS B lymphocyte stimulator Yéu t6 kich hoat lympho B

CAM Cell adhesion molecules Phén tir bim dinh té bao

CARRA Childhood  Arthritis  and | T6 chirc nghién ctru bénh khép
Rheumatology Research | va viém khép tré em
Alliance

c¢SLE Systemic lupus Lupus ban do hé thong ¢ tré em
Erythematosus in children and | va tré vi thanh nién
adolescents

CTPs Consensus Treatment Plans K& hoach diéu tri déng thuan

CZA Cyclosporine A Cyclosporine A
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GFR Glomerular Filtration rate Mtic loc cau than

HC Red blood cell Hong cau

HCTH Nephrotic syndrome Hoi chung than hu

HLA Human leukocyte antigen Phtrc hgp khang nguyén bach
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HPHT Complete Recovery Hoi phuc hoan toan

HPMP Partial Recovery Hoi phuc mot phan

IF Immunofluorescence Kinh hién vi mién dich huynh
microscopy quang

IFN Interferon interferon

IL Interleukin Interleukin

ISN/RPS International ~ Society  of | Hiép hdéi Than hoc Quéc té/

Nephrology/ Renal Pathology

Hiép hoi Giai phau bénh Than
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Chir viét tit

Tiéng anh

Tieéng viét

Society

IVCYC Intravenous Cyclophosphamide tinh mach
Cyclophosphamide

IVMP Intravenous methylprednisolone tinh mach
methylprednisolone

KbU No response to treatment Khong dap tng diéu tri

KHV Microscopy Kinh hién vi

KTKN Antinuclear antibodies Khang thé khang nhan

LN Lupus nephritis Viém than Lupus

MBH Pathology M6 bénh hoc

MCP-1 Monocyte chemoattractant | Protein héa hudng dong bach
protein-1 cau don nhan-1

MLCT Glomerular Filtration Rate Mtc loc cau than

MMF Mycophenolate mofetil Mycophenolate mofetil

PDGF Platelet-derived growth factor | Yéu t6 ting truong nguon goc

tiéu cau

PMNs Polymorphonuclear cells Bach cau da nhan trung tinh

PNL Prednisolone Prednisolone

SLE Systemic lupus erythromatus | Lupus ban d6 hé thong

SLEDAI SLE Disease Activity Index Chi sb hoat tinh ctia bénh SLE

SLICC/ACR Systemic Lupus international | chi s6 ton thuong 1am sang cua
Collaborating hiép hoi lupus Qudc té va hoi
Clinics/American College of | thip hoc My
Rheumatology damage Index

TCR T cell receptor Thu thé té bao T

TGF Transforming growth factor Yéu t6 tang truong chuyén dang

Thil T helper 1 Té bao lympho T hd trg 1

Th17 T helper 17 Té bao lympho T hd trg 17

Th2 T helper 2 Té bao lympho T ho trg 2

TL T lymphocyte Té bao lympho T

TNF-a Tumor necrosis factor alpha Yéu t6 hoai tir u alpha

UCMD Immunosuppresseion Uc ché mién dich

Up/c Urine protein to creatinine | Chi s protein/creatinine
ratio

WHO World Health Orgnazination | T6 chirc Y té Thé gidi
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PAT VAN PE

Lupus ban do hé théng (SLE) 1a mot bénh tu mién, hé théng, man tinh,
dién bién ty nhién kho tién doan, néu khong duoc diéu tri, SLE thuong tién
trién tén thuong co quan man tinh va co ty 18 tir vong cao [1],[2].

Viém than Lupus (LN) 1a mot trong nhiing biéu hién 1am sang chinh dé
x4c dinh mirc do trAm trong va tién luong lupus ban d6 ¢ tré em. Ton thuong
than xay ra khoang 50-75% bénh nhi bi SLE luc khéi phat bénh va cé thé 1én
dén 90% sau 2 nam khoi phat bénh [2],[3],[4]. SLE & tré em co ty 1é ton
thuong than va tr vong cao hon so vdi nguoi 16n [3],[4],[5]. Tuy nhién, voi
nhiing tién bd gan day trong chan doan va diéu tri, tién luong LN cho ca tré
em va nguoi 16n cai thién 1o rét [6],[71,[8],[91,[10],[11],[12],[13].

Nhin chung da sb céc tac gia va hoi nghi dong thuan tan dong sir dung
két hop prednisone vé6i cac thude tre ché mién dich trong diéu tri LN, gitip cai
thién két cuc diéu tri. Hién nay co rat nhiéu phac dd diéu tri LN & tré em,
nhung phan 16n duoc ap dung tir cac nghién ctru ciia ngudi 1on, rit it nghién
ctru vé phac dd diéu tri LN & tré em va van con nhiéu tranh cii vé tinh hiéu
qua ciia mot phac d6 wc ché mién dich ndy so voi phac do khac
[2],[14],[15],[16],[17],[18].

Nghién ctru trén thé gidi vé LN chu yéu & cac nudc phat trién, rat it
thong bao day du vé LN & cic nudc dang phat trién. O Viét Nam, cac cong
trinh nghién ctru vé LN chi yéu ¢ ngudi 16n, .T. Liéu (1994) [19], T.N.Duy
[20]... nghién ctru cac van d& vé dic diém nhan khau hoc, dic diém 1am sang,
ton thuong giai phau bénh, két qua diéu tri nhung thoi gian theo ddi ngin chu
yéu tai bénh vién [19],[20].

Céac cong trinh nghién ciru vé LN & tré em tai Viét Nam con rat khiém
tn, tac gia N.T.T. Hong (2000) nghién ctru vé tudi, gidi, dic diém 1am sang

ctia bénh [21]. Nghién ctru cua tac gia D.M. DPién (2005), N.T.N.Dung (2014)



tai HO Chi Minh c6 thém diém méi 1a di sau vao sinh thiét va giai phiu bénh
nhung chua dé cap dén mdi lién quan, két qua diéu tri, theo ddi lau dai tién
trién cua bénh [22],[23]. Vi vay, ciing chua danh gia dugc lién quan giita
MBH than va lam sang, két qua diéu tri va céc yéu tb tién lugng x4u trén bénh
nhan LN.

Hién nay tai Viét Nam, phac dd diéu tri LN & tré em chua co su théng
nhat, chwa c6 cac danh gia vé két qua diéu tri ngan han va dai han vé LN & tré
em. Vi vdy, nam 2010 chang t6i tién hanh nghién ctu thir nghiém vé dic
diém lam sang, ton thuong mo6 bénh hoc va két qua diéu tri ban dau viém than
lupus & tré em dya theo ton thuong mé bénh hoc va phac dd diéu tri méi cua
bénh vién Nhi trung wong. Mic du thoi gian nghién ciu va theo ddi ngin
nhung két qua so b cho thiy tudi, gidi, biéu hién 1am sang, cin 1am sang, két
qua diéu tri ban dau khong khéac nhiéu so véi cac tic gia & cac nudc phat trién
[24],[25]. Chung t6i dit vAn d& phai ching nhd c6 sinh thiét than va ap dung
céc phac dd diéu tri mdi ma LN & tré em c6 tién luong kha quan hon?. Vi vay
can c6 mot nghién ciru voi thoi gian theo doi du dai dé danh gia diing muc
LN ¢ tré em Viét Nam

Dé tra 101 cau hoi nghién ctru trén, chung t6i tién hanh nghién ciru dé tai:
“Nghién ciru lam sang, mé bénh hoc va két qua diéu tri viém thdn lupus & tré
em” vO1 3 muc tiéu:

1. M6 ta dic diém 1am sang, cin 1am sang viém than lupus & tré em.

2. Ddi chiéu giira ton thwong mé bénh hoc viém thin lupus véi mot
s0 tri¢u chirng l1Am sang va xét nghi¢m.

3. Panh gia két qua diéu trj viém than lupus & tré em.



CHUONG 1. TONG QUAN

Thuét ngir "lupus" (tiéng La tinh 's6i") 1an dau tién dugc s dung trong
thoi Trung C6 dé mo ta cac ton thuong an mon da giéng nhu “vét cén cia
ch6 s6i". Nam 1846 béac si Ferdinand von Hebra (1816-1880) ¢ Vienna, Ao
gidi thiéu thudt ngit “ban canh buém”, “lupus ban d6” va cong bd cac hinh
anh minh hoa dau tién trong Atlas vé bénh da. Tinh chit hé théng voi ton
thuong da phu tang ctia bénh Lupus 1an dau tién duoc mo ta bai Moriz Kaposi
(1837-1902), sau d6 la Osler ¢ Baltimore va Jadassohn ¢ Vienna. Nhitng thay
ddi cau than dugc mo ta dau tién boi BAEHR nam 1935 [26]. Hién nay da s6
cac tac gia théng nhat sir dung thuat ngit bénh lupus ban d6 hé thdng (SLE),
lupus ban do hé thdng & tré em (cSLE) va viém than lupus (LN) trong y vin
va cac nghién curu khoa hoc.

Lupus ban doé h¢ théng 12 bénh ty mién man tinh dic trung boi mét dung
nap chong lai tu khang nguyén nhan, ting sinh té bao lympho, san xuét tu
khang thé da dong, bénh phtrc hop mién dich va lién quan dén ton thuong
nhiéu co quan trong co thé véi cac biéu hién 1am sang khac nhau. Trong do,
viém than Lupus 1a mdt trong nhitng biéu hién 1am sang chinh xac dinh muc
dd tram trong va tién luong lupus ban d6 ¢ tré em. Ton thuong than xay ra
khodng 50-75% bénh nhan nhi bi SLE lac khoi phat bénh va c6 thé 1én dén
90% sau 2 nim khai phat bénh [2]. Tré em c6 ty 1é ton thuong than cao va
ning hon ngudi 16n [5],[27]. Mic do nghiém trong vé 1am sang co thé thay
doi tir biéu hién viém cau than nhe dén nghiém trong dan dén bénh than giai
doan cudi (ESRD), tham chi tir vong [1],[2].

Nhitng hiéu biét vé co ché bénh sinh lién tuc duoc cap nhat va ap dung
dé dién giai cac hinh thai tén thuong than khac nhau trong viém than lupus.
MO ta va phan loai viém than lupus rat quan trong trong diéu tri, so sanh céac

két qua dau ra vé di€u tri va ti€n luong bénh.



Véi sy xudt hién nhiéu phuong phap diéu tri bang cac thude trc ché mién
dich trong nhiing thap k¥ gan day, ty 1& ciru song bénh nhan LN tt hon tir
30% trong nhimg nim 1950 ting 1én hon 90-95% vao cubi nim 1990
[14],[17],[28]. Tuy nhién, bénh vin c6 thé tién trién dén bénh than man, thim
chi 1a bénh than giai doan cudi va tir vong. Vi vay, tré em méc bénh viém than
lupus can diéu tri som kip thoi nhung khong qua mirc dé bao vé than cham
tién trién dén t6n thuong man tinh, phong tranh tac dung phu, nguy co nhiém
trung ning va khéi u ac tinh vé sau [2],[27],[29]. Diéu trji hiéu qua nhat viém
than lupus & tré em van con rat nhiéu tranh cii do thiéu cac thir nghiém dbi
chtng ngiu nhién 16n ddi véi tré em, hau hét cac phuong phéap diéu tri méi va
diéu tr1 sinh hoc & tré em hi¢n nay déu dua trén cac nghién ctru dugc tién
hanh trén nguoi 16n [17],[30],[31].

Phan tong quan trinh bay cap nhat cac kién thiic, cac nghién ctru gan day vé
co ché bénh sinh, dich t& hoc, dic diém 1am sang, can lam sang, ton thuong mo
bénh hoc than, va cac lua chon cé san cling nhu cac phat hién méi trong diéu tri
viém than lupus gitip dinh hudng, thiét ké va thuc hién dé tai nghién ciu.

1.1 Nguyén nhén va co ché bénh sinh ciia viém than lupus
1.1.1 Nguyén nhan ctia bénh SLE

Cho dn nay cin nguyén cua bénh SLE van chwa hiéu biét tuong tan
nhung hau hét cac tac gia déu thong nhat nguyén nhan 1a do su két hop giita
yéu t6 di truyén voi cac yéu té khac nhu mién dich, hormone nit va moi
truong [1],[30],[32],[33]. Tu khang nguyén 1a san phim tuong tic gita cac
yéu t6 di truyén, moi trudong, va mién dich din dén khuéch dai hiéu img mién
dich thong qua ca hai co ché mién dich bam sinh va mac phai, va khoi phat
bénh ty mién [30].
1.1.1.1 Yéu té di truyén

MBS hinh 1.1 trinh bay nhitng hiéu biét hién tai vé cac con dudng mién
dich quan trong lién quan dén co ché bénh sinh SLE va nhan manh vao céc

doan gen dé mic bénh SLE.
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Hinh 1.1: M hinh gen di truyén lién két SLE trong dap g mién dich [34]

Hinh a: X 1y va thanh loc khang nguyén nhan. Cac yéu t6 kich hoat tir
moi trudng giy ra chét té bao theo chuong trinh va giai phong cac khang
nguyén nhan cé thé ton thuong té bao thuc bao (gém dai thuc bao va bach cau
trung tinh), lam cho qua trinh thanh loc khang nguyén nhan bj khiém khuyét.
Hinh b: Tin hiéu TLR-IFN. Yéu t6 kich hoat moi truong gém tia cuc tim,
thube khir methyl va virus co thé san xudt DNA hodc RNA, dan dén kich hoat
TLRs, bai tiét IFN 1. Hinh ¢: Dan truyén tin hiéu trong cac dap tng mién dich
thich tmg. Cac khang nguyén nhan trinh dién trén cac té bao gai kich hoat mot
chudi dap tng mién dich tao thanh cac tw khang thé va phirc hop mién dich.
Qua trinh nay dugc khuéch dai boi ca hai phan tng mién dich bam sinh va
thich ung [34].

Nhitng tién bd trong nghién ciru vé di truyén cua bénh SLE phat trién
nhanh choéng trong vai nim gan day. Nhitng nghién ciru nay da xac dinh dugc

hon 30 gen c6 khuynh huéng mic bénh SLE cao (phu luc 1). Mot sb doan



(locus) gen lién quan khong nhitng kha niang d& mic bénh, ma con ting mirc
d6 nghiém trong ciia bénh nhu STAT4 phdi hop vai bénh lupus ban do ning
hodc dot bién exon-3 (rs1143679 A) cua Intergrin-a-M (ITGRAM) lién quan
viém than lupus [35],[36]. Viéc phat hién cac doan gen lién quan dén bénh
SLE c6 thé cung cap bang chimg mdi vé co ché phén tir gop phan vao co ché
bénh sinh, phat trién ctia bénh SLE va phuong phap diéu tri sinh hoc méi dya
vao co ché bénh [31],[35]. Ceccarelli (2015) di cong b cac gen lién quan dén
céc biéu hién 1am sang bénh SLE va cac bénh tu mién, trong do6 ton thuong
LN lién quan dén cac gen HLADR2, HLADR3 rs2187668, STAT4
rs7574865, rs11889341, rs7568275, and rs7582694; ITGAM rs1143683,
rs1143679; IRF5 rs2004640, rs2079197, and rs10488631; IRF7 rs4963128;
TNFS4 rs2205960; DNAse I Q222R [32]
1.1.1.2 Céc yéu té6 méi truong

Céac yéu t6 moi truong lam bung phat SLE gdm anh sang cuc tim, thudc
khir methyl va nhim trung do virus noi sinh hodc tac nhan giéng virus. Anh
sang mit troi 13 yéu t6 moi trudng rd rang nhét c¢é thé khoi phat va lam trAm
trong hon bénh lupus ban d6. Nhiém Epstein-Barr Virus (EBV) c6 thé giy ra
bénh lupus. EBV cu tra trong té bao va tuong tac véi cac té bao B, thuc day té
bao gai huyét trong san xudt interferon o (IFNa), lam khai phat bénh SLE.

Mot s6 loai thude c6 thé kich thich san xuét tu khang thé, tuy nhién hau
hét trong sd d6 khong giy ra bénh tu mién. Hon 100 loai thudc duoc thong
béo c6 thé gy lupus bao gdm mét sb tac nhan sinh hoc méi va cac thude
khang virus. Mic du co ché bénh sinh cta lupus do thude chua rd rang nhung
yéu t6 di truyén dong vai trd quan trong, dic biét 1a cac loai thudc chuyén hoa
boi acetyl hda nhu procainamide va hydralazine [30].
1.1.1.3 Yéu té ngi tiét

Trong hau hét cac nghién ctru vé SLE & ngudi 16n va tré em, nit gioi va
tré gai tudi vi thanh nién cé ty 1& mic bénh cao hon nam gi6i (ti 1& 7-9/1)

[2],[261,[37]. Lupus xudt hién chi yéu & bénh nhan nit tudi bat dau kinh



nguyét cho dén khi man kinh. Yéu td nguy co gdy bénh chinh 1a sy hién dién
ndng do estrogen cao va androgens thap. Cac nghién ciru trudc day cho thiy
tré em bi lupus thuong c6 ndng do cao hormone FSH, luteinizing, prolactin va
ndéng d6 androgens ¢ muirc thap. Estrogen c6 nhiéu tac dung mién dich, bao
gdm diéu hoa dap ung mién dich tién phat va tht phat; thay d6i sé luong té
bao giai phong immunoglobulin; anh huong dén sy trinh dién khang nguyén
trén té bao gai va dai thuc bao; diéu chinh cic dap tmg té bao Thl va Th2.
Bénh nhan hdi chimg Klinefelter c6 nguy co cao bi lupus, viém than lupus va
suy than [26].

1.1.2 Sinh bénh hoc ciia ton thwong than trong bénh lupus ban d6

Tén thuong than bat ddu bang sy lang dong phirc hop mién dich tai cau
than, nhitng phirc hop mién dich nay chu yéu 1a c6 ngudn gbe tir khang thé
chdng lai soi don (ss) va kép (ds) DNA ciing nhu mdt s6 tac nhan da phan
ung gém khang thé anti-Sm, anti-histone, anti-RNP, anti-Ro/SS-A, anti-
Ra/SS-B va anti-Clq [38].

Ba co ché duogc dua ra dé giai thich cac kha ning khang thé anti-dsDNA
ling dong tai than (Hinh 1.2). Co ché 1: cac tu khang thé khang dsDNA c6
thé hinh thanh phtc hop mién dich véi DNA/nucleosome dugc giai phong
trude do tir cac té bao chét theo chuong trinh. Nhitng phirc hop mién dich nay
c6 thé ling dong tai than va bit dau dong thac viém. Co ché 2: goi 1a gia
thuyét khang nguyén cdy ghép. Co ché nay cho rang cac DNA/nucleosome
tich dién am bi bt lai tai mang day cau than mang di¢n tich duong va khang
thé anti-dsDNA phan tmg véi DNA/nucleosome bi giit lai trong cac mang day
cau than (GBM). Co ché 3: lién quan dén phan tmg chéo giita khang thé anti-
dsDNA vé6i cac khang nguyén than gém cac thanh phan alpha-actinin,

laminin, va sulfat heparan [38],[39].



Lang dong PHMD
anti-dsDNA tai chd
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Hinh 1.2: Co ché ling dong phirc hop mién dich anti-dsDNA tai chd [38].

(PHMD: Phirc hop mién dich; GBM: mang déy cau than; Nucleosome: chiét hat nhan)

Mot khi phirc hop mién dich dugce ling dong, ching c6 thé khong bi thuc
bao béi céc té bao gian mach va sé léng dong dudi nd1 mach. Hién tuong le“ing
dong PHMD kich thich san xuét cytokine tién viém, hoat hoa hé théng bo thé
dan dén su di cu, xam nhap cua cac bach cau don nhan (monocyte) va cac
bach cau da nhan (PMNs) vao gian mach, ndi mach cudi ciing gay ton thuong
mo. Hién tuong ndy 1am ting giai phong nhiéu cytokine tién viém (IL-1, IL-6
va TNF-a) va chemokine nhu MCP-1, cytokine bai tiét (RANTES), TNF-lién
quan dén din nhap yéu cua qua trinh chét té bao theo chuong trinh
(TWEAK), va kich hoat CAM (ICAM-1, VCAM-1), lam tang cuong va
khuéch dai dap ung mién dich bam sinh. Réi loan diéu hoa san xuat céc
cytokine nhu IL-4, IFN-y, yéu td ting truong chuyén dang (TGF), yéu t ting
truong c¢6 ngudn gdc tir tiéu cau (PDGF), va MCP-1 ¢6 thé chiu trach nhiém
cho su tang sinh gian mach, hinh thanh liém, va xo héa cau than tién trién

[381,[39].
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Hinh 1.3: Co ché ton thwong viém than trong lupus: mét cin bang hiang
dinh ndi méi cac cytokine va ling dong phirc hop mién dich [38].
Dong thac viém trong dap tmg mién dich bam sinh chi 1a sy khoi dau.

Phirc hop mién dich thuc diy ddng thoi dap tmg mién dich thich tng (thér
phat), gy ra phan tng trong té bao gai dang twong bao, va giai phong cac IFN
I. INF I c6 tac dung gy ra su truong thanh tiép theo cta té bao gai dang
tuong bao, hoat héa qua trinh trinh dién cac khang nguyén va kich hoat cac té
bao T xam nhép, din dén khuéch dai phan Gng cua té bao Thl, Th2, Th17 va
BL, tir 46 tiép tuc kich hoat mot 1an séng méi cua cac té bao phan tng nhu
bach cau don nhan va PMNs (Hinh 1.3) [38].

Viém cau than ting sinh mang lupus c6 hién tuong ling dong phirc hop
mién dich tai vi tri cAu than. Trong co ché nay, cac khang thé nhén ra céc thu
thé ctia phospholipase 2 trinh dién & té bao co chan (podocytes), lang dong
phtrc hop mién dich dudi té bao biéu mo, sau do6 kich hoat mot chudi cac phan

g gay ra tén thuong té bao c6 chan nhu phang va bong troc chan thong qua
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su kich hoat phirc hop tan cong méang b thé. Cudi cling, ton thuong mang loc
cau than nay gay ra protein niéu. Nguoc lai v6i ton thuong ndi mach va gian
mach, té bao c6 chan khong ting sinh dé dap tng voi chin thuong nhung gay
ra day GBM do ting tong hop cac protein chat nén ngoai bao [38],[39].
1.2 Dich t& hoc

Bénh lupus ban d6 hé thong khoi phat tré em (cSLE) 1a mot bénh hiém
gip voi ty 16 moi mic 0,3-0,9/100.000 tré em/nam, ty 16 méc bénh 3,3-
8,8/100.000 tré em [2],[40]. Trong cac nghién ctru vé chung tdc, tAn sut mic
bénh cSLE cao hon & nguoi chau A, ngudi My gbe Phi, gbc Tdy Ban Nha va
ngudi My da do [40],[41],[42]. Hau hét cac nghién ciru bao céo do tudi trung
binh khoi phat clia ¢SLE giita 11-12 tudi; bénh khé hiém & tré dudi 5 nim
tudi. Cling nhu ¢ SLE khéi phat ngudi 16m, khoang 80% bénh nhan ¢SLE la
nit [41],[43]. O tré em chau A, ty 16 mic SLE 14 6,3-19,3/100.000 tré em, ty 1&
tré gai so voi tré trai 1a 4,7-6,2. Do tudi trung binh lic chan doan khoi phat
bénh 1a 8,6-13,5 nam [40],[42],[44].
1.3 Pic diém 1am sang cia viém than lupus

Khi mé ta cac dic diém 1am sang bénh SLE theo muc ti€u nghién cuu,
chung t61 khong cb ging dé mé ta hét cac biéu hién 14m sang bénh SLE, ma chi
tap trung tom tit cac biéu hién 1am sang véi ty 18 xuét hién cao trong nim dau.
1.3.1 Tri€éu chirng 1am sang

Céc triéu chung cia SLE khoi phat ¢ tré em c6 thé xuét hién timg dot
ngat quiang hodc kéo dai lién tuc. Tuy nhién, hau hét tré mac bénh thuong
nang voi ton thuong nhiéu co quan va bat thuong xét nghiém nhiéu hon so
vo1 nguoil 16n (Bang 1.1).

Hau hét cac bénh nhan lupus tré em cé biéu hién triéu ching toan than
khong dién hinh nhu sbt, giam cin, mét moi, mit ngon miéng hodc dau hiéu
hoat hoa mién dich nhu hach to va gan lach to. SLE c¢6 thé bat dau & mot co

quan riéng 1¢é nhung cudi cung s€ biéu hién nhu 1a mot bénh da co quan.
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Bang 1.1: Tén suit xuit hién cac triéu chirng 1Am sang SLE & tré em va
tré vi thanh nién [26]

Biéu hién 1Am sang Nim déu tién chan doan | Bat ky thoi diém nao
Tri¢u chung toan than
Sot 35-90% 37-100%
Hach to 11-45% 13-45%
Gan lach to 16-42% 19-43%
Sut can 20-30% 21-32%
Ton thuong co quan
H¢ co xuong khop
Viém khéop 60-88% 60-90%
Viém co <5% <5%
Ton thuong da chung 60-80% 60-90%
Ban canh buém 22-68% 30-80%
Ban dang dia <5% <5%
Nhay cam anh sang 12-45% 17-58%
Loét niém mac miéng 25-32% 30-40%
Rung téc 10-30% 15-35%
Ban khac 40-52% 42-55%
Viém than 20-80% 48-100%
Bénh than kinh tam than 5-30%t 15-95%7%
Loan than 5-12% 8-18%
Co giat 5-15% 5-47%
Dau dau 5-22% 10-95%
R06i loan nhan thic 6-15% 12-55%
Trang thai It 1an cap tinh 5-15% 8-35%
Té6n thuong than kinh ngoai bién <5% <5%
Bénh tim mach 5-30% 25-60%
Viém mang ngoai tim 12-20% 20-30%
Viém co tim <5% <5%
Bénh phoi 18-40% 18-81%
Tran dich mang phoi 12-20% 20-30%
Xuét huyét phoi <5% <5%
Viém phoi ké <5% <5%
Bénh ti€u hoa 14-30% 24-40%
Viém phic mac (v6 khuan) 10-15% 12-18%
R4i loan chic ning gan 20-40% 25-45%
Viém tuy cip <5% <5%

7 Ty Ié hién mdc bénh than kinh trung wong cao nhat nhung khong mo ta ty 1é moi mac
trong nam dau; } Pau ddu chiém 95% & bénh nhan.

Trich dan tir Klein-Gitelman M. va Lane J.C. (2016). "Chapter 23 - Systemic Lupus
Erythematosus A2 - Petty, Ross E". trong Laxer R.M., Lindsley C.B. va Wedderburn L.R.,
Textbook of Pediatric Rheumatology (Seventh Edition), W.B. Saunders, Philadelphia,
285-317.el4. [26]
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1.3.2 Biéu hién 1am sang ton thwong thin trong lupus (viém than lupus)

Tén thuong than 1a nguyén nhan chinh lam ting ty 1& méc bénh man tinh
va tir vong & ca nguoi 16n va tré em bi SLE. Khoang 20% dén 75% tré em
mic bénh SLE s& bi viém than, va 18 - 50% tién trién dén ESRD [2],[26]. N6i
chung, ty 1€ hién mic LN & tré em (50% - 67%) cao hon so véi nguoi 1on
(34% - 48%). 80- 90% LN tré em xuét hién trong nim dau tién cua chan doan
SLE. Con lai 10 - 20% bénh nhan viém than lupus xay ra tur gitta ndm thur 1
va thir 2 sau khi chan doan, nhung c6 thé mudn hon sau 5 nam [26],[45].

Céc biéu hién ban dau bénh than thay ddi tir protein nhe, tiéu mau vi thé
dén protein niéu kiéu than hu, try niéu, ting huyét 4p tram trong, phu ngoai
bién, va suy than cdp. Bénh SLE thudng ton thuong tiéu ciu than nhiéu nhat
(con goi 1a "viém théan lupus"), hiém khi ton thuong mo ké&, 6ng than. Biéu
hién 1am sang than thuong phat trién ddng thoi hodc ngay sau khi khoi phat

bénh lupus ban d6. Sdu biéu hién lim sang tén thuong than c6 thé gip trén

lam sang & bénh nhan LN. Pau tién, bat thuong nude tiéu chi yéu 1a protein
niéu nhe, héng cu niéu hodc tru hoat tinh. Thit hai, suy than Cé.p tinh hoac
man tinh, tuy nhién, giam mirc loc cau than it gip trong nam dau tién, ngoai
trir ching toc khong phai da trang. Thir ba, hoi chimg viém than cip tinh co
hodc khong c6 suy than, dac bi¢t 1a trong cac 16p LN tang sinh. Thur fir, viem
cau than tién trién nhanh ma biéu hién trén sinh thiét than 1a cic ton thuong
hinh liém, xay ra chi yéu trong cac 16p LN tang sinh. Thir nam, hoi ching
than hu don doc ¢ thé 1a biéu hién cia LN 16p V (viém cau than mang hoac
tang sinh mang). Thit sdu, bénh huyét khdi vi mach nhu ban xuét huyét giam
tiéu cau huyét khbi/hoi ching huyét tan uré huyét cao, hoi chimg cardiolipin,
huyét khdi tinh mach than va ting huyét ap ac tinh. Biéu hién nay c6 thé di
kém voi viém cau than ting sinh nghiém trong. Nhiing biéu hién than trén 1am
sang c6 thé don doc. Tuy nhién, hau hét cac trudng hop thuong kém theo cac

biéu hién ngoai than [46]
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1.4 Bién d6i xét nghiém trong SLE va viém than lupus

Khi ¢6 cac d4u hiéu 1am sang va cac triéu chimg goi y bénh SLE, thim
do xét nghi€ém cé thé hd tro va xac dinh chan doan SLE. Mot trong nhiing xét
nghiém co gia tri chan doan SLE d6 1a sy xuét hién céc tu khang thé.

1.4.1 Biéu hién huyét hoc

Giam té bao mau kha pho bién trong cSLE véi hon 50% s6 bénh nhén ¢
giam it nhat mot dong té bao. Giam bach ciu nhe (Bach cau 3000 -
4000/mm3) 12 biéu hién huyét hoc phd bién nhit, va thuong do giam bach cau
lympho (<1500 té bao/mm3), it khi giam bach cau trung tinh. Thiéu mau c6
thé nhiéu dang - thiéu mau man tinh déng séc, déng bao, thiéu mau thiéu sit,
hodc thiéu mau huyét tan test Coombs duong tinh. Thiéu mau tan huyét xay ra
& 10 - 15% va hiém khi ning dén mic can phai truyén mau. Giam tiéu cau ¢
bénh nhan c¢SLE c6 thé biéu hién tir nhe (<150.000) dén ning (<10,000).
[2],[26],[37].

Khang thé khang phospholipid (lupus-anticoagulants va/hodc anti-
cardiolipin) hién dién trong 40% bénh nhan bi cSLE va lién quan dén hién
tuong ting dong. Tuy nhién, chi c6 it hon mdt nira bénh nhan nay c6 biéu
hién huyét khéi hay huyét khdi tic mach. Biéu hién phé bién nhat 1a huyét
khdi tinh mach sau, huyét khdi tinh mach ndo va tic mach phéi.
[11,[2],[26],[37]

1.4.2 Khang thé khang nhan (KTKN):

Céac tu khang thé thuong gip 1a khang thé khang nhan (KTKN), hién
dién trong hon 95% bénh nhan ¢SLE. Xét nghiém KTKN cé dd nhay cao (>
95%), nhung do dic hiéu thap 36% [47] vi chung duoc tim thiy trong nhiéu
bénh ty mién khac. Nguoc lai véi gia tri tién doan duong tinh thap ciia xét
nghi¢ém KTKN, bénh nhan ¢6 xét nghi¢ém KTKN am tinh c6 it hon 3% co hdi
bi SLE. Do do6 xét nghiém KTKN am tinh rét hitu ich trong viéc loai tru chan
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doan SLE, tuy nhién né cling phu thudc rat 16n vao k¥ thuat xét nghiém (mién
dich huynh quang gian tiép (indirect immunofluorescence (IIF)), k¥ thuat
mién dich lién két enzyme (enzyme linked immunosorbent assay (ELISA)),
va k¥ thuat mién dich phong xa (farr radioimmunoassay (RIA)). IIF va
ELISA (qui udc va da gia) 1a k¥ thuat phd bién nhat trong thuc hanh. ELISA
nhay cdm hon nhung it dac hi€u, trong khi IIF nhay cam, tai st dung, va dé
dang thuc hién hon, vi du nhu d6 nhay KTKN duong tinh voi khoang néng do
1:160 d6i v6i ky thuat mién dich huynh quang 1a 70-98% [26],[371,[471,[48].
1.4.3 Khang thé khang nguyén nhén chiét (ENAs):

Khi ¢6 sy hién dién cia KTKN, nén tim kiém céc tu khang thé dic hiéu
khac gém khang thé anti-DsDNA va cic khang nguyén nhan chiét (ENAs)
khac, mdi tu khang thé dic biét lién quan voi biéu hién dic hiéu cia bénh ty
mién [26],[37],[47],[48].

Khang thé khang DNA chudi kép (anti-dsDNA) dugc tim thiy 1én dén
70% -98% trong cac dot bung phat bénh SLE, va d§ dac hiéu 1én dén 95%
trong SLE, lam cho chiing trd thanh mot ddu chi diém rat gia tri trong chan
doan bénh. IIF trén Crithidia luciliae, RIA, va ELISA 1a k¥ thuat thuong
dugc sir dung dé phat hién khang thé anti-dsDNA. IIF trén Crithidia 1a k¥
thuat dic hiéu nhét, nhung ELISA 1a phuong phap thuc té va st dung nhiéu
nhat trong thuc hanh 1am sang [47],[48]. Khang thé anti-Smith (anti-Sm) ¢6
tinh dic hiéu cao nhat nhung do nhay thap cho SLE. Khang thé anti-dsDNA
lién quan véi LN, tién trién dén bénh than giai doan cudi, va tang muc do
nghiém trong bénh, tén thuong hay ty 1& ctu song thip. Khang thé anti-
phospholipid co lién quan chat ch& véi biéu hién hoi ching antiphospholipid
(APS) (huyét khdi dong mach/tinh mach, say thai, giam tiéu cau), ton thuong
than kinh trung wong (CNS) (dic biét 1a bénh mach mau ndo), LN nghiém

trong, ton thuong man tinh va tir vong. Cac khang thé anti-Ro (SS-A) va anti-
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La (SS-B) lién quan véi lupus so sinh, va block tim bam sinh & con cia cac ba
me huyét thanh duong tinh. Khang thé khang khang nguyén nhén chiét khac
(anti-Ro/La/Sm/RNP) phdi hop véi ton thuong da, niém mac va it khi gdy ra
bénh than ning trong hau hét cac nghién ctru [26],[37],[47]

1.4.4 Cac tham do xét nghiém khac:

Céac xét nghiém hd tro khac cho chan doan SLE bao gdm giam bo thé
(ddc biét 1a C3 va C4), giam té bao mau cua mdt hay nhiéu dong té bao, va
mau ling ting. CRP thuong 1a binh thuong hodc chi ting rat nhe trong dot
cép SLE, ngoai trur dot cép viém thanh mac, hoic nhiém trung déng thoi hoac
hoi ching kich hoat dai thyc bao. Men gan tang co thé do gan nhiém md (tha
phat do corticosteroids), tac dung phu cua thuéc hodc SLE hoat dong. Xét
nghiém huyét hoc va sinh hoa thudong qui duoc st dung dé theo dbi tinh trang
bénh dot cip hay thuyén giam, tac dung phu cua thudc, hau qua cta bénh man
tinh va tinh trang viém. Xét nghiém nudc tiéu gdm protein niéu, tiéu mau,
bach cau ni¢u, tru niéu nén thyc hién thuong xuyén. Chi sb protein/creatinine
nuéc tiéu (mAu ngau nhién) hay proteine niéu 24 gio 1a bat budc dé theo doi
dap tmg diéu tri ctia viém than lupus [2],[26],[37],[49].

1.5 Phan loai mé bénh hoc viém than Lupus:

Phan loai dau tién ctia T6 chue Y té Thé gigi (WHO) duoc xdy dung boi
Pirani va Pollak & Buffalo, New York vao nim 1974 va dugc xuit ban 1an dau
vao nam 1975 va 1978 [50]. Phan loai nay chii yéu mo ta ton thuong cau théan,
cac ton thuong mo k&, éng than va mach mau khong duoc dwa vao hé thong
phan loai nay, ddy chinh 1a nhugc diém 16n nhat cua phan loai nay [50]. Nam
1982, t6 chirc nghién ctru qudc té bénh than & tré em stra d6i ban gbc 1974
dua ra phén loai stra d6i viém than lupus WHO 1982. Phan loai sira doi nay
cling chu yéu mé ta tén thuong tai cau than va cac dudi 16p bao gdm: hoat

dong, xo hoa, 6 va cac 16p hon hop. Tuy nhién viéc dua ra phan loai dudi 16p
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va cac 16p hdn hop 1am cho tién trinh 4p dung phan loai sira doi nay phuc tap
dbi voi cac nha giai phdu bénh va kho trinh bay két qua MBH rd rang, hiéu
qua voi cac bac si 1am sang. Nhitng nhugc diém trén khién nhiéu nha giai
phau bénh tiép tuc st dung phan loai cii cta WHO 1974 dé danh gia ton
thuong than trong lupus.

Ban stra d6i nam 1995 ciia phan loai WHO nhan manh tim quan trong
ctia hoai tir thanh mao mach ciu than 9, dang dac trung cua ton thuong cau
than trong viém mach mau hé théng. Mét sb nha nghién ctru xem hoai tir
thanh mao mach ciu than 6 nhu 14 biéu hién ton thuong 16p III, bat ké ty 1&
phan tram cau than ton thuong.

1.5.1 Phén loai ton thwong md bénh hoc theo ISN/RPS niim 2003

Dé phu hop véi nhitng hiéu biét vé& bénh hoc 1am sang, bénh sinh va dé
loai bo mau thuan, khong 10 rang ctua cac phan loai trude do. Hi€p hoi Than
hoc Quéc t&/ Hiép hoi Giai phau bénh Than (ISN/RPS) dé xuét stra d6i phan
loai mdi (Bang 1.2 va 1.3). Phan loai stra d6i ndy duy tri tinh don gian cta
phan loai ban dau cia WHO, két hop chon loc cac chi s6 hoat dong, man tinh
nam 1982, bang sira d6i ndm 1995 va thém mét sb thay d6i mai. Nhin chung,
no co su twong déng manh mé véi phan loai ndam 1974, nhung gidi thi¢u mot
s6 thay d6i quan trong lién quan dén sy khéac biét vé sb luong va chat luong
giita cac ton thwong 16p III va IV. Muc tiéu chinh 13 dé tiéu chuan hoa cac
dinh nghia (phu luc 2), nhan manh cac ton thuong co lién quan vé mat lam
sang, thong nhét vé bao cdo két qua giita cac trung tam. Gidng nhu cic phan
loai trudc, phan loai méi nay dua hoan toan vao bénh ly cAu than. Phan loai
ISN/RPS ciing khuyén cédo nén mé ta thém céc ton thuong mach mau va mé
ké& ong than quan trong theo cac myc riéng biét [50],[51]. Mo ta chi tiét phan
loai ton thuong mé bénh hoc theo ISN/RPS nam 2003 dugc trinh bay tom tat
trong bang 1.3.
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Bang 1.2: Phan loai viém than lupus nim 2003 ciia Hdi Than hoc Qudc

t&/ Hoi Giai phiu bénh Than [50],[51]

Lép I: Viém than lupus ton thwong gian mach t6i thiéu

Tiéu cau than binh thuong dudi kinh hién vi quang hoc, nhung ling dong mién dich gian
mach duéi mién dich huynh quang.

Bénh nhan 16p I LN c¢6 thé c6 hodc khong biéu hién triéu ching 1am sang than va chiém ty
1¢ rat nho trong cac bao céo vé viém than lupus.

Lép II: Viém than lupus ting sinh gian mach

a. Tang sinh té bao gian mach don thuan ¢ bat ky mirc d6 hodc ting sinh chat nén gian
mach dudi kinh hién vi quang hoc, v6i ling dong mién dich gian mach.

b. C6 thé 1a ling dong it, don doc dudi ngoai mac hodc dudi ndi mac nhin thiy bang KHV
mién dich huynh quang hodc kinh hién vi dién tir, nhung khong nhin thay bang kinh hién
vi quang hoc.

Trén 1am sang, gan 60% bénh nhéan co ton thuong 16p II biéu hién hodc protein niéu khong
triéu chung (khoang dudi than hw), hodc dai mau thuong 13 vi thé, hodc ca hai voi chirc
ning than binh thuong. Protein kiéu than hu thuong khong phd bién trong 16p nay. Mic du
t6n thuong cau than nay 6n dinh trong nhidu truong hop khi theo ddi 1am sang chit chd
bénh hé théng va diéu tri hd trg, tuy nhién mét sb luong dang ké c6 thé tién trién sang LN
16p 11T hodc 16p IV.

Lép III: Viém thin lupus khu tra

Viém cau than ndi hodc ngoai mach toan bd hoac b, khu tra, hoat dong hodc khong hoat
dong lién quan dén <50% cua tat ca cac cau than, dic biét vai léng dong mién dich dué6i
ndi mac khu trd, cé hoac khong co su thay doi gian mach.

a. Lop III (A) ton thuong hoat dong: viém than lupus ting sinh khu tra.

b. L6p III (A/C) ton thuong hoat dong va man tinh: viém than lupus ting sinh va xo khu
tru.

c. Lop III (C) tén thuong man tinh khong hoat dong véi seo than: viém than lupus xo hoa
khu tra.

Biéu hién 1am sang than ctia LN 16p III 1a khong dong nhat, c6 thé biéu hién bang tiéu mau
kéo dai, protein ni€u, va viém than voi tru hoat dong, hodc hdi ching than hu trong mét
nhém nhé bénh nhan. Tén thuong 16p 111 ¢o thé di kém voi suy than mirc d0 nhe dén trung
binh trong it hon 25% truong hop. Tién lugng cua bénh nhan LN 16p III ciing rat khac
nhau, tir khong thay d6i dén tién trién sang 16p IV va 16p V, nhu da thiy trong mau sinh
thiét than tiép theo, va mot sb khac phuc hoi, véi ty 1€ cuu séng than cao sau 5 nam [52].
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Lép IV: Viém ciu than lupus lan toa:

Viém ciu than ndi hodc ngoai mach toan by hodc b, lan toa, hoat dong hodc khong hoat
dong lién quan dén >50% cuia tat ca cac cau than, dic biét voi lang dong mién dich dudi noi
mac 1an tod, c6 hodc khong co su thay doi glan mach. Lop nay duoc chia thanh viém than
lupus 6 lan toa (IV-S) khi >50% cau than c6 ton thuong 6, va viém than lupus toan bd lan tod
(IV-G) khi >50% cua cac cau than co ton thuong toan bd. Tén thuong 0 6 duoc dinh nghia la ton
thuong cau than co lién quan dén it hon mot nira cudn mach cau than. Lop nay bao gdm cac
truong hop c6 lang dong wire loop lan toa nhung c6 it hodc khong ting sinh cau than

L6p IV-S (A) ton thuong hoat dong: viém than lupus ting sinh 6 lan toa.

L6p IV-G (A) ton thuong hoat dong: viém than lupus ting sinh toan bd lan toa.

Lop IV-S (A/C) ton thuong hoat dong va man tinh: viém than lupus tang sinh va xo 6 lan toa.
L&p IV-G (A/C) ton thuong hoat dong va man tinh: viém than lupus ting sinh xo toan bd lan toa.
Lép IV-S (O) ton thuong man tinh khong hoat ddng vdi seo than: viém than lupus xo b lan toa.
Lép IV-G (C) ton thuong man tinh khong hoat dong véi seo than: viém than lupus xo toan
bo lan toa.

Biéu hién 1am sang LN 16p IV thuong nang vdi protein niéu kiéu than hu, dai mau kéo dai,
hoi ching than hu két hop va thudng c6 suy than ¢ cac muc d6 khac nhau hodc biéu hién
bﬁng viém ciu than tién trién nhanh. Tuy nhién, mot s6 bénh nhan chi biéu hién 1am sang
than rit nhe rat khé dé tién doan lién quan. Pay 1a 16p ton thuong bénh hoc thuong gip
trong LN & tré em chiém ty 1& cao 38-45% va co tién lugng XAu, ty 1é séng sot than sau 5
nam 85% [12].

Lép V: Viém than lupus mang

Lang dong mién dich dudi ngoai mac 0 hoac toan bd hodc di ching hinh thai cua né dudi
kinh hién vi quang hoc va mién dich huynh quang hoic kinh hién vi dién tir, c6 hodc khong
c6 sy thay d6i gian mach.

Viém than lupus 16p V co thé xay ra két hop véi 16p 11T hodc IV trong truong hop niy ca
hai s& duoc chan doan.

Viém than lupus 16p V cho thiy xo héa dang tién trién.

Bénh nhan LN l6p V biéu hién 1am sang dién hinh véi protein ni€u thuong nhiéu hodc hoi
ching than hu (gan 80%) va chirc ning than binh thuong. Tiéu mau c6 thé quan sat trong
mot s6 16n cac truong hop, kém tiang huyét ap. Tuy nhién, ngoai trir xét nghiém khang thé
khang nhan duong tinh, thay ddi ndng d6 C3 thap, ndng do anti-ds DNA thap hodc binh
thuong & hon 50% bénh nhéan, ty 1€ cao hon bénh nhan duong tinh vdi anti-Smith, anti-
ribonuclear protein, va khang nguyén B hdi chimg Sjogren dwoc ghi nhéan, thuong két hop
véi triéu chig 1am sang ngoai than nhe.

Lép VI: Viém thin lupus xo héa tién trién
>90% cua tieu cau bi xo hoa toan bd khong con hoat dong lai.

Biéu hi¢n 1am sang bang suy than ¢ cac muc d khac nhau, thuong tién trién dén suy than
man giai doan cuoi can phai can thi¢p loc mau hodc ghép tang.

@ Chi mot ty 1¢ tiéu cau voi hoat dong va voi cdc ton thiwong xo.

b Cho mot ty 1é tiéu cau véi hogi twe fibrin va/hodc liém té bao.

Chi ra va phéan d¢ (nhe, trung binh, ning) teo ong than, viém ké va xo héa, mirc dé nghiém
trong cua xo hoa dong mach hodc cdc dang tén thuong mach mdu khac.
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Bang 1.3: Tém tit phan loai viém than lupus ISN/RPS nim 2003

L6p 1 Viém than lupus ton thuong gian mach t6i thiéu

Lop II Viém thén lupus tang sinh gian mach

Lé6p III Viém théan lupus ting sinh khu tra (<50% tat ca cau than)®

L6p IV Viém than lupus lan téa (> 50% tat ca cau than)*®, 6 (IV-S) hodc toan
b6 (IV-G)

L6ép V Viém than lupus mang®

L6p VI Viém than lupus xo héa tién trién

& Phdn chia duci nhom hoat dong va man tinh.
b Phén chia dwéi nhém 6 va toan bé
<Lép V ¢6 thé xdy ra phoi hop véi I6p IIT hodc 1V, trong trieong hop ndy ca hai sé dwoce chan dodn.

1.5.2 Chi s6 hoat dong va man tinh

Chi sb hoat dong va man tinh duoc xay dung boi Vién Y té qubc gia My
va su dung diém ban dinh luong dya trén cac hinh thai mé hoc cu thé da duge
st dung dé hudng din diéu tri va danh gia tién luong [51],[46]. Cac tén
thuong than hoat dong ban dau khong hitu ich trong du bao két qua lau dai,
nhung chiung cung Cép mot hudng din diéu tri dya trén sy hién dién va muc
do nghiém trong cua ton thuwong hoat dong. Nguoc lai, mirc do ton thuong
man tinh (liém x0, xo hoa ciu than toan cu, teo 6ng than va xo hdéa mo k¢)
cung cip lién quan tdt hon trong dy don tién lugng.

Ho1 nghi d@)ng thuan viém than lupus ISN/RPS dua ra céc dinh nghia 1o
rang vé ton thuong hoat dong va man tinh (Bang 1.4).
1.5.3 Ton thwong md ké 6ng than

Viém cau than tang sinh hoat dong thuong di kem véi nhiéu muc d6 viém
ké& 6ng than khac nhau c6 hodc khéng c6 lang dong phirc hop mién dich mang
day 6ng than va mach mau dugc phat hién bﬁng IF va EM. Tham nhiém viém
hoat dong gém viém 6ng than khu tra kém theo pht né mé k& va thay doi thoai
hoéa té bao 6ng than. Su khai dau cta bénh than man tinh duoc dic trung bai teo

ong than, viém k& man tinh va xo hdéa mé k&, gbp phan rat 16n vao suy giam
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chirc nang than va su tién trién ciia viém than lupus. Howie et al d4 xay dung chi
s6 hinh thai ton thuong nhu mo than man tinh trong viém than lupus, vé co ban
mirc do teo 6ng than va xo hda mo k& gitp ich trong viéc du doan tién luong
xau, khong phu thude vao loai ton thuong cau than [53].

Bang 1.4: Ton thwong ciu than hoat dong va man tinh [50],[51],[54]

Tén thwong hoat dong

Tang sinh té bao ndi mach co hodc khong c6 bach cau xam nhap va c6 giam dang ké long
mach

V& nhén (Karyorrhexis)

Hoai tr dang to huyét

Pt vd mang day cau than

Liém té bao, té bao hodc té bao fibrin

Ling dong dudi ndi mac nhin thidy dudi kinh hién vi quang hoc c¢6 hinh quai kim
(wireloops)

Lang dong mién dich trong 10ng mach (huyét khdi hyalin)

Tén thwong man tinh

Xo héa cau than (6, toan bo)
Xo dinh
Xo liém té bao

1.6 Phan loai, chan doan ¢SLE va viém thin lupus

1.6.1 Tiéu chuin chin dosn

1.6.1.1 Tiéu chuin chin dodn SLE ciia Hpi thip hoc My (American
College of Rheumatology (ACR))

ACR duoc xay dung nam 1971, sira d6i nam 1982 va stra d6i bd sung
vao nim 1997 (bang 1.5) (Hochberg 1997). Tiéu chuan chan doan nay ra doi
nhim phuc vu cho cac nghién ctru 14m sang SLE dé dam bao cac trudng hop
duoc bao cao trong y vin trong thyuc té co bénh [51], [54].

Mic du céc tiéu chuin ACR c6 thé duoc sir dung trong hd tro chan doan
nhung can phai thin trong. Céc tiéu chuin nay duoc xay dung va sir dung cho
phan loai bénh nhan c6 bénh tién trién dai ngay, vi vay c6 thé bo sot nhimng

bénh nhan mac bénh giai doan sdm hodc bénh chi gidi han & mot vai co quan.
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Bang 1.5: Tiéu chuan chian doan ACR trong bénh lupus ban d6 hé thng.

STT Tiéu chuén phén loai lupus ban dé6 hé thong theo ACR
Tiéu chuin ACR 1982° Tiéu chuin ACR nim 1997
1 Ban canh buém Ban canh buém
2 Ban lupus dang dia Ban lupus dang dia
3 | Nhay cam vdi anh sang Nhay cam v6i anh sang
4 Loét da ni€ém mac miii va miéng Loét da niém mac miii va mi¢ng
5 Viém khép khong hoai tir Viém khop khong hoai tir
6 Viém than Viém than
- Protein ni¢u kéo dai > 0,5g/1 - Protein ni¢u kéo dai > 0,5g/1
- Tru té bao - Tru té bao
7 | Bénh ndo™ Bénh nio™
- Co giat - Co giat
- Réi loan tAm than - R&i loan tAm than
8 Tran dich mang phoi hodc mang tim Tran dich mang phoi hodc mang tim
9 R6i loan huyét hoc: R&i loan huyét hoc:
Thiéu mau huyét tan ting hong cau ludi Thiéu mau huyét tan ting hong cau ludi
hodc giam bach ciu <4000/mm3 hodc giam | hodc giam bach cau <4000/mm3 hodc
Impho bao<1500/mm3 hodc giam tiéu ciu | giam Impho bao<1500/mm3 hoic giam
<100.000/mm3 ti€u cau <100.000/mm3
10 | Cac tac nhan mién dich duong tinh™ Céc khang thé ty mién dwong tinh™*
- Anti-DsDNA hoac - Anti-DsDNA hodc
- Khang thé khang Sm hoic - Khéang thé khang Sm hoic
- Té bao LE (Hargraves) duong tinh hoic | - Biéu hién dwong tinh véi khang thé
antiphospholipid dua trén:
+ IgG hodc IgM Anticardiolipin
Antibodies
- Phan ung duong tinh gia vdi giang mai + Lupus Anticoagulant (khang thé LE)
(VDRL duong tinh), it nhat 6 thang, xac + Phan ting duong tinh gia vdi giang
dinh vi khuan Treponema palludium khong | mai it nhat 6 thang, xac dinh vi khuan
hoat dong Treponema palludium khong hoat dong
11 | Khang thé khang nhan duong tinh Khang thé khang nhan duong tinh

ACR: American College of Rheumathology; LE: Lupus Erythematosus; ““Bat cr muc nao
duong tinh déu duoc cho 1a mot tiéu chuan.
Tuw liéu ldy tir *Tan EM, Cohen AS, Fries JF va cs: Tiéu chudn phan loai lupus dé hé thong
sita doi nam 1982, Arthritis Rheum 25:1271-1277, 1982; va *™"Hochberg MC: Tiéu chudn
cdp nhdt va sira doi phan logi lupus do hé lhcfng theo Hoi thfp hoc My, Arthritis Rheum

40:1725, 1997 (trich dan tir [2],[26]).

Nhu vay, mic du tiéu chuan nay c¢6 do nhay tot (> 85%) va do dic hiéu

cao (> 95%) trong xac dinh bénh, nhung dd nhay nay sé kém hon trong giai
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doan sém ctia bénh. Mot sb hé théng co quan biéu hién rit nhiéu triéu chung,
vi du cé4c biéu hién da va niém mac, dai dién véi bdn tiéu chuin (nhay cam
anh sang, ban canh buém, tén thuong dang dia, va loét miéng) [2],[ 261,[ 37].
1.6.1.2 Tiéu chudn phén logi SLICC 2012 trong bénh SLE

Bang 1.6: Tiéu chuan phan loai SLICC 2012 trong bénh SLE

Tiéu chudn chén dodn cdn: > 4 tiéu chuan (it nhat 1 tiéu chuan 1am sang va
1 tiéu chuan mién dich)

Tiéu chuin lAm sang Tiéu chuin mién dich
(1) Lupus da cap tinh hodc ban cdp | (1) Khang thé khang nhan (KTKN)
(2) Lupus da man tinh (2) Khang thé Anti-dsDNA
(3) Loét miéng HOAC loét mili (3) Khang thé Anti-Sm
(4) Rung téc khong seo (4) Khang thé anti-phospholipid
(5) Viém khép lién quan dén 2 hoic | (5) Bo thé thap (C3, C4, hoic CH50)
nhiéu khop (6) Test Coombs tryc tiép (trong
(6) Viém thanh mac (Serositis) truong hop khong cé thiéu mau
(7) Viém than
(8) Ton thwong than kinh
(9) Thiéu mau tan mau
(10) Giam bach cau
(11) Giam tiéu cau (<100.000/mm3)

Hodic sinh thiét thin xdc dinh viém th@n lupus theo phan logi ISN/RPS
2003 + hién dién khang thé tw mién

SLICC Systemic Lupus International Collaborating Clinics

Céc dinh nghia cac tiéu chuin lam sang va mién dich duoc mb ta trong phan phu lyc 3

Petri, M et al. Arthritis and Rheumatism. Aug 2012[55]

Tat ca cac tiéu chun trong tiéu chuan phén loai ACR duoc danh gia nhu
nhau, khong cé bat ky tiéu chuin riéng nao cd do nhay hay do dac hiéu hon.
Céc nghién ctru da ching minh va bang kinh nghiém cho thay cac tiéu chuan
nhu bé“mg ching khach quan cta bénh than (protein ni€u c6 y nghia, té bao
nude tiéu hoat dong hodc sinh thiét than vo1 cac béng chiing cua viém théan
lupus), phat ban dang dia, va giam té bao mau rat hiru ich trong thiét 14p chan

doan lupus hon céc ti€u chuan khac.
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1.6.2 Chén doan SLE va viém than lupus
1.6.2.1 Chén dodn xdc dinh SLE
Chén doan xéac dinh bénh lupus doi hoi tap hop céc triéu chimg ciia bénh
nhan, thim kham 1am sang, va két qua ctia cac xét nghiém chan doan. Chan
doan xac dinh SLE hién nay dua vao 2 tiéu chuén phan loai ACR va SLICC.
Chin dodn xdc dinh SLE duwa vao tiéu chuin ACR:
Bénh nhan duoc chan doan c¢SLE khi c6 du hodc nhiéu hon 4 tiéu chuin

theo tiéu chuan phan loai SLE ctia Hoi thap hoc My (Bang 1.5) [2],[26]. ¢SLE

khéng dién hinh 1a bénh nhan c6 mdt sb cac triéu chimg goi ¥ bénh lupus ban
d6, nhung khong di tidu chuan theo kinh nghiém 1dm sang hodc theo tiéu
chuan phan loai SLE cia ACR (<4/11 tiéu chuan). Nhimg bénh nhan nay
thuong chi xuét hién mot hodc hai trong sb cac tiéu chuan ACR va cac biéu
hién khac khong nam trong cac tiéu chuan phan loai.

Chin dodn xdc dinh SLE dwa vao tiéu chuin SLICC:

Chan doan xac dinh SLE khi bénh nhan c¢6 >4 tiéu chuén (it nhat 1 tiéu chuan

1am sang va 1 tiéu chuan mién dich) (bang 1.5) hodc sinh thiét than x4c dinh viém
than lupus theo phan loai ISN/RPS 2003 + hi¢n dién khang thé tu min [55]
1.6.2.2 Chdn dodn viém thin lupus:

Chén doan xac dinh viém than lupus khi bénh nhéan c6 cac triéu chimg
1am sang ton thuong than (thudc 6 nhém da mé ta trong phan triéu ching 1am
sang than) kem theo xét nghiém:

-Protein kiéu than hu:  Protein niéu >3 g/ngay/1,73m*> hoic
Ty 1€ protein/creatinin ni¢u (Up/c) >0,2 g/mmol.

- Protein niéu it hon kiéu than hu: Protein niéu >0,3 g/ngay/1,73m? hoic
Up/c >0,02 g/mmol.

- D4i mau dai the.

- Xét nghiém cin nudc tiéu duong tinh: >5 hong cau/vi trudng, >5 bach

cau /vi trudng ma khong co nhiém trung, tru hdng cau hay try bach cau.
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- Tang huyét ap.

- Mirc loc céu than giam (<90 ml/phut/1,73m?).

- Suy than cp.

- Nghi ngd viém than lupus: Bénh nhan c¢6 viém than + khong du ti€u
chuan chan doan lupus, nhung sinh thiét than c6 ling dong day du cac phirc
hop mién dich (fullhouse) thi van duoc chan doan viém than lupus.

Bénh nhan viém than lupus can chin doan phan biét véi cac viém ciu
than khac nhu: viém ciu than sau nhiém trung (lién cu khuén, tu cau, viém
nd1 tam mac ban cép do vi khuan, hodc viém gan virus C), viém cau than tang
sinh mang, hodc viém mach than (li€én quan dén ANCA hoic anti-GBM)
..[21,[26],[37],[56]

1.7 Bién chimg, tién lwong trong bénh SLE va viém than lupus

Ngoai dot bt phat bénh nang va bién ching do thuéc, bién chirng lam
tang ty 18 tr vong SLE can dé cap dén 1a nhiém tring va hoi chimg kich hoat
cac dai thuc bao.

1.7.1 Nhiém trung

Nhiém_tring: Nhidm khuan chiém 20-55% cac ca tir vong ¢ bénh nhan

SLE. Bénh nhan SLE thuong bi suy giam mién dich do rdi loan chirc ning
mién dich ndi sinh; do sir dung corticosteroid lidu cao va thube (rc ché mién
dich khac kéo dai. Bénh nhiém trung trén SLE rat da dang bao gdm nhiém
trung do vi khuan, lao, virus, ndm, va ky sinh tring, v&i cac vi tri nhiém tring
phd bién 1a dudng ho hap, duong tiét niéu, va than kinh trung wong. Cac yéu
t6 nguy co nhidm tring gdm lupus hoat dong vé 1am sang va/hodc huyét thanh
hoc, ton thuong co quan chinh (ddc biét 1a than va phéi), giam bach cau
lympho, giam bach cau trung tinh kéo dai (<1000 / mm3), giam albumin mau,
lidu cao GC (ctr tang prednisone mdi 10 mg/ngay lam ting 11 1an nguy co

nhiém tring nghiém trong), va str dung trong 6 thang gan day thudc gay doc
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té bao (ddc biét 1a azathioprine va cyclophosphamide). Chan doan phan biét
dot cép lupus can diéu tri trc ché mién dich v&i nhidm trung 1a mot thach thic
trong chan doan va diéu trj [57],[58].
1.7.2 Theo doi l1au dai (Tién lwgng)

Cac nghién ctru cho thiy bénh nhan SLE thuong khong dat dugc sy
thuyén giam khong dung thudc lau dai va nhiéu bénh nhan bi bénh thé hoat
dong kéo dai doi hoi phai str dung thude e ché mién dich dai ngay [27],[49].
Ty 1¢ tai phat udc tinh 0,65 cho mdi bénh nhan-nim theo ddi. Bénh nhan
¢SLE cang tré tudi luc chan doan thi cang mac bénh ning hon ngudi 16n bi
SLE, va dé bi ton thuong co quan man tinh do bénh hodc do diéu trj [2].
Nguoi khong phai da tring, dic biét 1a ngudi My gde Phi (hay Caribbe gbc
phi) hodc ngudi gbc Tay Ban Nha, thudng c6 tién luong xdu hon [59].

1.7.3 T vong:

Ty 18 tir vong giam dang ké trong hai thap ky qua, véi ty 1é sbng con 10
va 15 nam vuot qua 85%. Tuy nhién, v6i tudi trung binh khéi phat bénh
khoang 12 tudi, diéu nay c6 nghia dén tudi 22-27 tudi 1én dén 15% bénh nhan
tr vong cSLE [2],[27],[49]. Nguyén nhén tir vong trong vai nim dau tién cta
bénh phan 16n do bién ching nhiém tring, ESRD hodc dot lupus bung phat

nghiém trong, trong khi ty 1& tr vong vé sau chi yéu 1a do bénh tim mach[26].
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1.8 Diéu trj viém than lupus & tré em

Viém than Lupus (LN) 13 mot trong nhitng biéu hién 1am sang chinh, xac
dinh muc do tram trong va tién luong lupus ban d6 (SLE) ¢ tré em. Vi vay,
tré em bi viém than lupus can diéu tri som, kip thot dé bao vé than 1am cham
tién trién dén ton thwong man tinh [16],[60]. Pong thoi, tranh diéu tri thude
trc ché mién dich qua mirc va khong can thiét c6 thé lam ting tac dung phy,
tang nguy co nhiém trung ning va khéi u ac tinh vé sau [2],[29].

Céac thap k§ qua dd chimg kién mot sé luong chua timg co cac thu
nghiém 1am sang 16n vé lupus. Huéng dan 1am sang diéu tri viém than lupus
gan day da dugc cong bd boi nhom nghién ciu SLE Ha Lan [61], Hiép hoi
thip hoc My (American College of Rheumatology ACR) , va Hiép hoi lién
hiép chau Au vé bénh thip khdp va than - Loc mau va ghép tang chiu Au (the
joint European League against Rheumatism and European Renal Association-
European Dialysis and Transplant ASERA-EDTA) [62], KDIGO , Cochrane
2012 [63] va t6 chic Childhood Arthritis and Rheumatology Research
Alliance (CARRA) 2014. Cac dé xuit hudng dan diéu tri viém than lupus
nén ca nhan hoa dua vao cac yéu t6 nhu ching tdc/dan tdc, mirc d§ nghiém
trong vé 1am sang ton thuong than (hoi chimg than hu két hop, suy than cép),
biéu hién lupus ngoai than, va cac dot tién trién trude d6 cta bénh. Tuy nhién,
sinh thiét than van dugc chap nhan nhu 13 tiéu chuan vang dé danh gia muc
do hoat dong cua than va hudng dan diéu tri bénh nhan [14],[16],[17].

1.8.1 Piéu tri viém thin lupus dwa vao phan loai ISN/RPS

Diéu tri viém than lupus dya vao phan loai ISN/RPS gom sau 16p LN
(bang 1.2). Mic du t6n thuong MBH c6 thé dién bién thay doi tir 16p nay sang
16p khac trude hodc trong qué trinh diéu tri, tuy nhién tén thwong MBH ban
dau xac dinh phac d6 diéu tri va tién luong bénh [14],[16],[17],[62],[64].



27

Diéu tri viem thin lupus lop I va 11

LN 16p I va II 1a loai ton thuong LN it nghiém trong hodc chi can diéu tri
corticosteroid duong udng, khong can két hop thém cac thude e ché mién
dich khac ngoai trir c6 ton thuong da co quan. Tuy nhién, vi bénh ludn co
nguy co tién trién ning hon nén bénh nhan phai dugc theo ddi can than.

Diéu tri viem théan lupus lop V

LN 16p V hoic mang thuong két hop véi cac ton thuong tang sinh, trong
truong hop nay phac d6 diéu tri twong tu nhu ton thuwong 16p III hodc IV. LN
mang don thuan (Lép V) it phd bién va ciing c6 tién lugng t6t hon so voi cac
ton thuong ting sinh. Pidu tri LN mang don thudn van con nhiéu tranh cii, vi
suy giam chirc ning than thudng cham hon va tién luong lau dai ot hon so
v6i 16p 11T hodc IV. LN mang thuong di kém véi protein niéu kiéu than hu,
lam ting nguy co huyét khdi tic mach va bién ching tim mach.
Corticosteroid van con 1a thude chinh trong diéu tri trong LN mang, mac du
két qua van chua dugc chimg minh bang thir nghiém 1am sang ngau nhién dbi
chung. Pa sd cac hiép hoi va hoi nghi dong thuan tan dong bénh nhan LN
mang c6 protein niéu cao (> 1g/24 gid) can két hop thém véi thubc UCMD
khac, tuy nhién hiéu qua trén cac nghién ctru ddi chimg con rat hiém. Piéu tri
dan nhap va duy tri LN mang bang IVCYC, MMF, va AZA c6 két qua tdt,
nhung cyclosporine A, tacrolimus cling c¢6 hi€u qua tuong tu va it doc tinh
hon [65]. ACR d& nghi két hop prednisone (0,5 mg/kg/ngay) va MMF (2-3
g/ngay) cho din nhip & bénh nhan LN mang don thuin va co protein niéu
kiéu than hu [66]. Phac d6 diéu tri LN mang don thuan & tré em theo Marks
va Sng khuyén céo diéu tri phu thudc vao protein niéu, néu protein < 1g/ngay,
diéu tri cac triéu chimg co ban ngoai than két hop thudc giam protein niéu
ACI hoic ARB. Néu protein niéu kéo dai > 1g/ngay st dung corticosteroid
(tinh mach hodc ubng) phdi hop véi cac thubc UCMD khac (IVCYC, hoic
MMF hoac MMF + CSA) tuy theo dap img bénh nhan [16],[67],[68].
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Diéu tri viem thin lupus lop VI

LN xo hoa tién tién (16p VI) dic trung bdi xo hoa toan bd hon 90% toan
bd cau than va thuong biéu hién suy than giai doan cudi can phai can thi¢p loc
mau va ghép than, thudc e ché mién dich khong hitu ich cho nhiing bénh
nhan nay ngoai trir diéu trj cac triéu ching ngoai than [16],[17].

Diéu tri viem thin lupus tang sinh (lop 111 va IV)

Viém cau than lupus ting sinh khu tra hodc lan téa (LN 16p III va IV) 1a
mot loai phé bién nhit ctia LN tré em véi biéu hién ton thuong than nang, tién
luong gan va xa déu xau, doi hoi phai diéu tri sém va tich cuc hon. Phan 1én
céc tac gia, hiép hoi va hoi nghi dong thuan déu thong nhét diéu tri LN ting
sinh thanh hai giai doan: diéu tri din nhap dé kiém soat hoat dong bénh bing
cach tao nén sy thuyén gidm bénh hodc it nhét han ché tién trién bénh; diéu tri
duy tri sau khi dat dugc thuyén giam dé tranh tai phat va kiém soat bénh bang
cach han ché tinh trang viém, ton thuong [16],[69].

1.8.2 Piéu tri viém thin lupus ting sinh (16p III va IV)
1.8.2.1 Piéu tri déin nhdp (tén céng)

Piéu tri dan nhap 1a kiém soat hoat dong bénh voi mot diéu tri ngén han
ctia thudc UCMD liéu cao (bang 1.7). Mic du dd c6 mot sé phac d6 diéu tri
dan nhap dugc chip nhan rong rai, nhung phuong phép tiép cin diéu tri gitta
cac bac si 1am sang khac nhau. Diéu tri thuong c4 nhan hoa va thiét ké tay
theo cdc mirc do nghiém trong cua bénh (biéu hién 1am sang nhu suy than,
protein ni€¢u kiéu than hu.. va ton thuwong mé bénh hoc nhu liém té bao, hoai
tir...), cac yéu td kinh té xa hoi, chung toc va kinh nghiém cua bac si [16],[49].

Hai phac d6 dang duoc st dung rong réi trén thé gidi trong diéu tri dan
nhap 1a phdi hop prednisolone véi hodc cyclophosphamide tinh mach (phac
dd NIH/Euro-Lupus) hodc mycophenolate morfetil.
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Cac thude khac dugc liét ké trong bang 1.7 thuong st dung trong lupus

khéang tri, tuy nhién két qua van con nhi€u tranh cai vé hiéu qua cling nhu tac

dung phu & tré em.

Bang 1.7: Piéu tri din nhap (tin cong) cho LN tré em

Thuoc

Liéu dé nghi

Corticosteroids

Methyl prednisolon tinh mach

1g/1,73 m? DTCT (t6i da 1g) trong 3 ngay
lién tuc, sau d6 danh gia va lap lai hang
thang

Prednisolon udng

1-2 mg/kg, t6i da 60 mg/ngay giam dan dén
liéu thap 0,3mg/kg/ngay

Thudc UCMD khac

Cyclophosphamide (CYC) uong
(hién nay it st dung do nhicu tdc dung phu)

1- 3 mg/kg/ngay

Phac @6 NIH (IVCYC liu cao)

0,5-1 g/m*liéu hang thang trong 6 thang,
sau d6 moi 3 thang trong 18-24 thang

Phéc d Euro-Lupus (IVCYC liéu thip)

0,5/m%/1iéu mdi 2 tuan trong 3 thang, sau d6
modi 3 thang trong 18-24 thang

Mycophenolate mofetil (MMF) uong

0,6-1,2 g/m?/ngay, toi da 3 g/ngay chia 2 lan

Rituximab (RTX)

350-750 mg/m*liéu, truyen TM 1-2
tuan/lieu, X 2 dén 12 liéu

Cyclosporin A (CZA) uong

3-5 mg/kg/ngay chia 2 lan

Liéu phap mizoribine uéng ngit quing

5-10 mg/kg/ngay, t6i da 500 mg, moi 2 tuan
trong 12-24 thang

Azathioprine (AZA) uong

2-2,5 mg/kg/ngay

Piéu tri khac

Intravenous immunoglobulin (IVIG)

2g/kg ti da 70g/ngidy mdi 4-6 tuan

Trao dbi huyét twong

5 to 10 trao ddi huyét twong

Ghép té bao goc

Pang nghién clru ¢ ngudi 16n
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1.8.2.2 Piéu tri duy tri

Diéu tri duy tri LN st dung phac d6 thudc trc ché mién dich dai ngay
hon nhung véi liéu thip hon (Bang 2.11). Muc dich cua diéu tri duy tri 1a duy
tri thuyén giam, kiém soat hoat tinh bénh, giam thiéu tai phat bénh, va ngan
chan tién trién dén ton thuong xo man tinh, déng thoi han ché doc tinh ngén
han va lau dai cia thudc [16],[17]. Tuy nhién, chon lya phac dd va thoi gian
diéu trj duy tri trong LN ning, khang trj vin con nhiéu tranh cai.

Bang 1.8: Diéu tri duy tri viém thin lupus & tré em

Thuoc Liéu dé nghi
Prednisolone udng 10-15 mg/ngay hodc cach nhat (khi c6 the)
Azathioprine (AZA) ubng 2-2,5 mg/kg/ngay
Mycophenolate mofetil (MMF) udng 0,6-1,2 g/m?/ngay, toi da 3 g/ngay chia 2 lan
Hydroxychloroquine uong 4-6 mg/kg/ngay (toi da 10 mg/kg/day)

Dicu tri duy tri LN ning nén tiép tuc it nhat 2-3 nam va co thé vo thoi
han trong nhiéu trudng hop. Diéu tri corticosteroid lidu thip hang ngay hoic
cach ngay trong nhiéu niam 13 can thiét. Azathioprine dugc sir dung rong rai
trong diéu tri duy tri ciia SLE tré em. Tuy nhién, trong nhitng nim gan day,
MMF ndi 1én nhu mot thude co hiéu qua va an toan hon AZA trong diéu tri
duy tri, voi ty 18 sdng sét khong bién chimg cao hon ¢ bénh nhan nguoi 16n
vatré em [16],[17],[70],[71]

Nhiéu trung tdm trudc day st dung cyclophosphamide tinh mach, nhung
hién nay MMF udng dugc wu tién sir dung trong diéu tri din nhap va duy tri
cho tré bi SLE va LN. Tuy nhién, azathioprine va MMF, déu 1a tac nhan
khang ting sinh, dugc st dung ¢ hiu qua va an toan trong diéu tri duy tri.
Theo y kién cua nhiéu chuyén gia, hiép hd1i va hoi nghi déng thuan, tré em bi
SLE va LN ning, cn phai diéu tri duy tri dai ngay véi corticosteroid va

azathioprine hoac MMF.
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1.9 CAc van dé hién tai va phwong huwéng nghién ciru vé SLE va viém
than lupus & tré em & cac nuéc trén thé gisi
1.9.1 Dich t& hoc

Rat nhiéu cong trinh nghién ctru vé dich t& hoc & cac nudc phat trién cd
ging ching minh ty 16 m&i méc, hién mic ¢ cic ching toc khac nhau, ty 18
Nit/Nam, tudi mac bénh [3],[11],[12],[13],[15],[40],[41],[42]. Ty 1¢é SLE khdi
phat ¢ tré em 0,36 - 2,5/100.000, ty 1& hién méc khoang 1,89-25,7/100.000.
Trong d6 tré em chau A, chau Phi va chiu dai dwong c6 khuynh huéng méc
bénh cao hon so véi tré da tring (chau Au). Ty 1¢ nit/nam thay doi tiy nghién
ctru nhung khoang 5-9/1, nghién ciru ¢6 tudi méc bénh cang thap ty 1¢ nam/nir
cang thap.

O cac nudc dang phat trién rat it cong trinh nghién ciru cong b ty 18
hién mic, mdi mic. Chi co cac nghién ciru cong bd vé tudi mic bénh, ty 18
Nit/Nam trén nhoém ddi twong nghién ctru nhod ctia mot ving, khong thé hién
duoc yéu t6 vé dich t& hoc cua quén thé [60],[72]. O Viét Nam, céc nghién
ctru vé SLE tré em rat it, cac nghién ciu véi s6 lugng bénh nhan ctia mot
bénh vién, vi vay khong thé cong bd vé ty 16 moéi méc va hién méic. Chi thong
ké duoc tudi khoi phat bénh, ty 1& Ni/Nam [21],[22],[23],[24],[25]. Can co
nghién ctru trén pham vi rong hon dé cong bd ty 18 hién méc bénh, méi méc
clia nudc ta, so sanh voi cac nude trong khu vyc va thé giéi.

1.9.2 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 c¢6 Viét Nam. Céc bo cdo ndy cong bd ty 1& xudt hién céc tricu
chung 1am sang, xét nghiém vé huyét hoc, sinh hoa va mién dich; cac chi sd

hoat dong bénh SLEDAL BILAG...[12],[131,[22],[23],[241.[60],[73].
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Bang 1.9: Tém tit cic d4u 4n sinh hoc va ting dung trong viém than

lupus & tré em.

Dau an sinh hoc Bénh phim Phuo,ng Bhap Murc dg lién quan dén LN tré TLTK
(Biomarker) phat hién em
Albumin Nudc tieu ELISA Thuc hanh 1am sang chuan [75-79]
Hong cau, bach cau Nudc tieu Soi t& bao Thuc hanh 1am sang chuan [71-73]
C3/C4 complement level Mau ELISA Thuc hanh 1am sang chuan [58-62]
Anti-dsDNA antibodies Méu ELISA Thuc hanh 1am sang chuan [54-57]
APRIL Mau ELISA Trung binh [94]
TWEAK Nudce tieu ELISA Cao [109-114]
o R qRT-PCR; . -
MCP-1 Nudc ti€u ELISA Trung binh [118-122]
o iR ELISA; .
RANTES/CD4+ T cells Nudc tiéu FACS Trung binh [127,128]
VCAM:-1 Nude tiéu ELISP‘%RqRT' Trung binh [132]
NGAL Nuée tidu ELISA Cao - ngu"glgé}%‘a ridatim | 135 3
Nudc tiéu; ART-PCR;
miRNAs ’ hybridization; Cao [146-153]
PBMCs NGS

Ghi chu: ELISA: Enzyme-linked immunosorbent assay; FACS: Fluorescence-activated cell sorting;, LN:
Lupus nephritis; NGS: Next-generation sequencing, PBMC: Peripheral blood mononuclear cell; gRT-PCR:
Quantitative real-time polymerase chain reaction.

Trich dan tir Goilav [74],[75]

Vi ton thuong than co gia tri rat 16n trong tién luong bénh SLE, nén hién
nay cac nghién ctru tip trung phét hién cac déu 4n sinh hoc gitip chan doan
s&m ton thuong than, mic d§ nang viém than va tién lugng viém than lupus.
Ngoai cac ddu 4n sinh hoc dd dugc sir dung trong 1am sang, dugc nghién ciru
rat nhiéu trong nhitng nim gan day nhu: Protein niéu, hong cau niéu, anti-
DsDNA, C3 va C4, cac diu 4n sinh hoc méi dya trén co ché bénh sinh nhu:
khang thé Clq, BAFF, APRIL, TWEAK, MCP-1, RANTES/CD4+ T cells,
VCAM-1, NGAL, miRNAs trong mau va nudc tiéu dang duoc nghién ciru
(bang 1.10). Tuy nhién cac nghién ctru vé cac dau 4n sinh hoc méi chu yéu
duoc tién hanh ¢ nguoi 10n, can cé cac nghién ciru duge tién hanh & tré em vi
dap tmg sinh hoc & tré em c6 thé khac so véi ngudoi 16n.

1.9.3 Tén thwong md bénh hoc thin va lién quan
Céac nghién ctru vé MBH than cong bd phan bd vé cac 16p MBH than,

lién quan giita 1am sang va MBH than, viéc ung dung phan loai trong chan




33

doan va diéu tri. Cac nghién ciru déu thong nhat ty 18 ton thuong 16p IV cao
nhat chiém tir 40-70% tuy nghién ctru. Lién quan 1am sang va MBH con
nhiéu tranh cdi, tuy nhién cac tac gia thdng nhét 16p ting sinh phdi hop véi
biéu hién 1am sang ning: tang huyét 4p, HCTH, suy than, protein khoang than
hu, giam C3, C4 nang va thuong c6 liém té bao [7],[12],[131,[761,[771,[78].
Tuy nhién 16p ting sinh c6 thé biéu hién 1am sang rat nhe, chi c6 bat thuong
nuéc tiéu nén da sd cac tac gia khuyén céo nén sinh thiét than & tit ca cac
bénh nhan c6 ton thuong than [2],[26],[271,[37],[79]. Cac nghién ctru ciing
cho thiy viéc 4p dung phéan loai MBH than vao chan doan va diéu tri giup
chan doan va diéu trj sém dé bao vé than cham tién trién dén ton thuong man
tinh. Pdng thoi, tranh diéu tri qua mirc va khong can thiét v6i cac tac nhan trc
ché mién dich c6 thé gay ting tac dung phu, ting nguy co nhiém tring ning
va khéi u 4c tinh vé sau [2],[26]

Céc nghién ctru méi nhit vé MBH chu yéu vé sy dong thun trong phan
tich, danh gid va 4p dung cac phan loai MBH théan, dic bi¢t 1a phan loai
ISN/RPS nim 2003. Hiéu qua ctia phan loai ISN/RPS c6 thé phan tich tir
nhiéu khia canh; so sanh véi céc phan loai cua WHO trude do, gia tri tién
luong va lién quan v6i 1am sang, diém yéu cia nd, cudi cuing sy can thiét phai
stra d6i phan loai dé dap tng v6i nhitng phat hién méi vé co ché bénh sinh.

Tinh vu viét cua viéc phan loai ISN/RPS so véi cadc phan loai cua
WHO truéc d6 da dugc ching minh rd rang trén mot sd nghién ctu
[52],[80],[81]. Nghién ctru 16n nhat so sanh hai phan loai cia Furness va
Taub cho thay phén loai ISN/RPS c6 ddéng thudn cao hon dang ké (0.44 so
vo1 0.53,  :0.002) [80].

Vé gia tri tién luong va tién doan cua phan loai ISN/RPS, cac nghién ciru
d4 cho nhirng két qua trai nguoc nhau nhiéu hon [82],[83]. Pic biét lién quan

dén nghién ctru so sanh gitta cac 16p III va IV, cac ton thuong hoat dong va
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man tinh, va dudi 16p cta 16p IV. Py chinh 1a diém ma sy dong thuan tuong
dbi kém trong nghién ctru [84].

Nhitng diém yéu chinh cua phan loai méi 13 qua nhdn manh dén t6n
thuong cau than, thiéu phdi hop véi ton thuwong mach mau va k& dng than,
dua ca hai ton thuong hoat dong va man tinh vao céac 1op twong tu [83],[85].

Nhu vay, phan loai mé&i ISN/RPS 2003 ¢6 nhiing diém manh va diém
yéu, da dén lac can xem xét lai viéc phan loai dua vao cac dir li€u méi da tich
lily dwoc tir cac nghién clru vé phén loai ndy. Thay vi tao ra cac 16p trong
phan loai nay, céac biéu hién mo6 bénh hoc cu thé co gia tri tién lugng doc lap,
céc thong sd 1am sang, xét nghiém tai thoi diém sinh thiét hodc theo doi, nén
liét ké va tinh diém twong tu nhu cach tinh diém trong phan loai cia WHO vé
bénh 1y 4c tinh bach huyét hodc bénh than IgA [83],[86]. Can c6 cac danh gia
cu thé vé cac thuong ton k& 6ng than, mach mau va tinh diém trong phan loai
dé nang cao hon nira gia tri tién luong cua céac luoc dd phan loai. Cac dinh
nghia vé céc ton thuong mo6 bénh hoc, dac biét lién quan dén chi sb hoat dong
va man tinh ciing nén dua vao cach tinh diém. Do tinh chat khong dong nhat
vé ton thuong than trén miu sinh thiét than nhu IgAN, nén di dén luc st dung
cung chién luge va cach tiép can dé phan loai LN nhu trong cach phan loai
bénh than IgA [83]

Tom lai, phan loai m&i ISN/RPS 2003 vé LN dudng nhu di dat duogc
nhiéu muc tiéu va dugc st dung trén toan thé gi61 vo1 nhitng diém manh va
han ché. Tuy nhién, da dén lic xem xét lai viéc phan loai dua trén cac béng
chung tich lity tir cac nghién ctru va dit liéu méi phat hién vé co ché bénh sinh

cua bénh nay.
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1.9.4 Chan do4n SLE va viém than lupus

Tiéu chuan phan loai ACR dugc st dung trén toan thé gidi trong chan
doan va nghién ctiru bénh SLE. Tuy nhién sau hon 30 niam sir dung, tiéu chuan
phan loai ACR hi¢n tai c6 mdt s6 nhuoc diém nhu: (1) céc ti€u chuan 1am
sang, co trung 1ip vé tiéu chuén lupus da cao (nhu ban canh buém va nhay
cam anh sang) va khong dua vao nhiéu biéu hién lupus da khac; thiéu nhiéu
biéu hién than kinh SLE; va su can thiét phai str dung tiéu chuan méi trong
dinh luong protein nuée tiéu. (2) Tiéu chuan mién dich thiéu tiéu chuin bd
thé thap, thiéu tiéu chudn méi vé khang thé khang phospholipid. (2) Bénh
nhan mic du dugc chan doan SLE nhung khong c6 bat ky tiéu chi mién dich
(du SLE 1a bénh qua trung gian tir khang thé). Vi vay trén thuc té chan doan
va nghién ctru 1am sang SLE thudong yéu cau c6 thém tiéu chuan vé su hién
dién cia mot tu khang thé SLE khi thu thap bénh nhan dé t6i wu hoa kha ning
chan doén va diéu trj trc ché mién dich. Cubi cung, sinh thiét khéng dinh viém
than do SLE (c6 su hién dién cua khang thé lupus) nén xem nhu 13 tiéu chuén
lam sang "don doc"[2],[87].

Dé giai quyét cac han ché trong tiéu chuan phan loai ACR, nhom hop tac
lam sang qudc té vé lupus (SLICC) méi day dd xdy dung phién ban tiéu
chuan phan loai SLE méi dé giai quyét nhiéu van dé phat sinh tir tiéu chuan
phan loai ACR nam 1982 [55].

bén nay cé rat nhiéu nghién ctru so sanh 2 phan loai vé do nhay, do dac
hiéu st dung trong chan doan va nghién ctru [55],[87],[88]. Nghién ciru so
sanh giita 2 phan loai SLICC va ACR ctia Petri et al (2012) cho thay do nhay
va do dac hi¢u cua tung ticu chuin phan loai lién quan dén do nhay va do dac
hi¢u trong chan doan SLE. Phan loai SLICC c6 d6 nhay cao hon (97% so véi
83%, p <0,0001) so voi phan loai hi¢n hanh ACR (1997), nhung d6 dac hi¢u
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kém hon (84% so véi 96%, p <0,0001). Nhin chung, phan loai SLICC thuc
hién chan doan t6t hon va dé lot chan doan it hon 12 bénh nhan so voi phan
loai ACR. Tuy nhién, sy khac biét giita cic phan loai khong cé y nghia théng
ké (p = 0,24) [55]. Tuy c6 nhiéu wu diém hon so véi phan loai ACR nhung d6
dac hiéu cua SLICC thép hon, vi vay sé& dé chan doan nhadm hon, d6 chinh 1a
1y do cho dén nay tiéu chuan phan loai ACR van dugc sir dung phd bién trong
chan doan va nghién ctru vé SLE [12],[73],[76],[771,[89].

1.9.5 Piéu tri

1.9.5.1 Thuéc UCMD sin cé hi¢n nay

Trén thé gidi hién nay c6 rat nhiéu nghién ctru vé cac khia canh trong
diéu tri viém than lupus bao gém céc thudc dang duoc sir dung va cac thude
sinh hoc, cac khia canh trong nghién ctru diéu tri viém than lupus bao gdm:

- Diéu tri dua vao két qua MBH than, biéu hién 1am sang nang tai than
(HCTH, suy than, viém cau than tién trién nhanh) va ngoai than (biéu hién
than kinh, huyét hoc), theo chung toc (da den thudng cd nguy co ton thuong
than ning va tién luong x4u)...[2],[44]

— Phac d6 IVMP (liéu phap xung) 1000mg/1,73m? hodc 15-30 mg/kg
trong 3 ngay lién tiép va tiép theo bang liéu cao prednisone udng 1,0-2,0
mg/kg/ ngay dugc stt dung cho bénh ning cé ton thuong co quan chinh nhu
than, nhirng biéu hién tAm than kinh hodc viém mach hé théng. .. [90].

- So sanh cac phac dd diéu trj dan nhdp viém than lupus tang sinh ¢ tré em,
dic biét phac d6 IVCYC liéu thap (Euro-lupus)/lidu cao (NIH) v6i phac 0 MMF

+ Nghién citu so sanh phéc do Euro-Lupus véi phdc do NIH: khong
thay su khac biét trong két qua tir vong, chirc ning than hodc chi sd ton

thuong SLE tong thé sau 10 nim theo ddi, tuy nhién phac d6 Euro-lupus it tac



37

dung phu hon nhiéu [91],[92].

+ Phdc dé mycophenolate mofetil (MMF): MMF dugc chi dinh trong
diéu tri LN ning & tré em vao cudi thap nién 1990 voi két qua dap tng tt, wu
diém cta no 1a d& dang chi dinh va it tic dung phu, MMF chi dinh duong
udng véi lidu thap ting dan dén lidu 0,6-1,2 g/m? DTCT (t6i da 1-3 g) két hop
voi glucocorticoid trong diéu tri viém than lupus
[93],[94],[95],[96],[97],[98],[99]. Hai téng quan hé¢ théng va phan tich gdp (n
= 847 va n = 638) cho thdy MMF c6 hiéu qua twong ty nhu cia
cyclophosphamide trong thuyén giam bénh than (ty 1€ rai ro gop 1,21; 95%
C10,97-1,48 ). Mac du MMF khong vuot troi so voi cyclophosphamide vé ty
1€ séng con, nhung MMF it ddc hon, do d6 1a lya chon an toan hon dac biét &
tré em [95],[97],[98]. Ngoai ra, trong hai nghién ctru 16n da trung tim, ngau
nhién, mu do6i & bénh nhan viém than lupus (nghién ctu MAINTAIN 2010 va
ALPS 2011) sir dung mot trong hai phac dd: MMF hoic cyclophosphamide
tinh mach trong 6 thang nhu diéu tri din nhap, tiép theo 1a diéu trj duy tri
hodc MMF hodc azathioprine trong 36 thang. No6i chung khong c6 su khéc
biét c6 ¥ nghia thong ké vé két qua dau ra gdm tir vong, tai phat than, bénh
than giai doan cudi gitta MMF va azathioprine trong diéu tri duy tri. Tuy
nhién MMF t6t hon azathioprine trong diéu tri duy tri dap Gng ton thuong
than va phong ngura tai phat, an toan va it tdc dung phu hon [71],[100],[101].

— Céac phéac dd diéu trj trong viém than lupus khang tri: hién nay chua c6
phac d0, huéng dan diéu trj cy thé vé lupus khang tri, da sd cac nghién ciru
théng nhat chuyén phac d6 tir IVCYC sang MMF hoic nguoc lai hodc phdi
hop voi céac tac nhan sau:

+ Cdc tac nhan ke ché calcineurin (CNI)(Cyclosporin A va tacrolimus).
Theo Aragon cyclosporin cing véi MMF 1a mot thudc thay thé trong diéu trj

dan nhép & tré em bi LN ning. Ngoai ra mot s6 nghién ctru & tré em cho thiy
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cyclosporin két hop voi MMF 1a mot lya chon khéc trong diéu tri LN khang
tri, nhung ty 1¢ tai phat cao sau khi ngimg diéu tri [102],[103].

+ Immunoglobulin tinh mach (IVIg):IVIG dac biét hi¢u qua ¢ tré em
SLE c6 ton thuong huyét hoc ning, viém co tim, SLE khang tri, nhiém khuan
ning kém theo hodc hoi chimg thuc bao té bao mau trong SLE. Tuy nhién chi
dinh bi han ché do su sén c6, dét tién va co rat it bao cao két qua diéu tri IVIG
O tré em véi SLE [16],[104].

+ Trao doi huyét twong: Két qua tir cac nghién ctru tién ciru ddi ching
khong ung ho cho viée sir dung trao d6i huyét twong trong tri liéu hiéu qua &
bénh nhan LN. Vai tro cua trao d6i huyét twong dudng nhu chi giéi han trong
diéu tri LN phdi hop véi xuat huyét giam tiéu cau huyét khdi, hoi ching anti-
phospholipid, c6 thé chi dinh trong truong hop SLE rat nghiém trong, khang
trj v6i ton thuong ndo va ton thuong than hinh 1iém[16],[105].

+ Rituximab: trong thoi gian gan day rituximab duoc s dung rat nhiéu
trong cac nghién ctru ¢ nguoi 16n va tré em bi lupus hodc viém than lupus
khang tri, cai thién lén dén 89% bénh nhan dugc quan sat
[16],[38],[94],[106],[107],[108],[109],[110],[111]. Tuy nhién van con thiéu
cac nghién ctru ddi chung gia dugc, da trung tAm ngau nhién 16n ¢ tré em dé
khang dinh vai tro rituximab trong diéu tri viém than lupus khang trj.
1.9.5.2 Mjt s6 phdc dé dwoc siv dung trong diéu tri viém thén lupus
tang sinh

Trong nhitng ndm gan ddy nhiéu nhoém nghién ctru va hiép hoi cong
bd cac huéng dan 1am sang diéu tri viém than lupus ngudi 16n. O tré em,
nghién ctru vé phac d6 diéu tri va CTPs viém than lupus ting sinh chin
doan méi cia CARRA va tac gia Yap Hui Kim duoc danh gia rat tt trong

thoi gian gan day.
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Bang 1.10: Tém tit cac khuyén nghi chinh tir hwéng din/CTPs trong

diéu tri viém cau thin ting sinh lupus tré em [17]

1. Huéng dan diéu tri tot nhat bang két qua sinh thiét than theo phan loai ISN/RPS hién hanh

II. Tat ca cac bénh nhan dugc diéu tri chung bang hydroxychloroquine dé giam dot bung phat than,
tru khi c¢6 chong chi dinh

111. Liéu phap dan nhap

Lua chon hoic MMF hoidc CYC + glucocorticoid trong 6 thing duoc dé nghi cho diéu tri dan nhap

1. MMF

a. CARRA - 600 mg/m?/liéu X hai lan mdi ngay

b. EULAR/ERA-EDTA - 3 g/ngay

c. ACR 2-3 g/ngay * "CYC tot hon & ngudi My goc Phi va goc Tay Ban Nha"

HOAC

2. Liéu thap CYC

a. EULAR/ERA-EDTA, ACR - 500 mg/TM moi 2 tuan x 6 lan, tiép theo duy tri bang MMF hay
AZA udng * "phac do di€u tri danh cho nguoi da trang goc chau Au "(ACR)

HOAC

3. Liéu cao CYC

a. CARRA 500 mg/m? liéu ban dau ting dan khong vuot qua 1.500 mg/thang x 6 thang

b. ACR 500-1.000 mg/m?2 truyén TM mdi thang x 6 thang

c. EULAIU ERA-EDTA 750-1.000 mg/m? truyén TM mai thang x 6 thang hodc 2-2,5 mg/kg/ngay
uong x 3 thang. Chi danh cho "bénh nhén c6 cac yeu t6 tién lugng x4u (suy giam chirc nang than
cap tinh, 1iém té bao va/hoic hoai tir fibrinoid) dang ké"

CONG

4. Phac d6 Glucocorticoid

a. CARRA (* ban goc chi tiét dugc trinh bay trong CTPs)

i. Chu yéu udng prednisone 2 mg/kg/ngay, t6i da 80 mg giam dan dén 20 mg/ngay cho bénh nhan>
30 kg trong 6 thang

HOAC

ii. Chu yéu IVMP 30 mg/kg/liéu hodc 1.000 mg/1,73 m*/liéu (tdi da 1g) truyen T™ X 1-3 lan/tuan
trong 5-7 tudn, sau d6 hang thang cho dén 6 thang véi 10-20 mg prednisone udng hang ngay, giam
dan dén 5-10 mg hang ngay trong 6 thang

HOAC

iii. Phoi hop Thd/}léng: IVMP (nhu trén) hang thang cong voi prednisone udng 1,5 mg/kg/ngay toi
da 60 mg, giam dan dén 15 mg hodc 0,5 mg/kg sau 6 thang

HOAC

b. EULAR/ERA-EDTA: IVMP 500-750 mg hang ngay x 3 ngay sau d6 prednisone udng 0,5
mg/kg/ ngay trong 4 tuan giam dan dén <10 mg/ngay trong 4-6 thang

HOAC

c. ACR: IVMP 500-1.000 mg/1 73m hang ngay x 3ngdy, sau d6 prednisone udng 0,5-1
mg/kg/ngay, giam dan sau mot vai tudn dén lidu thap nhat c6 hiéu qua (* 1 mg/kg/ngay néu c6 liém
té bao trén sinh thiét than)

1V. Diéu tri duy tri sau khi diéu tri dan nhdp thanh céng

a. EULAR-ERA/EDTA: MMF (2 g/d) hodc AZA (2 mg/kg/ngdy) cong corticosteroids li€u thap
trong it nhat 3 nam (* ti€p tuc dung MMF & bénh nhén c6 di€u tri dan nhap thanh cong bang MMF

b. ACR: 1-2 g/ngdy MMF hoidc AZA 2 mg/kg/ngay c6 hodc khong cé corticoid liéu thap

V. Bénh khing thuoc

a. EULAR-ERA/EDTA: Doi Vg'ri bénh nhan that })ai diéu tri dan nhap véi MMF hoic CYC do thiéu
hi€u qua hoac tac dyng phy, di€u tri dugc thay doi tir
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MMEF sang CYC hodc CYC sang MMF hodc st dung rituximab

b. ACR - bénh nhén that bai diéu tri MMF hodc CYC, chuyén doi sang thudc khac kém theo xung
IVMP trong 3 ngdy. Rituximab c6 thé sir dung trong mot sd truong hop

c. ACR - Nhitng bénh nhén that bai ca CYC va MMF c6 thé dugc di€u tri bang thuoc tc che
calcineurin hodc rituximab cng glucocorticoids

Ghi chu: ACR: American College of Rheumatology [66], AZA Azathioprine, CARRA Childhood Arthritis and
Rheumatology Research Alliance [17], CTPs ké hoach diéu tri dong thudn , CYC cyclophosphamide,
EULAR/ERA-EDTA European League Against Rheumatism/European Renal Association-European Dialysis
and Transplant Association [62], ISN/RPS International Society of Nephrology/Renal Pathology Society,
IVMP methylprednisolone tinh mach, MMF Mycophenolate mofetil

a. Hwéng din diéu tri va ké hoach diéu tri dong thuin (CTPs)

CTPs tré em bao gdm nhitng khuyén cdo manh mé vé diéu trj dva trén
két qua sinh thiét than theo phan loai ISN/RPS, su dung rong rai
hydroxychloroquine va lya chon phac d6 hodc mycophenolate hodc la
cyclophosphamide két hop vdi corticosteroid trong 6 thang diéu tri dan nhap,
tiép theo diéu tri duy tri voi mot trong hai thudc MMF hoic azathioprine.
Bang tom tit va so sanh cac khuyén nghi CARRA chu yéu duoc trinh bay &
bang 1.9. Cac khuyén céo nay da ching minh hiéu qua, nhung van con rat
nhiéu tinh hudng kho khin trong diéu tri, rit it cac bang ching hudéng dan
diéu tri cac truong hop bénh thuc sy khang tri (khong phai la rat hiém) hoac
diéu tri bénh nhan véi biéu hién dong thoi lupus ngoai than (lupus than kinh,
huyét hoc...). CARRA hy vong rang viéc st dung rong rai CTPs ndy & céac
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 twong lai vé viém than lupus
tré em.

b. Phac d6 ciia tac gia Yap Hui Kim [56].

* Lgp I: Khong diéu tri ddc hiéu, didu trj cac triéu chimg ngoai thin
(viém khép, sbt, triéu chung da, niém mac). Thuong st dung phac do
prednisolone don d{c.

* Lop 1l:

- Protein niéu < 1g/ngay diéu tri theo triéu chimg ngoai than. Thudng sir
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dung phéc d6 prednisolone don ddc.
- Protein ni€u > 3g/ngay: corticosteroid va/hoac cyclosporine.

* Lop III/IV: Lya chon cac phac dd diéu tri dan nhap sau

- Phdac do két hop Corticosteroid va Mycophenolate-Calcineurin
inhibitors (CNI).

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

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

*LépV

- Phéc do két hop Corticoid va MMF — CNI:

- Phédc do cyclophospamide liéu cao

* Lép VI: Diéu tr tridu chimg ngoai than va diéu tri thay thé than

Tai Viét Nam, truéc ndam 2006 phac dd diéu tri viém than lupus tang
sinh chu yéu st dung phac dd prednisolone phdi hop v&i cyclophosphamide
(Endoxan) tinh mach hodac uéng hodc azathioprine (Imurel), két qua diéu tri
va theo ddi viém than lupus & tré em con han ché va tién luong thuong x4u va
ti 16 tir vong rat cao (>80%).

Sau nam 2006, v6i su c6 mit cta cac phuong phap, thude didu tri méi hon
tai Viét Nam, trong d6 déng ké 13 mycophenolate morfetil (Cellcept, Micoceft..),
tién luong viém than lupus cai thién dang ké. Tuy nhién cho dén nim 2012, chua
¢6 phac d0 théng nhat vé diéu trj viém than lupus & tré em. Phac d6 cua tac gia
Yap Hui Kim kha twong dong v6i CTPs CARRA va cho két qua diéu tri ngan
han va dai han tét, it tdc dung phu phu hop véi ching tdc chau A, DPong Nam A
va cac thudc sdn co trong danh muc bao hiém Y té chi tra tai bénh vién Nhi
Trung wong. Vi vy ching t0i da str dung phac dd cia tac gia ndy, bién soan lai

cho phul hop vé6i diéu kién Viét Nam va ap dung vao nghién ctru danh gia két
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qua diéu tri viém than lupus & tré em tai bénh vién Nhi Trung wong va dé dang
so sanh véi cac nghién ctru vé viém than lupus & cac nudc khéc.
1.9.5.3 Phwong phdp diéu tri sinh hoc SLE dwa vio co ché bénh sinh

Cac nghién clru vé muc tiéu diéu tri mgi nhiam can thi¢p dac hiéu tai céac
vi tri cu thé cua con duong bénh sinh bénh SLE (hinh 1.4). Vi vay c6 thé
tranh co ché trc ché mién dich qua muc va tac dung phu khong mong mudn.
Muc tiéu mdi duge nghién ctru hién tai trong SLE va cac bénh tu mién khac
huéng truc tiép dén cac muc tiéu té bao, gdm cac phan tir bé mat BL (CD20,
CD22 va CDI19) va phan tir dong kich thich (CTLA-4, CD40/CDA40L,
ICOS/B7-H2), cac phan tir ngoai bao (cytokine, chemokine) va trong té bao
hay cac phan tir can thiép vao con duong truyén tin hiéu va sao chép nhu
proteosome (Bang 1.11).

Hién nay c6 rat nhidu cong trinh nghién ciru voi cac giai doan thu
nghi¢m khac nhau vé céc tac nhan diéu tri sinh hoc dua trén co ché bénh sinh.
Tuy nhién chi c6 2 tac nhan duogc cong bd vé tinh hiéu qua va an toan trong

diéu tri SLE va viém than lupus: Rituximab va Belimumab.
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Bang 1.11: Piéu tri sinh hoc méi trong bénh SLE [112]

Thuoc sinh hoc

Két qua chinh

Muc tiéu LB

Khang thé anti-CD20

Rituximab Hiéu qua trong viéc diéu trj bénh lupus ban d6 khang tri [111]

Cai thién hoat dong bénh [110]

Khoéng hi€u qua trong viém théan lupus tang sinh [110]
Ocrelizumab Khoéng hiéu qua trong viém than lupus
Khang thé anti-CD22
Epratuzumab Cai thién diém s6 BILAG ) ’

Giam liéu corticosteroid voi mot chi sO an toan tot
Tolerogens BL
Abetimus Hiéu qua khong lau dai & bénh nhén lupus viém than
Edratide Chua c6 két qua nao duogc thong bao
Blockers BLyS
Belimumab Giam hoat dong va dot cdp méi [113]
Atacicept Giam dang ké nong do IgM va IgG

Muc tiéu LT va thuéc tec ché yéu to dong kich thich
Abatacept Cai thién bi€u hién SLE khong de doa tinh mang
IDEC-131 Khoéng thay c6 hi€u qua 1am sang & SLE ngudi
Efalizumab Giam cac bicu hién da trong bénh lupus ban dé
AMG 557 Khong co6 két qua phat hanh
Sirolimus An toan va hiéu qua trong SLE khang tri
Uc ché cytokine

Anti-TNF-a
infliximab Hiéu qua dai han cho lupus viém than
Anti-IFN-a / -y
Sifalimumab Két qua chua duoc cong bd
Rontalizumab Két qua chua duoc cong bd
AMG 811 Két qua chua dugc cong bo
Anti-IL-1
Anakinra Cai thién trong viém khop SLE
Anti-IL-6
Tocilizumab Cai thién dap ung 1am sang va huyét thanh
Anti-IL-10
B-N10° Cai thién hoat dong bénh

2 Lupus chudt; BILAG: The British Isles Lupus Assessment Group; BLyS: B cell survival molecule B
lymphocyte stimulator; Ig: immunoglobulin; TNF: tumor necrosis factor; INF: interferon; IL:interleukin.
Trich dan tir Mariana Postal [113]
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CHUONG 2. POI TUQONG VA PHUONG PHAP NGHIEN CUU
2.1 P6i twong nghién ciru:

126 bénh nhan (BN), tudi tir 4,2 — 15,6 tudi, dwgc chan doan viém than
lupus nhap vién tai khoa Than — Loc mau va dugc theo ddi ngoai tru tai
phong kham Than-Loc mau, bénh vién Nhi Trung wong it nhit 6 thang tir
03/2009 dén 02/2016, trong do:

- 94 bénh nhan (74,6%) dugc theo doi dén thoi diém két thiic nghién ciru.

- 26 bénh nhan (20,6%) duoc theo do1 dén tudi truéng thanh nén chuyén
sang theo ddi, diéu tri tiép tai bénh vién Bach Mai.

- 6 bénh nhan (4,8%) dugc theo doi mdt thoi gian sau do bd diéu tri
ngoai tra.

2.1.1 Tiéu chuin chon bénh nhan vao nghién ciru:

1. Puoc chan doan SLE trudc sinh nhat 18 tudi

2. C6 du tir 4/11 tiéu chuan chan doan SLE tr& 1én theo tiéu chuén cta
Hbi thap hoc Hoa Ky nam 1997 (bang 1.5) [2],[26], trong d6 c6 it nhat mot
tiéu chuan vé mién dich nhu sau:

(1) Ban canh buém

(2) Ban dang dia

(3) Tang nhay cam véi anh sang

(4) Loét da niém mac miii miéng

(5) Viém khoép khong hoai tir

(6) Viém mang phdi hodc viém mang tim.

(7) Ton thuong thin: c6 thé gip mot hodc nhiéu biéu hién sau:

- Protein niéu dai ddng > 0,5g/ngdy hodc > 3+ néu khong dinh luong duoc.

- H@)ng cau niéu hoic tru té bao (tru héng cau, tru hat, tru 6ng than)

(8) Ton thwong than kinh:

Co giat hoac roi loan tam thﬁn, roi loan nhan thirc, viém da day than kinh

khong do cac nguyén nhan khéc.
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(9) Réi loan huyét hoc: c6 thé gip 1 trong cac biéu hién sau

- Thiéu mau huyét tan ting hong cau ludi hoic

- Giam bach cau < 4.000/mm3 hoic giam lymphocyte < 1.500/mm3 hoic

- Giam tiéu cau < 100.000/mm3 khong do thudc.

(10) Rbi loan mién dich: c6 thé gap.

- Khang thé Anti-DsDNA duong tinh hodc

- Xuét hién céc tu khang thé: anti Sm, anti RNP, anti Rh, anti La hodc

- Khang thé anti-phospholipid duong tinh.

+ Bat thuong khang thé IgG, IgM anticardiolipin.

+ Lupus anticoagulant duong tinh.

+ Phan tng gia giang mai (VDRL) duong tinh kéo dai > 6 thang.

(11) Khang thé khang nhan dwong tinh (KTKN).

3. C6 viém than ¢ bat ky thoi diém nao trong qua trinh bi bénh gom:

- Protein niéu ting c6 ¥ nghia: chi sb Protein/creatinine nudc tiéu
(Up/c)> 0,02g/mmol hodc protein 24gid >5mg/kg/ngay, hodc ¢ 3 1an protein
> 0,3g/1 trong 3 ngay lién tuc [11],[14],[26],[114]va/hodc

- Té bao can nudc tiéu hoat tinh: hong cau (HC) niéu >5 HC/vi trudng cb
ddc hodc > (+) trén tong phén tich nude tiéu; hodc bach cau (BC) >5 HC/vi
truong c¢6 dic hodc > (+) trén téng phan tich nudc tiéu (khéng coé nhiém
khuan tiét niéu kém theo) va/hodc tru hong cau, bach cau [11],[14],[114]
va/hoac

- Tang huyét ap [14],[114] va/hoic

- Suy than cap (MLCT<90ml/phut/1,73m?DTCT) [14],[56],[114],[115],[116].

4. P6i v6i muc tiéu nghién ciru thir 3, phai co it nhit 6 thang theo ddi

lién tyc tai phong kham Than — Loc mau, bénh vién Nhi Trung Uong.
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2.1.2 Tiéu chuin loai trir khéi nghién ciru

- Nhitng bénh nhan khdéng dugc sinh thiét than (khong tir vong hodc
tr vong).

- Nhitng bénh nhan con song nhung c6 thoi gian theo ddi ngin hon 6 thang

- Khéng c6 thong tin ban dau lac vao vién.

- Bénh nhan dugc chan doan cac rdi loan mé lién két hdn hop hoac bénh
co quan chinh c6 tir trudc nhu bénh tim bam sinh phic tap hodc bat thuong
nhiém sic theé.

2.2 Phwong phap nghién ciru
2.2.1 Thiét ké nghién ciru

Nghién ciru tién ciru mo ta va phan tich cit ngang.

Nghién ctru can thiép mot nhém bénh nhan khong dbi ching,
2.2.2 Phuwong phap thu thap sé liéu

Tét ca céc thong tin vé bénh nhan duoc thu thap theo mau bénh an
nghién ciru thong nhit gém: cac dic diém vé nhan khau hoc, tudi lic phat
hién bénh, tudi chan doan, tudi xuit hién ton thuong than; biéu hién 1am sang,
va két qua can 1am sang trong vong 3 thang tir lac khoi phat bénh (phu luc 8);
két qua sinh thiét than; diéu trj tn cong, duy tri va dap Gmg diéu tri, tinh trang
than va biéu hién 1am sang lac 6 thang, 12 thang va 3 nim sau viém than
lupus, tién luong két qua dau ra, bién chimg va tac dung phu vao thoi diém
két thuc nghién ctru (phu luc 9). Qui trinh nghién ctru dugc tom tat hinh 2.1

va phan phu lyc 6.
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SLE di tiéu chu_‘?m theo phéan loai
ACR 1997 + ton thwong thin

nghiém lic khoi phat (MAu bénh 4n 1)

Néu BN ¢6 SLE hoat dong hodc LN hoat
dong > Diéu tri IV Methylprednisolone

A\ 4

Phan loai MBH theo ISN/RPS
Ap dung phéc d diéu tri (5 phac dd)

Sinh thiét than

v

Lop I valv, va Lép \idon
Lop V +1II/IV thuan
PNL vy __ , 2
> Thubc khang st rét Thubc khang sbt rét |
¥ 2 —
| Pap (mg | Diéu trj din nhap Didu tri dan nhap
GC + MMF/IVCYC GC + MMF/CSA

Bl

A

y

v

Diéu tri duy tri

L[ AZAMMF/ICYC MMF/IVCYC/AZA
v v
| Pip ing | Pép tmg |

Bl

A

| Rituximab, CNI, IVIG, Trao ddi huyét tuong

>

Danh gia két qua diéu tri (KQDT)
Iic 6 thiang, 1 ndm, 3 nam, 5 nim
(MAu bénh 4n II)

KQDBT (HPHT, HPMP, Khong BPUDT)

Tai phat

Bién chimg va tir vong

Tac dung phu cta thude: GC, CYC
(ubng & TM), AZA, MMF, CYA...

Pinh gia KQDT luc két thic nghién
ciru

KQDT (HPHT, HPMP, khong DUDT)

Tai phat

Ty 1 ctru sdng chung, than

Bién chimg va tir vong, ton thuong

man tinh SDI

Tac dung phu cua thude: GC, CYC

(ubng & TM), AZA, MMF, CYA...

Hinh 2.1: Lwge dd tém tit qui trinh nghién ciru vé viém thin lupus

2.2.2.1 Mt sé dinh nghia vé ton thuwong thin:

- Tén thwong thin lim sang dwoc chia lam cdc ton thwong nhw sau

121,[13]:

+ Bt thuong nudc tiéu khi tdn thuwong than mic d6 nhe, protein ni€u

thap <0,5 g/ngay hodc protein (+), hdng cau, bach cau niéu (+), khong c6 ting
huyét ap va khong suy than [11],[13],[17].

+ Hoi ching than hu dugc dinh nghia khi cé phu, protein ni€u cao

(Up/c >0,2 g/mmol) hoac protein ni€u 24 gio > 50mg/kg/ngay va giam
albumin mau (<25g/1) [11],[13],[17].

+ Hoi chimg than viém dugc dinh nghia khi c6 dai mau, ting huyét ap

v tén thuong than véi (MLCT <90ml/phat/1.73 m?) [111,[13],[17].

+ Hoi chimg than hu két hop khi c6 dai mau, ting huyét 4p, ton thuong
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than v6i (MLCT <90ml/phat/1.73 m?), (Up/c >0,2 g/mmol) hodc protein niéu
24 ¢10 > 50mg/kg/ngay va giam albumin mau (<25g/1) [11],[13],[17]

- Chdn dodn viém thn lupus hoat dpng:

(1) Panh gia lupus hoat dong dua vao tiéu chuan SLEDAI (systemic
lupus erythematosus disease activity index) (xem phu luc 4) [117],[118]

- Néu SLEDAI > 3 diém: hoat dong nhe va trung binh

- Néu SLEDAI > 10 diém: hoat dong manh va >20 diém: hoat dong rAt manh

(2) Pinh gia viém than lupus hoat dong dua vao biéu hién 1am sang
va xét nghiém [56],[62]

- Lam sang: Hoi ching than hu hodc ting huyét ap.

- Xét nghiém nudc tiéu:

+ >5 hong cau/vi truong hodc >5 bach cau/vi truong (ma khong cd
nhiém trung) hodc tru héng cau hodc try bach cu.

+ Protein ni¢u: Up/c > 0,02g/mmol hoac 10mg/kg/24¢io.

- Chirc nang than giam : Murc loc cau than < 90ml/1.73 m?
2.2.2.2 Chi dinh sinh thiét than va ton thwong mé bénh hoc theo phén loai
ISN/RPS 2003

* Chi dinh sinh thiét thin:

- Bénh nhan duoc chan doan xac dinh LN.

- Khong ¢6 r6i loan dong cam mau.
- Pugc sy dong y ciia bd me va tré (n€u tré >15 tuoi).

* K thudt sinh thiét thin, bdo quédn va nhudém bénh phim:

K thudt sinh thiét thdn dudi huéng dan siéu dm: Siéu am than xac dinh
khoang cach tir da dén cuc dudi than (thuong 1a than trai), st dung sing
Magnum va kim sinh thiét hodc sting lién kim Bard 16G cho tré >5 tudi, 18G
cho tré <5 tudi. Mau mé dat yéu cau khi 1ay 2 manh mo than va c6 it nhit 10

tiéu cau than.
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Ky thudt mé bénh hoc: Mau md duge bao quan bang nude mudi sinh 1y
va chuyén ngay dén khoa Giai phau bénh trong vong 15-30 phat. Mau mé sau
d6 dugc vui nén va cit méng (2-3um), nhuém HE (hematoxylin-eosin), PAS
(periodic acid-Schiff), bac (Jones silver), va 3 mau trichrome. K¥ thuat mién
dich huynh quang sir dung céc dau an mién dich IgG, IgM, IgA, C3 va Clq.

Duéi kinh hién vi quang hoc va kinh hién vi mién dich huynh quang,
tiéu ban sinh thiét dugc doc boi bac sy chuyén khoa giai phau bénh than nhi
(Béac s Diép, Bac si Thach) tai bénh vién Nhi Trung wong va hdi chan véi bac
si Tran Vin Hop (BO mon GPB truong dai hoc Y Ha ndi), bac si Truong
Luan (bénh vién Houston Methodist, My) va bac si Francesca Emma (bénh
vién Bambino Jésus, Y) trong nhitng treong hop kho chan doan.

Tiéu ban sinh thiét dugc danh gia mdt cach toan dién vé tiéu cau, 6ng
than, mach méau, mo k€ va phan loai mé bénh hoc theo phan loai ISN/RPS
nam 2003 (bang 1.2).

* Phdn loai mé bénh hoc theo ISN/PRS2003

- L6p I: Tén thuong gian mach tdi thiéu.

- Lop II: Viém than lupus tang sinh gian mach.

- Lop III: Viém than lupus tang sinh khu tra (<50% toan bo cau than bj
t6n thuong).

- Lop IV: Viém than lupus tang sinh toan b (>50% toan bd cau than bi
ton thuong).

- Lop V: Viém than lupus mang.

-Lép VI: Xo hoéa cau than tién trién (>90% cau than xo hoa khong
hoat tinh).

Pé dé dang cho muc dich phan tich lién quan triéu ching ban dau va két
qua dau ra, viém than 16p I + V va 16p IV+V duoc phan loai vao 16p III va
IV. Trong khi viém than 16p II + V dugc xem nhu viém than 16p V.
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2.2.2.3 Diéu tri viém thin lupus:

A. Piéu tri dic hi¢u viém thin lupus

T4t ca cac bénh nhan vao vién lan dau, c6 bénh SLE hoat dong hoac
viém than lupus hoat dong déu duge chi dinh methylprednisolone tinh mach
(IVMP) liéu cao 1000mg/1,73 m? DTCT , sau d6 diéu tri viém than lupus dua
vao két qua sinh thiét than theo phac d6 diéu tri viém than lupus cua bénh
vién Nhi Trung Uong (soan thao dua theo khuyén céo cua tac gia Yap Hui
Kim va hoi nghj dong thuan CARRA [17],[56]).

* Lop I: Khong diéu tri didc hiéu, diéu tri cac triéu chirng ngoai than
(viém khép, sbt, triéu chung da, niém mac). Thuong st dung phac do
prednisolone don d{c.

* Lop Il:

- Protein niéu < 1g/ngay diéu tri theo tridu ching ngoai than. Thuong sir
dung phéc d6 prednisolone don ddc.

- Protein ni€u > 3g/ngay: corticosteroid va/hoac cyclosporine.

+ Prednisolon 0,5 — 1g/kg/ngay (tdi da 60mg) trong thoi gian 1 — 3 thang.
Sau d6 tuy dap tng 1dm sang ma dung lidu 5 — 10mg trong 2 — 2,5 nam.

+ Cyclosporin 3 — Smg/kg/ ngay trong 1 — 2 nam.

* Lop ILI/IV:

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

+ Corticosteroids

o Methylprednisolone tinh mach (IVMP) trong 3 ngay/l thang x 6
thang, liéu 30 mg/kg/ngay hoic 1g/1.73 m> DTCT (tdi da 1g).

o Ubng prednisolone (PNL) liéu bat dau 1,0 mg/kg/ngay (t6i da 60mg),
va giam Smg/ngay/thang sau mdi lidu methylprednisolone tinh mach, tuy

thudc tinh trang bénh.
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o Giam prednisolone nén tiép tuc hang thang trong 12 thang.

+ Mycophenolate mofetil (MMF)

o Chi dinh MMF udng bt dau cung véi IVMP.

o Liéu: 600mg/m*12 gio (15-23 mg/kg/12 gid) x 2 lan /ngay. THi da
1g/12 gio.

o Theo ddi cong thirc mau hang thang. Ngimg thudc néu bach cau trung
tinh <1.5x109/L.

o Téac dung phu: Giam bach cau (dac biét tai 1-6 thang dﬁu), thiéu mau,
giam tiéu cau (hiém). Viém loét da day, dau bung co that, tiéu chay, xuét
huyét tiéu hoa, va thung tiéu hoa.

o Can nhéc ddi sang thubc Myfortic néu tac dung phu trén tiéu héa dai
dang. Myfortic: 180 mg = 250 mg (liéu twong duong cellcept)

360 mg =500 mg (liéu twong duong cellcept)

+ Calcineurin inhibitors (CNI): Cyclosporine A (CsA) hoac Tacrolimus (Tac)

o Thém CsA hay Tac néu protein niéu dai dang (>1g/ngay/1.73m>) sau
3 thang diéu tri, véi diéu kién creatinine hay mtrc loc cau than binh thuong.

o Liéu:

« CsA: 3-6 mg/kg/ngay chia 2 1an dé dat ngudng ndng do diéu tri 150-
200 pg/L.

« Tac: 0,2 mg/kg/ngay chia 2 1an dé dat duoc ngudng ndng do 8-
10pg/L

o Co thé ngimg CNI sau khi diéu tri 3-6 thang néu dat dugc thuyén
giam.

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

+ Corticosteroids: (twong tu phan diéu trj trén)

+ Cyclophosphamide tinh mach (IVCYC)
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o Liéu cao (phac dd6 M¥): IVCYC 750-1000 mg/m? hang thang trong 6
thang.

o Liéu thip (phac d6 chau Au): IVCYC 500 mg/m? x 2 tuan/liéu x 6 liéu,

Sau do duy tri:

o Cyclophophamide tinh mach 3 thang/1an x 24 thang hoic

o Ubng azathioprine 2-2,5 mg/kg/ngay hoic

o Ubng MPA 600 mg/m?/1 1an x 2 1an/ngay (tdi da 1g/12 gid)

*LépV

- Phdc do két hop Corticoid va MMF — CNI:

+ Corticosteroids (twong tu phan trén)

+ Mycophenolate mofetil (MMF)

o Chi dinh MMF udng cung voi methylprednisolone tinh mach.

o Liéu: 600mg/m? /12 gior (15-23 mg/kg/12 gio) x 2 lan /ngay. Toi da
1g /12 gio.

+ Calcineurin inhibitors (CNI)

Ubng thém CsA hay Tac néu protein niéu dai dang (>1g/ngay/1.73m?)
sau 3 thang diéu tri, néu creatinine hay mirc loc cau than binh thudng.

Liéu (twong tu phan diéu tri CNI trén)

- Phédc do cyclophospamide liéu cao

+ Corticosteroids

o Ubng prednisolon 1.0 mg/kg/ngay (t6i da 60mg/ngay).

o Giam 5 mg/ngay hang thang, phu thudc tinh trang bénh dén lidu thude
toi thiéu kiém soét bénh.

+ Cyclophosphamide tinh mach 500-1000 mg/m?/thang x 6 thang, sau do:

o Ubng azathioprine 2mg/kg/ngay hoic

o Ubng mycophenolate mofetil 600 mg/m?/1 1an x 2 lan/ngay (t6i da 1g
/12 gid)
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* Lop VI: Diéu tri triéu chirng ngoai than va diéu tri thay thé than
B. Piéu tri hd tro

- Hydroxychloroquin

Liéu dung: 6.5 mg/kg/ngay (tdi da 300 mg)

Chédng chi dinh: bénh nhan thiéu G6PD vi nguy co tan mau

+ o+ o+

Sang loc bénh 1y vOng mac hang ndm

- Piéu tri protein niéu

Chi dinh: Bénh nhan véi protein niéu > 0.5 g/ngay/1,73m? nén duoc diéu
tri trc ché men chuyén (ACEI) va /hodc wre ché thu thé angiotensin (ARB)

- Kiém soat huyét ap: Kiém soat huyét ap tot 1a can thiét dé lam cham
tién trién bénh than man.

- Kiém soat tang lipid mau

+ SLE va bénh than man tinh giai doan 3 1a yéu t6 nguy co doc 1ap lam
tang nhanh xo vita dong mach

+ Chi dinh: LDL cholesterol >3.36 mmol/L

+ Thubc nhém Statins: Lovastatin hodc atorvastatin hodc simvastatin
(luu ¥ nguy co tiéu co, dic biét néu dung cing CNI).
2.2.2.4 Phdc db diéu tri viém thin lupus

MGt s6 phic dé diéu tri dwoc sir dung trong nghién civu [13],[17],[56]

* Phéc dé diéu tri ddn nhdp:

- Phéc d0 I: Prednisolone (PNL) liéu cao 1-2 mg/kg/ngay cho dén khi hoi

phuc. Phac d6 I thuong dugce chi dinh cho LN 16p I va 16p 11

-Phac dd II: Prednisolone lidu cao + azathioprine (AZA) liéu 2-3
mg/kg/ngay tiy theo su dung nap ctia bénh nhan. Phac d6 nay thuong chi
dinh trong LN 16p II c6 protein ni€u cao >1g/24 gio.

-Phac d6 III: Prednisolone liéu cao + cyclophosphamide tinh mach

(IVCYC) liéu 500-1000mg/m?/thang trong 6 thang.
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- Phac d IV: Prednisolone liéu cao + Mycophenolate Morfetil (MMF)
lidu 750-1200mg/m?/ngay.

Phac d III va IV thudng chi dinh trong LN ting sinh 16p II/IV hoic LN
mang (16p V) hoic trong cac 16p hon hop (16p HI/IV + V).

-Phac dd V: Prednisolone lidu cao + cyclosporine (CSA) liéu 3-
5mg/kg/ngay. Phac do nay thuong chi dinh trong LN mang hodc khang tri
(phéi hop MMF + CSA)

Trong tat ca cac phac do, prednisolone liéu cao dudng udng duoc duy tri
cho dén khi dat duoc sy hdi phuc bénh, sau do giam liéu dan 5-10 mg hang
thang trong 6 thang rdi chuyén sang phac dd diéu tri duy tri.

* Phac do diéu tri duy tri:

Trong tit ca cac phac dd prednisolone dugc giam dan lidu 5-10mg
hang thang va duy tri liéu téi thiéu 0,3mg/kg/ngay (t6i thiu 10mg/ngay)
hang ngay.

Phéc d6 III: PNL + IVCYC c6 thé chuyén sang diéu tri duy tri IVCYC
modi 3 thang hoic AZA hoic MMF trong thoi gian >2 nim.

Céc phac do khac trong giai doan duy tri dugc chi dinh cac thude twong
tu giai doan tdn cong.

2.2.3 Phuong phap ap dung dé chin doan x4c dinh va danh gia bénh nhan
2.2.3.1 Panh gid vé lim sang:

Kham 1am sang dé danh gia chung vé tinh trang bénh nhan nhu can
ning, chidu cao, huyét ap; tinh trang ton thuong than va cac biéu hién kém
theo trong bénh SLE; danh gia chi s6 hoat dong SLEDALI, SLICC/ACR; tinh
trang hdi phuc tén thuong than, tai phat va can mirc diéu tri cao hon. Ngoai ra
con danh gia cac bién chtng ciia bénh nhu tinh trang nhidm khuan, hoi ching
kich hoat té bao MAC, bién ching lau dai (lodng xwong, bénh 1y ac tinh nhu u
lympho non-hodgkin, bénh Iy tim mach) hoac tr vong; cac tdc dung phu cua

thudc trc ché mién dich.
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Khém 1am sang do cac bac si khoa Than-Loc mau thyc hi¢n trong qua
trinh diéu tri ndi tra, theo ddi diéu tri ngoai tra

Tang huyét ap dugc dinh nghia ting huyét ap kéo dai >95% don vi bach
phan theo tudi va gidi theo phén loai ciia Vién stc khoe qubc gia My (NIH)
[119] va doi hoi dung thube ha huyét ap.
2.2.3.2 Pdnh gid vé xét nghiém cin lam sang

* Xét nghiém vé mién dich trong lupus

Bénh phim mau duoc lay khi bénh nhan vao vién lan dau, quay ly tim
chiét tach huyét thanh va xét nghiém vé:

- Khang thé khang nhan dugc do luong qua k¥ thuat mién dich huynh
quang gian tiép va > 1/80 duogc dién gidi 1a duong tinh hodc qua ky thuat
ELISA >0,14 duong tinh; < 0,14: am tinh.

- Khang thé khang ADN 16i kép (Anti-double strend DNA antibody)
(anti-Ds DNA) duoc do ludng bang ky thuat hip phu mién dich gin Enzym
(ELISA) va dugc dién giai 13 duong tinh khi ndng do >50mg/dl.

- Nong d6 bd thé duoc do ludng bang k thuat do d6 duc (nephelometry)
va dugce dién gidi thap khi C3 <0,75g/1 va C4 <0,1g/1

- Sang loc anti-phospholipid: PT, aPTT, lupus anticoagulant; anti-
cardiolipin IgG, IgM; anti-B2 glycoprotein-1 IgG, [gM.

- Cac khang nguyén nhan (anti-ENA): Anti-Ro, Anti-La (SSB), Anti-
Smith hodc Anti-Sm, Anti-RNP hodc protein ribonuclear, Anti-SCL70 (anti-
topoisomerase-1), Anti-Jol.

Xét nghiém duogc thuc hién tai khoa sinh héa, khoa huyét hoc bénh vién
Nhi Trung wong; khoa khop, mién dich di ung bénh vién Bach Mai

* Xét nghiém danh gid ton thuwong hé thong:

- Huyét hoc:
+ Tong phan tich té bao mau: dém sb lugng cac loai té bao mau va ty 18

bach cau bang may dém té bao tu dong K 4500
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+ Huyét dd, test coombs truc tiép, tdc d6 léng mau,

+ Nudc tiéu: tim té bao niéu hong ciu, bach ciu va cac tru bang phuong
phap soi tuoi trén lam va doc dudi kinh hién vi quang hoc

Nhén dinh két qua

+++ : >100 té bao/ vi truong lam giau

++:>20-100 té bao/ vi truong lam giau

+ : <20 té bao/ vi truong lam gidu

Pai mau duoc dinh nghia khi c6 hong ciu niéu (+) hodc c6 5 HC/vi
truong soi 1am giau té bao.

Bach cau niéu duoc dinh nghia khi c6 bach cau niéu (+) hodc c6 5 BC/vi
truong soi lam giau té bao.

Xét nghiém huyét hoc duoc tién hanh tai khoa Huyét hoc bénh vién Nhi
trung uong

- Sinh hda

+ Ure, creatinine dé danh gia chirc nang than. Néng do ure duogc tinh
bang don vi mmol/L, xac dinh bang phuong phap so mau sir dung enzyme
urease. Néng do creatinine duoc tinh bé’mg don vi ymol/L, xac dinh bé’mg
phuong phap Jaffe dong hoc khong khur tap.

+ Muc loc cau than (MLCT) dugc tinh theo cong thirc Schwatz tir chiéu
cao va creatinine huyét thanh

+ Ton thwong than cap (suy than cip) duoc dinh nghia theo RIPLE khi
thiéu niéu <0,5ml/kg/gid trong 8 gid + creatinine ting 1,5 1an hoic MLCT
gidm 25% va dugc chia lam 3 mtrc do tuy theo mirc thiéu vo niéu, tang
creatinine hoac giam MLCT [115],[116]

+ SGOT (AST), SGPT (ALT) danh gia ton thuong gan, xac dinh bang
phuong phap dong hoc enzyme, tinh bang don vi UI/L

+ Protid, albumin mau dé danh gia ton thuong than va dugc tinh bang

don vi g/L.
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+ Cholesteron, triglycerid, LDL, HDL dé danh gia tinh trang rdi loan

lipid mau.

+

+

C-Reactive Protein (CRP) dé danh gia tinh trang nhiém khuan
Calci, phospho, ALP, do d6 loing xuong DEXA, X-quang xuong dé

danh gia tinh trang ha calcium mau, loang xuong,

Ngoai ra con c6 cac xét nghi¢ém khéc: dién giai do, khi mau, acid uric,

Nuoc tieu: dinh lugng protein ni¢u va creatinine ni¢u dé danh gia ton

thuong than.

+

Protein niéu dinh lugng xac dinh bang phuong phap so mau sir dung

enzyme urease, duoc tinh bang don vi g/L. Panh gia protein niéu bang cac

cach tinh:

_|_

(@)

O

Chi sb protein/creatinine niéu (Up/c), duoc tinh bang don vi g/mmol:
Protein ngudng than hu: >0,2 g/mmol

Protein nguong than viém: >0,05 — 0,2 g/mmol

o Protein ngudng bat thudong nudc tiéu: 0,02-0,05 g/mmol

o

_|_

két qua:

o

O

O

_|_

Protein niéu 24 gio, dugc tinh bang don vi mg/kg/24 gio
Protein nguong than hu : >50

Protein ngudng than viém : 15-49

Protein ngudng bit thudng nudc tiéu: 5-15

Protein dinh tinh bang phuong phap que nhing (dipstick) so mau véi

+++ : protein >3g/1
++ : protein >1 —3g/l
+ : protein >0,3g/1

Protein ni¢u dugc dinh nghia khi chi s proteine/creatinine nudc tiéu

(Up/c) (g/mmol) >0,02 hodc >0,3g/ngay/1,73m? hodc >5mg/kg/24 gid hoic
dinh tinh (+)
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- Cac tham do hinh anh:

+ X-Quang phdi: Dé danh gia tinh trang ton thuong phdi, mang phéi do
bénh hoic do bién chiing bénh

+ Siéu am tim, dién tdm do: dé danh gia tinh trang ton thuong tim do
bénh hodc do bién chung

+ CT, MRI so nao, dién nao dd dé danh gia tinh trang ton thuong than
kinh do bénh hoic do bién chimg, tai bién

Cac tham do hinh dnh dugc tién hanh tai khoa chan doan hinh anh, bénh
vién Nhi Trung vong

- M6 bénh hoc thdn: sinh thiét than dugc chi dinh 1an dau khi bénh nhan
c6 du diéu kién sinh thiét than (phan chi dinh sinh thiét than), 1an tht 2 khi
bénh nhan khang tri, tai phat hodc sau 1-2 nam néu bénh nhan hoi phuc hoan
toan va dong ¥ sinh thiét than.

Phuong phép bao quan, nhudém va doc két qua theo phan loai ISN/PRS
duoc trinh bay trong phan 1.5. Két qua mo bénh hoc dugc chan doan bai bac
sT giai phau bénh ctia bénh vién Nhi trung wong, cac trudng hop kho duoc hoi
chan v&i béac si Tran Vin Hop (B mon GPB truong dai hoc Y Ha ndi, bac si
Truong Luan (bénh vién Houston Methodist, My) va bac si Francesca Emma
(bénh vién Bambino Jésus, Y).
2.2.3.3 Phwong phdp ddinh gid chi sé hoat dpng bénh lupus va chi so ton
thwong man tinh

Chi s6 hoat dong bénh lupus ban d6 hé théng (SLEDAI) duoc st dung
dé danh gia hoat tinh 1am sang lupus luc chan doan, 6 thang, mot ndm, 2 nim,
3 nam va khi két thiic nghién ctru. SLEDAI 1a 1 chi s cong don va c6 24 muc
duoc phan vao 9 co quan. Mdi muc khi xudt hién trong vong 10 ngay trudc
thoi diém danh gia duoc cho 1 diém (Phy luc 4). Phuong phap danh gia chi s6

hoat dong SLEDAI dua vao téng diém, 1a cong don cua tat ca cac diém va
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nam trong khoang 0 — 105. Khong hoat tinh (SLEDAI=0), hoat tinh nhe
(SLEDAI=1-5), hoat tinh trung binh (6-10); hoat tinh manh (SLEDAI=10-
19); Hoat tinh rdt manh (SLEDAI>20). Két qua tién luong dya trén chi sb
SLEDALI: Tai phat khi SLEDAI>3; cai thién khi gidm < 3; hoat tinh kéo dai
khi SLEDAI +1-3; hdi phuc khi SLEDAI 0. Chi s6 SLEDAI c6 thé dung & tré
em, dé su dyng nhung khong do luong muc d6 ning nhe ctia bénh
[117],[118],[120],[121]

Chi sb ton thuong bénh man tinh duoc danh gia vao thoi diém 1 nam, 2
nam, 3 nam va thoi diém két thic nghién ctru va dugc danh gia dua vao chi )
ton thuong bénh ctia hoi lupus ban d6 hé thdng quéc té cong tac vai Hoi thap
hoc/Lam sang My (SLICC/ACR). SLICC/ACR gdm 41 muc cta 12 co quan
khac nhau, va do luong ton thuong lupus khong hdi phuc. Mdi muc cho 1
diém khi tridu chimg hién dién trong it nhat 6 thang lién tuc, tong diém
SLICC/ACR tir 0 — 47, v6i 0 1a khong c6 tén thuong man tinh (Phu luc 5).
M6i day chi s6 SLICC/ACR duoc ap dung vao SLE & tré em [118],[121].
2.2.4 Tiéu chuin danh gia két cuc diéu trj
2.2.4.1 Danh gia kha nang hoi phuc [56],[62],[67]:

- Hoi phuc hoan toan (HPHT):

Khi c6 tat ca cc tiéu chun sau trong it nhat 2 1an danh gia trong 1 thang
riéng biét: SLEDAL < 2; C3, C4 binh thuong; chic nang than binh thuong
(muc loc cau than >=90ml/phut/1,73m?); khong c6 h@)ng clu niéu; protein
niéu < 0.3 g/ngay/1,73m?

- Hoi phuc mdt phan (HPMP): thuyén giam vé IAm sang kém

+ Cai thién 50% vé creatinine mau va/hodc chi sé Up/c

+ Cai thién bd thé trong mau (C3, C4 binh thudng)

- Khong dap éng diéu tri (KPU): khong thay d6i vé& 1am sang va cai
thién khong dang ké (<50%) vé Up/c hoic MLCT.
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2.2.4.2 Danh gid tdai phat [56],[62],[67]:

Tai phat lupus dugc dinh nghia

Khi xudt hién trd lai triéu chirng lam sang ctia bénh, gidm néng d6 bo thé
huyét thanh C3/C4 va xuét hién cic khang thé tur mién trong huyét thanh
(KTKN, Anti-Ds DNA, té bao hargraves...), chi s6 SLEDAI >3 diém. Bénh
nhan can phai ting liéu diéu tri prednisolone (1mg/kg/ngay) hodc thém céc
thudc trc ché mién dich khac

Tai phat viém than dwoc dinh nghia:

Su xuit hién tr& lai dai mau dai déng (héng cau niéu >5/vi truong hoac
(+) trén que thtr dinh tinh) va tru hoat tinh sau khi hdi phuc va/hodc

Tang > 50% protein ni¢u dinh lugng hodc (++) trén mau protein dinh
tinh sau khi hoi phuc
2.2.4.3 Pdnh gid suy thgn man (ton thwong thin man)

- Pinh nghia: khi c6 ton thuong than vé hinh thai va chtrc nang kéo dai >
3 thang. Ton thuong than man dugc phan loai dua vao nguyén nhan, mirc loc
cau than, va albumin niéu [56],[122] .

- Phan d6 ton thuong than man c6 5 giai doan dua vao MLCT va ton
thuong than kéo dai >3 thang [56]:
Giai doan 1: >90 ml/phuat/1,73 m*DTCT
Giai doan 2: 60-89 ml/phut/1,73 m*DTCT
Giai doan 3: 30-59 ml/phut/1,73 m*DTCT
Giai doan 4: 15-29 ml/phuat/1,73 m*DTCT
+ Giai doan 5: <15 ml/phut/1,73 m*DTCT

+
+
+
+

2.2.4.4 Danh gia tir vong, nguyén nhan tir vong

Tt vong dugc dinh nghia khi bénh nhan tr vong tai vién hodc tai nha.
Nguyén nhan tir vong duge chia thanh cac loai do bénh lupus tién trién, do
bién ching bénh hodc diéu tri hodc do tai nan.

Thoi gian tir vong duoc tinh tir luc bit dau diéu tri dén khi tir vong.
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2.2.4.5 Panh gid két cuc xiu

Két cuc x4u dugc dinh nghia khi két qua dau ra 1a suy than man (MLCT
<60ml/phat/1,73m?) hodc tir vong.
2.2.4.6 Pdnh gid mt sé két cuc dau ra theo thoi gian:

- Ly tich két cuc dau ra vé cac bién HPHT, khong dap tmg, két cuc xau.

- Ty 1& sbng sot than dugc dinh nghia 1a séng so6t khong bi suy than man.

- Ty 1& séng sot chung dugc dinh nghia 13 sdng st co thé suy than man
hoac khong suy than man.

Ngoai ra con danh gia cac bién dau ra vé bién chimg bénh (nhiém tring,
cac dot nhiém khuan, hoi ching kich hoat té bao MAC, tic mach, bénh 1y tim
mach, lodng xuong...), taic dung phu thudc @rc ché mién dich (corticosteroids,
MMF, CYC, AZA, CNI...)

2.2.5 Phwong phap theo doi bénh nhin
2.2.5.1 Noi tra: Bénh nhén vao vién dwoc lam cdc xét nghiém toan bj vé
bénh SLE va viém than lupus gom:

Cic xét nghigm vé lupus

- B6 thé C3, C4

- Khang thé anti-DsDNA: d6 nhay 75%, do dac hi¢u 95% .

- KTKN: >0,14 duong tinh; < 0,14: am tinh.

- Sang loc anti-phospholipid: PT, aPTT, Lupus anticoagulant; anti-
cardiolipin IgG, IgM; anti-B2 glycoprotein-1 IgG, IgM.

- Cac khang nguyén nhan (anti-ENA): Anti-Ro, Anti-La (SSB), Anti-
Smith hodc Anti-Sm, Anti-RNP hodc protein ribonuclear, Anti-SCL70 (anti-
topoisomerase-1), Anti-Jol.

Tén thwong hé thé'ng:

- Téng phan tich té bao mau, héng cau luéi, huyét dd, test coombs truc tiép,
tde do léng mau, CRP, té bao niéu, Up/c hoac protein 24 gid, ure, creatinine,

MLCT, dién giai d0, khi mau, calci, phospho, phosphatase kiém, acid uric
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- Chure nang gan: SGOT, SGPT, bilirubin TP/TT/GT, protid, albumine

- Cholesteron, triglycerid, LDL, HDL

- X-Quang phéi, siéu am tim, dién tdm dd

Sau khi dugc chan doan xac dinh viém than lupus hoat dong hodc dot tai
phat bénh SLE hay tai phat viém than, bénh nhan duoc sinh thiét than va
truyén methylprednisolone, sau d6 ap dung céc phac do diéu tri tuy thudc 16p
tdn thuong mo bénh hoc. Thoi gian theo doi ndi tra tuy thudc vao tinh trang
bénh nhan va dap ung diéu tri.
2.2.5.2 Ngoai tru:

Khi tinh trang bénh nhéan on dinh, bénh nhan duoc chuyén theo ddi ngoai
tru tai phong kham Than-Loc mau, bénh vién Nhi Trung uwong dinh ky 2-4
tuan/lan tuy thudc vao dap tng 1am sang, ton thuong than ban dau ciing nhu
ton thuong ngoai than. Néu bénh nhan c6 chi dinh truyén methylprednisolone
hoac IVCYC hang thang, bénh nhan dugc chi dinh nhap vién tung dot dé ap
dung phéc d6 diéu tri.
2.2.5.3 Thoi gian theo doi:

T4t ca bénh nhan dugc theo ddi dinh ky lién tuc ké tir khi bat dau diéu tri
cho dén khi két thiic nghién ctru 02/2016. Thoi diém bat dau diéu tri duoc tinh tir
ngay bét dau stir dung methylprednisolone hodc ap dung cac phac dd diéu tri.

Thoi gian danh gia bénh nhan trong nghién ctru la: Ky 1: sau 6 thang; Ky
2: sau 12 thang; Ky 3: sau 2 nam; Ky 4: sau 3 nam; Ky 5: sau 5 ndm va thoi
diém két thuc nghién ctru.
2.2.5.4 Ngi dung theo doi

- Thé trang chung bénh nhan

- Panh gia vé tinh trang bénh:

+ Hoi phuc hoan toan, mot phan hay khéng dap tng.

+ Tai phat va tang muc do diéu tri khong? Két qua diéu tri tai phat (song
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khée manh khong ton thuong than, ton thuong than man, suy than man, tr
vong). Nguyén nhan tai phat (bénh, bo diéu tri...)

+ Chi sb hoat dong bénh (SLEDAI) hodc chi s man tinh bénh
(SLICC/ACR)

+ Cac tac dung phu cua thudc: glucocorticoids, CYC, MMF; céac bién
chtng do bénh, do diéu tri

- Cac ndi dung trén duogc theo doi qua hdi bénh sur, tham kham lam sang
va chi dinh cac xét nghiém:

- V& 1am sang va xét nghiém:

Ldm sang: Bénh nhan dugc theo ddi cac thong sd vé ting trudng (chiéu
cao, can ning), huyét ap, cac biéu hién 1am sang tai than (phu, huyét ap, nudc
tiéu) va ngoai than, danh gia thang diém SLEDAI, SLICC/ACR

Xét nghiém:

MGéi 2-4 tuan hodc méi 2-3 thang néu bénh nhan on dinh:

- Téng phan tich té bao mau, toc do léng méau, t& bao niéu, Up/c hoac
protein 24 gid, ure,creatinine, MLCT, dién giai dd, khi mau, calci, phospho,
ALP, acid uric.

- Chure nang gan: SGOT, SGPT, bilirubin TP/TT/GT, protid, albumine.

- Cholesteron, triglycerid, LDL, HDL.

- B6 thé C3, C4.

MGi 6 thang hodc 1 nam va két thiic nghién ciru:

-Ngoai cac xét nghiém trén can danh gia vé lupus: KTKN, Anti-ds
DNA, antiphospholipid. Panh gia cic tac dung phu thubc: xét nghiém vé
lodng xwong, dién tim dd, siéu 4m tim va kham miét.

- Thoi diém danh gia trong nghién ciru: 6 thang dau, 1 nam, 2 nam, 3

nam va thoi diém két thic nghién cuu.
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2.3 Noi dung nghién ciru
2.3.1 Nghién ciru 1Am sang va can lam sang
2.3.1.1 Dich té lam sang

Pic diém nhém nghién ciru: tudi mic bénh, thoi gian tir lic phat bénh
dén khi chan doan; phan bd theo nhom tudi; gidi tinh; dan tdc, mua bi bénh;
sb bénh nhan bo diéu tri, chuyén vién va dang theo doi...
2.3.1.2 Pdc diém lim sang

- Tri€u chung lam sang tai than.

- Triéu ching 1dm sang ngoai thén.
2.3.1.3 Ddc diém xét nghigm cdn lim sing

- Huyét hoc, Sinh hoa, Nudc tiéu.

- Chi s6 SLEDAI, SLICC/ACR.

- Cac markers lupus: C3, C4, KTKN, Anti-DsDNA, antiphospholipid, té
bao hargraves...
2.3.2 Phan loai ton thwong md bénh hoc thin va phén tich lién quan giira
mo bénh hgc thin véi lam sang va cian l1am sang

- Phan loai tén thuong mé bénh hoc than theo phan loai ISN/RPS: ty 1€
cac 16p MBH, lang dong dau 4n mién dich trén mién dich huynh quang, chi s6
hoat dong, chi s6 man tinh.

- Phéan tich lién quan gitra m6 bénh hoc than véi 1am sang va can lam
sang: huyét hoc, sinh hoa, nude tiéu, mién dich. ..
2.3.3 Panh gia két qua diéu tri
2.3.3.1 Phdc db diéu tri
2.3.3.2 Két qua ddp irng diéu tri theo thoi gian

- M6 ta két qua diéu trj qua cac ky danh gia.

- Két qua diéu tri lién quan dén ton thwong md bénh hoc va phac do diéu tri.

- Tac dung phu thudc va bién ching do thude, do bénh.
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2.3.3.3 Két qua diéu tri tinh dén thoi diém két thiic

- Kha nang HPHT, HPMP, khong dap ung.

- Nguy co suy than man.

- Nguy co két qua xau.

-Ta vong: Ty 1& tir vong, thoi gian tir vong tir khi bat dau diéu tri,
nguyén nhan tr vong.
2.3.3.4 Udc tinh khd néing dan dén cdc bién két cuc (Kaplan-Meier)

- U6c tinh kha nang HPHT.

- Udc tinh kha ning khong dap tng diéu tri.

- U'c tinh kha ning bién két cuc xau.
2.3.3.5 Xdc dinh cdc yéu t6 nguy co din dén bién két cuc xiu

Tang huyét ap, Hoi ching than hu, protein niéu khoang than hu, suy
than, tai phat, chi s6 t6n thuong man tinh SLICC/ACR....

2.4 Xir Iy s6 liéu

Str dung phan mém EPIDATA 3.0 dé nhép sé liéu thu thap duoc. Sau d6
xut sang file .dat.

Xtr 1y s6 liéu thu thap dugc theo phuong phap thong ké y hoc bang phan
mém STATA 11.2.

Str dung phuong phap thong ké md ta cho bién dinh luong (ty 18, phan
tram, biéu d6 hinh thanh, hinh banh) ; bién dinh lugng phan phéi binh thuong
(trung binh, do 1éch chun, t6 chirc d6 va da giac tan suét), bién dinh luong
phan phdi khong binh thudng (trung vi, khoang tir phan vi, biéu do hinh hop).

Udc tinh kha niang séng con, hdi phuc hoan toan, mot phan theo thoi
gian, kha ning két cuc x4u & thoi diém két thic nghién ciu theo dudng cong
lity tich Kaplan-Meier va sir dung cac kiém dinh so sanh Wilcoxon tong quat,

Logrank hozc hdi qui Cox.
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Bang 2.1: Chon lya kiém dinh phu hop

Bién doc 1ap Danh dinh Pinh luong, da bién

, Nhj gi , ong,
Bién phy thuge '8 (bién thir tyr) (hodic thir ty)

Pinh lwong phan phdi binh
thuwong

N Lién quan Pearson
T-test ANOVA mot chiéu .. L
Hoi quy tuyén tinh

Bién dinh hrong:

- Phéin phdi binh thwdng Wilcoxon ranksum

Kh An kifm dinh ofi thid test Kruskal-Wallis Tuwong quan Spearman
- Khong can kiém dinh gia thiét (Mann-Whitney)

Bién thir ty

Nhij gia v % (khuynh huéng) Hbi qui logistic

Wilcoxon tong quat | Wilcoxon tong quat

Séng con Hoi qui Cox

Logrank Logrank

Str dung kiém dinh phu hgp bang 2.1 dé danh gia lién quan giita cac bién
1am sang voi cac 16p md bénh hoc than. Hdi qui Cox don bién va da bién
duoc sir dung udce tinh nguy co twong ddi (hazard ratio).

2.5 Khia canh dao dirc ciia dé tai

Nghién ctru nhdm nang cao hiéu qua diéu tri va chim soc bénh nhén.

Bb me hoidc nguodi giam hd bénh nhan dugc giai thich k¥ vé tinh trang
bénh, tai sao phai sinh thiét than, cach tién hanh diéu tri va cac tac dung
khong mong mubn c6 thé xay ra khi diéu tri.

B4 me hodc ngudi giam hd bénh ddng ¥ tham gia nghién ctru va bénh
nhén chi dugc diéu trj sau khi gia dinh chép thuan.

K§ thuat sinh thiét than dudi huéng dan siéu 4m va phac do diéu tri viém
tham lupus da duoc hoi dong y dirc cua bénh vién chip thuan. Huéng dan 1am
sang diéu tri viém than lupus dua vao két qua mo6 bénh hoc gﬁn day da duoc
cong bd boi nhom nghién ctiru SLE Ha Lan [61], Hiép hoi thip hoc My [66], va
Hiép hoi lién hiép chau Au vé bénh thip khép va than - Loc mau va ghép tang
chau Au [62], KDIGO [67], Cochrane 2012 [63] va cho két qua diéu tri tdt.
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CHUONG 3. KET QUA NGHIEN CUU
Tir thang 03/2009 dén 02/2016, chung toi di thu thap dugc 126 bénh
nhan viém than do SLE (LN) c6 du tiéu chuan nghién ctru va két qua nhu sau:
3.1 Pic diém 1am sang va cin 1am sang ciia bénh nhan
3.1.1 Pic diém nhan khiu hoc:
3.1.1.1 Phén bé tuéi:

Bang 3.1. Tudi trung binh d6i twong nghién ciru (tinh theo nam)

2. Trung binh = P 1éch | Tuoi nhé | Tudi lom
Tuoi . Ve A

chuan nhat nhat

Tubi 11,68 +2,59 4,2 15,6

Tudi bat dau bi bénh 11,24 £2,58 4 15,3
Tudi chin doan bénh 11,48 + 2,64 4,1 15,6
Tuoi chan (:IoAan viem 11,48 + 2,55 4.1 15,6

than lupus
Nhdn xét: Tudi trung binh khoi phat bénh 11,24 + 2,58 tudi; tudi

trung binh chan doan bénh 11,48 + 2,64 tudi, tudi trung binh xuét hién ton
thuong than 11,48 + 2,55 tudi
3.1.1.2 Phén bé gidi tinh

Bang 3.2: Phan bo giéi tinh theo tudi

Gioi P

Nhém tudi Nam (n, %) Nit (n, %) | Wilcoxon ranksum

- test, p=0,48
<12 tuoi 4 (14,3%) 24 (85,7%)

>12tudi| 12 (12,2%) 86 (87,8%)

Téngcong | 16 (12,7%) | 110 (87,3%)

Nhdn xét: Ty 18 nit: nam =7:1. Khi so sanh vé nhom tu6i <12 tudi va >12
tudi gitra 2 gioi, khong c6 su khac biét c6 y nghia théng ké (ranksum test, p=0,48).
Bénh nhan nho tudi nhat 1 4 nim 2 thang tudi va 16n nhét 14 15 nam 7 thang tudi.
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3.1.2 Pic diém 1am sang va cin 1am sang ciia bénh nhén
3.1.2.1 Pic diém lim sang ciia bénh nhén tai thoi diém chin dodn bénh

Bang 3.3 Biéu hién 1Am sang ngoai than ciia bénh nhén tai thoi chin doan bénh

Biéu hi¢n 1am sang lic chan S0 BN (n=126) Ty 18 %
doan
Giam can, gy sat 53 42,1
Chan an 65 51,6
Sot kéo dai 73 57,9
Ban canh buém 102 81
Ban dang dat san 26 20,6
Hong ban dang dia 9 7,1
Ban khac 1 0.8
Loét miéng, loi 60 47,6
Loét da 4 3,2
Nhay cam &nh sang 89 70,6
N6t thap 1 0,8
Viém co/Pau co 37/29 29.4/23
Viém khop/Dau khop 94/93 74,6/73,8
Ton thuong vong ndi mod (gan, 15 11,9
lach hach to)
Rung toc 22 17,5
Tran dich mang phoi 18 14,3
Céc t6n thuong phoi khac 2 1,6
Viém mang tim/Tran dich mang 11 8,7
tim
To6n thuong tim khac 2 1,6
Co giat 12 9,5
R6i loan tAm than 14 11,1
Tén thuong than kinh khac 4 3,2
Hién tugng Raynaud 5 4
Viém mach mau ngoai vi 14 11,1
Viém mach hinh ludi 10 7,9
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Nhdén xét: Triéu chimg 1am sang ngoai than thuong gap nhat 1a ban canh
budm (81%), nhay cam anh sang (70%), viém khép, dau khop (74%), sdt kéo
dai (56%), va loét miéng loi (48%). Tiép theo 1a tridu chimg than kinh, viém

mach mau ngoai vi chiém 23%.

Bang 3.4. Biéu hién 1am sang ton thuwong thén tai thoi diém chin doan bénh

Biéu hién 1am sang tai than S6 bénh nhén Ty 1é
(n=126) (%)
Phu 108 85,7
Tang huyét ap 63 50
Nhe 43 34,1
Trung binh 18 14,3
Nang 2 1,6
Tru Hong cau 7 5,7
Dai mau dai thé 33 26,2
Pai mau vi thé 119 94,4
Bat thuong nudc tiéu 17 13,5
Viém than 65 51,6
HCTH két hop 34 27
HCTH 10 7.9

Nhén xét: Pai mau vi thé 1a triéu chimg thuong gap chiém ty 16 95%.

Tiép theo 1a phu chiém 85,7%, thudng phu nhe. it gip hon 1a ting huyét ap

chiém 50% trong d6 c6 16% tang huyét ap trung binh va ning.

Tén thuong than trén 1am sang gip o tat ca cac bénh nhan. Trong do

viém than thuong gip nhit chiém 51,6%, tiép dén 1a HCTH két hop chiém

27% (trong nhém nay c6 7% viém cau than tién trién nhanh).
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3.1.2.2 Pdc diém cdn lam sang ciia bénh nhdn tgi thoi diém chin dodn
bénh lin dau:
Bang 3.5. Cac bién d6i xét nghiém huyét hoc ciia bénh nhén vao thoi

diém chan doan

Bién doi xét nghiém huyét hec | S6 BN (n=126) Ty 18 %
Iic chan doan
Thiéu mau Hb<10g%/12¢% 82/110 65,08/81,3
Ning 28 22,2
Trung binh 57 45,2
Nhe 25 19,8
Giam bach cau<4.000x10%/1 21 16,67
(n=126)
Giam BC lympho<1.2x10%/1 32 25,40
(n=126)
Giam BC da nhan <2x107/1 19 15,08
(n=126)
Giam TC<150x10%/1 41 32,54
Giam TC <100x10%/1 20 15,87
Mau lang 1 gid 93426,6 25-145
Mau lang 2 gid 1142423 3 30-160
Test Coombs truc tiép (+)* 38 38,38

Ghi chu: * n=99 bénh nhan
Nhan xét:

Thiéu mau Hb <120g/L chiém ty 18 81,3%, thiéu mau thuong nhe va
trung binh (65%), chi ¢6 22% thiéu mau ning Hb <80g/L. Thiéu mau vdi test
coombs truc tiép duong tinh chiém 38,4%

Bach cau mau giam chiém ty 1& thip 16,7%, giam bach cau lympho
chiém ty 1& cao hon 25%, giam tiéu cau chiém ty 1& 32%, trong d6 giam tiéu

cau <100.000T¢/mm3 chiém 16%.
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Bang 3.6: Cac thay ddi xét nghiém sinh héa mau vao thoi diém chan doan

Xét nghiém sinh héa lic chian doan | Trung binh/trung Dg:) Iéch
vi/Tan suat chuan/Bach
phén vi 25-75
Ure (mmol/L) 7,7 5,3-13
Creatinine (Umol/L) 69,3" 55,3-92.6
Creatinine >106,8 (umol/L) 22/126 17,5%
Creatinine <106,8 (umol/L) 104/126 82,5%
MLCT (ml/min/1,73 m?) 972" 34,3[11-172]
>90 77 61,1%
60-89.9 33 26,2%
<60 16 12,7%
Protid mau (g/L) (n=126) 59,4™ 12 [35-86,7]
<56 g/l 50/126 39,7%
>56g/1 76/126 60,3%
Albumine mau (g/1) (n=126) 277 6,9 [10-44]
<25g/1 51/126 40,5%
>25g/1 75/126 59,5%
Cholesteron mau (mmol/L) (n=113) 55° 4,3-8,1
>5,2 mmol/L 64/113 56,6%
<35,2 mmol/L 49/113 43,4%

Nhan xét:

Ghi chii: “Trung vi; ““Trung binh

- Creatinine trung binh ting so voi lira tudi, c6 17% bénh nhan co

creatinine >106,8mmol/L (ngudng suy than & tat ca cac d6i twong nghién ciru

tré em),

- Mite loc cau than trung binh 97 ml/phat/1,73 m? cao so véi tudi, trong do
¢6 38,9% bénh nhan cé suy than (12,7% suy than mirc d6 trung binh va nang)

- Albumin mau trung binh 2746,9 g/L giam so v&i lra tudi va giam

albumin ngudng than hu chiém 40,5%.
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Bang 3.7: Cac bién d6i mién dich va chi s6 hoat tinh SLEDAI trong bénh

SLE vao thoi diém chan doan

Xét nghiém mién dich lic chan | S BN /sé6 XN Ty 18 %
doan dugc lam

KTKN (+) (n=126) 104 82,54
Anti-Ds DNA (Ul/ml) 320 [108-625]" 12,8-3900™"
Anti-Ds DNA (+) (n=125) 104 83,20
KT khang lupus (n=18) 2 11,11
Antiphospholipide [gM (n=35) 5 14,29
Antiphospholipide IgG (n=35) 5 14,29

Néng dé bé thé C3 (g/l) (n=126) 0,31 [0,19-0,5] 0,02-1,69""

C3 giam < 0,75 g/l 116 92,06%
Néng dé bé thé C4 (g/l) (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"""

Ghi chii: *Trung vi; **Trung binh;***Khodng giao déng

Nhan xét:

- Trong céc bién d6i mién dich lic chan doén, ty 1¢ duwong tinh cao voi
KTKN, anti-DsDNA, C3, C4 véi ty 1¢ tuong ung 82,5%, 83,2%, 92% va
88,1%. Khang thé khang phospholipid dwong tinh véi ty 1& thap hon 12,3%
cho ca IgG va IgM.

- Chi s6 hoat tinh bénh SLEDAI rét cao, trung binh 23 diém.
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Bang 3.8: Cac biéen doi vé xét nghiém nwéc tiéu vao thoi di€ém chan doan

Xét nghiém nwéce tiéu e chan S6 BN (n=126) Ty 18 %
doan
Protein niéu 24 gio (mg/kg/24 gio) 57 [26-120]" 4,5-483""
<Il5 17 13,5
15-49,9 44 34,9
>50 65 51,6
Up/c (z/mmol) 0,28 [0,14-0,80]" 0,02-2,60"*
<0,2 48 38,1
>0,2 78 61,9
Hong cdu niéu (+) 119 94,5
(+) — (++) 66 52,4
(+++) — (++++) 53 42,1
Bach cau niéu 96 77,8
(+) — (++) 67 53,2
(+++) — (++++) 31 24,6
Try hong cu 26,0 20,6
Tru bach cu 15 11,9
Tru khac 7 5,6
Ghi chii: *Trung vi; ***Khodng giao dong
Nhan xét:

- Protein ni€u 24 gio¢ tang cao trung vi 57 mg/kg/24 gio, trong do6 protein
niéu khoang than hu chiém 52%. Tuong tu chi s6 Up/c trung vi tang khoang
than hu 0,28 g/mmol.

- Hong cau niéu trong nhom nghién ciru chiém ty 18 rat cao 94,5%, trong
d6 hong cau niéu trén 3+ chiém 42,1%. Bach cau niéu ciing thuong gip chiém

77,8%, trong d6 chu yéu bach cau 1+ dén 2+ chiém 53%.
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3.2 Tén thwong mé bénh hoc thin va lién quan giita mdé bénh hoc
v6i biéu hién 1am sang va sinh hoc

3.2.1 Ton thwong mé bénh hoc than theo phin loai ISN/RPS
Bang 3.9: Phan b6 ton thwong méd bénh hoc thin theo phan loai ISN/RPS

(n-126)
, Héi chirng than viém
Lop StfoﬁN Tyl1e (%) | Bt "
MBH | & lgp yiets thwong Yﬁi‘: HCTH 12?: H
n.tieu : op
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
it 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
v 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

Nhdén xét: Ton thuong 16p IV chiém ty 18 cao 44,4%, tiép do 1a 1op III
(31%), 16p 11 14 15,1%. Lép I va 16p V hiém gap hon (2,4% va 7,1%).

L6p IV ¢6 biéu hién 1am sang ton thuong than nang HCTH két hop
(25/35) hodc HCTH (8/10), ngoai ra c6 thé gip hinh thai 1am sang viém than
(18/65) va bat thuong nude tiéu. Lop III biéu hién thuong gip nhat 1a viém
than (31/65). Lép V khé phan dinh kiéu hinh, c6 thé gip tat ca cac hinh thai

ton thuong than.
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Bang 3.10: Ling dong mién dich IgG, IgM, IgA, Clq, C3 trén KHV

huynh quang trén bénh nhan viém thin lupus

Cic diu 4n mién dich Mire d duwong tinh
huynh quang (n=101) Am tinh + t Tt I
IgG (Tan suat) 8 13 21 39 20
Ty Ié 7,9 12,9 20,8 38,6 19,8
IgM (Tan suét) 2 40 34 22 3
Ty Ié 1,98 39,6 33,7 21,8 3
IgA (Tan suét) 6 26 32 33 4
Ty Ié 6 25,7 31,7 32,7 4
C3 (Tan suit) 4 18 17 41 21
Ty lé 4 17,8 16,8 40,6 20,8
C1q (Tan suit) 4 16 16 44 21
Ty Ié 4 15,9 15,8 43,6 20,8
Fullhouse 33 68
32,7 67,3
Chi s6 hoat tinh (n=49) | 8,9+3,9"
(TBDLC)[LN-NN] [1-17]
Chi s6 man tinh (n=49) | 0[0-2]"
(TV)[BPV]

Ghi chii: “Trung binh; “*Trung vi
Nhdn xét: Ty 1é duong tinh véi cac markers mién dich (IgG, IgM, IgA, C3

va C1q) chiém ty 1& cao trén 92%, trong d6 duong tinh 2+ trd 1én trén 80%.

Ling dong tit ca cac ddu 4n mién dich (Fullhouse) dat ty 1& kha cao
67,3%.

Chi sb hoat dong bénh viém than lupus trén mé bénh hoc trung binh 8,9 +

3,9 diém. Chi s6 man tinh viém than lupus trén mo6 bénh hoc trung vi 0 [0-2].
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Mt sé hinh dnh ton thwong mé bénh hoc thin theo phéin loai
ISN/RPS:

Hinh anh tang sinh lan toa toan bo cau than cta >50% tat ca cac cau than
Bénh nhan D6 Bich T.
Ma s6 bénh an: 150002076 M3 s6 GPB: 1229b15
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Hinh 3.2: Viém ciu thin ting sinh lan téa (16p IV). Nhuém HE x 400

Hinh anh ting sinh lan toa toan bo cau than
Bénh nhan D6 Bich T.

=y

Hinh 3.3: Viém ciu than ting sinh khu tri (16p III). HE x400
Hinh anh cdu than tang sinh dang 6 thuong gip trong 16p 111

Bénh nhan: D3 Kiéu N.

Ma sb bénh 4n: 110160681 Ma sb GPB: 5029b14



78

3.2.2 Moi lién quan giira m6é bénh hoc than v4i bieu hién 1am sang va bién

doi sinh hoc.

3.2.2.1 Lién quan giita mé bénh hoc thin véi biéu hién lam sing

Bang 3.11: Lién quan giira mé bénh hoc than véi tudi, giéi, mot s6 biéu

hién 1Am sang va chi s6 SLEDAI

Biéu hién 1am

M6 bénh hoc than (ISN/RPS)

Gia tri

sang va xét n I II III v V
nghiém P
Gi6i tinh
Nam | 16 0 5 5 6 0 NS*L 2
a3; 44
NE|[110] 3 14 34 50 9
Tudi N
<12 tuéi | 64 1 12 18 27 4 *3; v
>12 tuéi | 62 2 7 21 29 5
Tang huyét ap 126 NS™"3,
Khéng | 63 3 17 31 40 8 0,05%2,
Co | 63 0 2 8 16 1 0,08
Dai mau 126 0,009
Pai thé (3+ - 4+) | 53 0 3 18 30 2 0,001,
Vi thé (1+ - 2+) | 66 3 13 17 26 7 0,003,
Khong | 7 0 3 4 0 0 0,019™
Hoi chimg viém | 126 0,000™
than 0,015%,
Bat thwong miede | 17 3 3 3 5 3 0,028,
tiéu 0,000
Viém thin | 65 0 13 31 18 3
HCTH | 10 0 2 0 8 0
HCTH két hop | 34 0 1 5 25 3
SLEDAI 126 | 1242,6 | 20,4+1,8 | 23,6+1,6 | 23,9+1,2 | 22,3+2,1 | NS*: "%
3, %4

Ghi chii:"'Tat ca cac bénh nhan (lopmbhl2); “Lop ting sinh (I va IV) so véi 1op khac (I+11+5)
(lopmbh); “Lép tang sinh so véi 1op I+1I va 16p V (lopmbhl); “Lop IV so véi 16p khac (lop4); NS:
khéng c6 y nghia thong ké

Nhan xét:

Hdng cau niéu duong tinh khong c6 su khac biét nhém ting sinh so voi

nhom khong ting sinh (96% so vdi 90%) (Fisher, p=0,36), tuy nhién hong ciu
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niéu > 2+ nhom tang sinh cao hon so vé1 nhom khong tang sinh (50% so véi

16%) (Pearson %2, p=0,001). Chi sé trung vi SLEDAI 16p I+I thap hon so véi

16p khéac (Wilcoxon ranksum, p=0,04), tuy nhién mirc d hoat tinh bénh lupus

cua cac 16p MBH déu cao va rat cao.

3.2.2.2 Lién quan giiva tén thuwong mé bénh hoc thin va bién déi sinh hoc:

Bang 3.12: Lién quan giira xét nghiém va ton thwong mé bénh hoc than

Mo bénh hgc than

Xét nghiém | n | i it v v Giatrip
Protein ni€u [126
24 gio
TB+PLC|  |17,146,5 |66,9+20,7 |49,2+7,1{111,5+11(119,5+40,1 [0,0001713NS*2>,0,03"32,
0,000074
<5061 3 14 27 14 3 0,000, 0,04", 0,013,
>5065 |0 5 12 42 6 0,0000™
MLCT 126
(ml/min/1,73m>)
TB+PLC 125,6+16[113,5+7,5102+5,8)83,3+3,8/119,3+10,6/0,0001 ¢
0,0003"24 0,0012"3,
0,0000"d
>90177 3 16 26 25 7 0,084"
60-8933 10 2 9 20 2 0,011%2, 0,047%",
<6016 |0 1 4 11 0 0,003
Creatinine
(Mmol/L)
TV [BPV25- 44,9 56 [53,7-463 [55-81 58[45-71] |0,0001*12
75] [42,6-62 63,6] 83] [66,4- 0,000172,  0,0012"32,
111] 0,0000"b
>106,1|1043 18 34 40 9 INS™!
<106,122 |0 1 5 16 0 0,016, NS™, 0,003
Hb giam 126
(8%)
TB+PLC|126/9,2+0,3 [10,4+0,6 [9,3+0,4 9,3£0,2 9,5+£0,7  [NS*l¢
Ns*zd’ NS*3C, Ns*4d
>12|16 |0 5 5 6 0 INS™!
<I2|110]3 14 34 50 9 INS™, NS3*, NS™
Protid mau
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Xét nghiém | n M bénh hec than Gid tri p
' I il m | v v '
(g/L)
TB#DLC126[75+6,1 [65+2,7 |64=1,5 [54=1,4 |54+5.4  [0,0000°, NS,
0,0063"3, 0,0000%4
<36 0,000, NS2, NS,
>56] 0,000
Albumin 126
(g/L)
TB#DLC|  [36,4=1 [29,1=1,6 [B03+1 [24,340,722,6+2,2 |0,0000°, NS4,
0,015, 0,0000%¢
<2551 0 5 7 4 5 0,00007, NS2, NS*,
>25075 3 14 2 2 4 0,000

Ghi chu: "'Tat ca cdac bénh nhan (lopmbhl2); Lép ting sinh (Il va 1V) so véi 6p
khdc (I+11+5) (lopmbh); “3Lép tang sinh so véi 16p I+11 va I6p V (lopmbhl); *Lép IV so
véi 16p khdc (lop4); NS: khéng c6 y nghia thong ké; “Kuskal Wallis test; *Wincoxon test;
“Anova test; ‘T-Test

Nhdn xét: Protein ni€u 24 gio trung binh 16p IV va V > 50 mg/kg/24 gio
cao hon cac 16p khac. Dac bi¢t khi so sanh 16p IV va 16p khac (Wincoxon
test, p<0,0000). Lop I+II co chi sd protein niéu thap nhit (Wincoxon test,
p<0,0083). Protein ni¢u khoang than hu 16p IV cao hon so vdi 16p khac
(p<0,000).

MLCT trung binh 16p IV thap hon 90 ml/phut/1,73 m> va thap hon so
voi cac 16p khac (ttest, p<0,0000).

Theo phan nhdém MLCT, 16p tang sinh c6 suy than cao hon 16p khong
tang sinh (I+11+V) (Fisher test, p=0,011), trong d6 16p IV c6 suy than cao
nhat chiém 31/49 (63%) va suy than mirc 46 niang chiém 11/16 (68,7%).

Creatinine mau trung vi 16p IV 1a 81umol/L cao hon so voi 16p I, 11, III
va 'V (45, 58, 63 va 59) (Wincoxon, p=0,000), phan nhém suy than ¢ 16p IV
cling cao hon so v4i nhom khéc (Pearson 2, p=0,000)

Albumin mau trung binh 16p IV (24,3g/1), va V (22,6g/1) giam so v&i 16p
I+II (36,4 g/L; 29,1 g/L) va IlI (30,3 g/L) (Anova, Bonferroni, p=0,002 (IV vs
I+II), p=0,000 (IV vs III); p=0.017 (V ss I+II); p=0,007 (V ss III)), khong co
su khac biét gitta 1op IV va V (p=1,000). Giam albumin trung binh lop IV
nhiéu hon so vdi cac 16p khac (ttest, p=0,0000).
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3.2.2.3 Lién quan giiva mé bénh hoc thdn vdi cdic xét nghiém mién dich
trong lupus

Bang 3.13: Lién quan giita MBH than véi cac xét nghiém mién dich trong lupus

Cac xét M6 bénh hoc than (ISN/RPS)
nghiém mién | N Giatri P
I 1T 111 v \
dich
Bo6 thé C3
vV 0,5 04 | 027 | 029 | 0,51 |NS"=™

0,0035"%,0,012™3%

<0,75| 116 | 2 17 34 56 7 0,004

>0,75] 10 | 1 | 2 5 0 7| NS™2%3,0,002"

Bo thé C4

v 0,01 | 0,02 | 0,02 0,02 | 0,16 | 0,017
0,0035"2b, NS™3a, *4b

<0,1] 111 | 2 16 35 54 4 10,0017

>0,1| 15 1 3 4 2 5 0,002"2, 0,000™
0,008
Anti-DsDNA | 125 | 396 | 221 332 364 30 |0,03"
(UI/L) 0,014, 0,013
NS*b, 0,015
<50 21 1 3 4 8 5 0,026"
>50] 104 2 | 16 | 34 48 4 | NS™™,0,0087
0,008
KTKN (UIL) | 126 NS*72.%3,4
Duwong tinh | 104 | 2 16 34 46 6
Am tinh | 22 | 1 3 5 10
Hargraves 117 NS*1+2,%3.%4

Duwong tinh | 76 2 13 27 31 3

Am tinh | 41 1 6 11 18 5

Ghi chii: *'Tat ca cac bénh nhan (lopmbhl2); “Lép tang sinh (11l va IV) so véi I6p khac (I+11+5) (lopmbh);
SLép tang sinh so véi 16p I+ va I6p V (lopmbhl); **Lép IV so véi I6p khac (lop4); NS: khéng cé y nghia
théng ké; *Kuskal Wallis test; "Wincoxon test; Anova test; 9T-Test
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Nhén xét: Nong d6 bo thé C3 giam nhiéu 16p ting sinh so v6i khong
tang sinh (Wincoxon, p=0,012). Nong do bo thé C4 giam nhiéu 16p ting sinh
so voi cac 16p khong tang sinh (Wincoxon, p=0,002). Pac biét trong 16p V
ndng d6 bod thé C4 binh thuong va cao hon so véi 10p khéac (p<0,001)

Nong d6 trung binh 16p V khong ting (30UI/L), thap hon khi so sanh véi
16p khac (Wincoxon, p=0,009).
3.2.2.4 Lién quan phan l6p MBH thin véi cdc ton thwong fullhouse, lién té
bao, chi so hoat tinh:

Bang 3.14: Lién quan phén 16p mé bénh hoc véi ton thwong fullhouse,

lién teé bao, chi so hoat tinh

Tén thwong MBH M6 bénh hoc than (ISN/RPS)
" N Gia tri P
than I 11 111 1A% \Y%
Fullhouse 101 0,0007-*2

c6l 68 1 0 | 5 | 23 | 38 | 2 |[NS®H

Khong | 22 3 8 5 12

Liém té bao

Co| 21 0 0 4 17 0 |0,002"

Khong | 104 | 3 | 19| 34 | 39 | 9 [0,0047
0,000™

Chi s6 hoat dong

TB+DLC 49 | 0 2 6,9 | 10,5 0 |0,0088™¢

Nhdn xét: Cac 16p tang sinh va dic biét 16p IV c6 hinh anh liém té bao
cao hon so véi 16p khéc (30,3% so voi 5,8%) (Pearson chi2, p=0,000).

Lép ting sinh c6 su ling dong fullhouse cao hon so voi nhom khac
(78,2% so véi 30,4%) (Fisher, p=0,000). Chi sé hoat dong trén MBH than

nhém tang sinh cao hon so véi nhém khac (ttest, p=0,009).



3.3 Két qua diéu tri

3.3.1 Phac do diéu trj trong viém than lupus
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3.3.1.1 Phdc db diéu tri theo phén logi MBH va liéu thuéc sir dung

Bang 3.15: Phac d6 diéu tri theo phan loai MBH

L aA ash L. Mo bénh hgc thian Lo
Phac do diéu tri n I I I v vV Giatrip
Truyén solumedrol 126 NS*1.%2%3
Co| 120 3 16 37 56 8 0,033
Khong | 6 0 3 2 0 1
Phac do dicu tri
PDI (PNL) | 14 2 8 0 0 4 0,000"
PD2 (PNL+AZA4) | 10 0 7 2 1 0 0,000
PD3 (PNL+IVCYC) | 42 0 0 17 23 2 0,000™
PB4 (PNL+MMF) | 60 1 4 20 32 3
PD5 (PNL+CSA) 0 0 0 0 0 0

Nhdn xét: Bénh nhan 16p IV c6 ty 1é truyén solumedrol (100%) cao nhat

so voi 16p khac c¢6 ¥ nghia théng ké (Fisher, p=0,033).

Phac d6 1 (PNL don thuan) chil yéu dugce chi dinh cho bénh nhan 16p 1,
II, va V (fisher, p=0,000), trong khi d6 16p III va IV chil yéu st dung phéac d6
3 va 4 (Pearson ¥, p=0,000).
3.3.1.2 Dién bién phdc dé diéu tri theo ky dinh gid

Biea fodliea biea sbduing phaa hodiea trotheo kyg

40 60 80

Taa xuaé

20

Phatiioa 1

N <y9 [ Ky
I Kyé [ Kye

I k2
. <5

Biéu d0 3.1: Dién bién sir dung phac dé diéu tri theo ky danh gia
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Nhén xét: Biéu d6 hinh thanh cho thay phac d6 2 va 4 duoc sir dung
phd bién trong cac ky danh gia theo ddi, phac d6 3 sir dung chu yéu trong 12
thang dau.
3.3.1.3 Tinh hinh sir dung cdc phdc do diéu tri theo cdc I6p mé bénh hoc
Bang 3.16: Tinh hinh sir dung cic phac d diéu tri theo cac 16p mé bénh hoc

Lép md bénh hoc Phac do diéu tri
thin 1| 2] 3| 4
LopI(n=14)| 13 | 0 0 1 0 | Fisher,

(%) 92,9 00 | 00 | 7,1 | 0,0 | 0,000
LoplI(n=98)| 22 | 52 | 3 | 21
(%) | 22,4 | 53,1 | 3,1 | 21,4
Lop Il (n=186) | 8 | 46 | 34 | 98
(%) | 4,3 | 24,7 | 183 | 52,7
Lop IV (n=255) | 1 18 | 50 | 184
%) | 0,4 | 7,1 | 196|721 0,8
LopV (n=38)| 13 | 5 4 | 16
(%) | 34,2 | 132 | 10,5 | 42,1

Téng cong (n=591) | 57 | 121 | 91 | 320

(%) 9,6 | 205|154 | 542 | 0,3

Ghi chu: 1 “Prednisolone”; 2 “PNL+AZA”, 3 “PNL+IVCYC”,
4 “PNL+MMF”, 5 “PNL+CSA4"”
Nhén xét: Bang 3.16 cho thay 16p I+1I chu yéu st dung phac d6 142

P

N O OO O

trong cac ky danh gia (Fisher, p=0,000). Lép IIL, IV, V chi yéu st dung phéc
dd 4 trong cac ky danh gia (56%, 72% va 42%). Phac dd 4 dugc sir dung

nhiéu nhat trong tat ca cac ky danh gia chiém 54%.
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Biea nodinh thanh diea biea phaa doahiea trotheo 16p MBH

300
Il

282

200

Taa xuaf

100

2
o -

BN Lopkhao [N Taégsnh |

Biéu d6 3.2: Tinh hinh si dung cic phic do diéu tri theo 16p ting sinh va
khong tang sinh
Nhdn xét: Biéu do thé hién nhom 16p ting sinh chi yéu st dung phéac d6
3,4 (19% va 63%), su khac biét co y nghia théng ké (Pearson chi2, p=0,000).
L6p khong tang sinh chu yéu st dung phac do I va Il



3.3.2 Két qua diéu tri
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3.3.2.1 Két qua diéu tri theo thoi gian

Bang 3.17: Két qua dap vng 1am sang qua cac ky danh gia

Chi s6 dap ung 1am Ky
sing 0 1 2 3 4 5 P
Hoi chung than
Bat thwong NT | 17 69 92 93 54 45 Fisher,
(13,5) | (56,6) | (75.4) | (88,6) | (87,1) | (83,3) | p=0,000
Viém thin | 65 46 23 8 7 6
(51,6) | 37,7) | (18,8) | (7,6) | (11,3) | (11,6)
HCTH | 10 5 3 3 0 2
, (79 | &) | 25 | 29 | 0 (3.7
HCTH két hop | 34 2 4 1 1 1
@n 116 [ 33| O | @6 | (18
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 | 4.1 | @9 | (1,6) | (5,6
Tinh trang tai phat
Cé 1 7 7 12 5 Chi2,
0,8 | 5,7 | 6,7) | (19,4) | (9,3) | p=0,000
Khéng 121 | 115 98 50 49
(99,2) | (94,3) | (93,3) | (80,6) | (90,7)
Suy than man
Khéng 119 | 121 | 104 60 52 Chi2,
(97,5) | (99.2) | (99,1) | (96,8) | (96,3) | p=0,000
Cé 3 1 1 2 2
2,5 | (0,8 | 0,9 | 32 | 3.7
Tu vong
Song sét | 126 121 122 105 62 54 Chi2,
(100) | (99,2) | (100) | (100) | (100) | (100) | p=0,000
Tir vong | 0 1 0 0 0 0 0
(0) 0,8 | (O (0) 0) (0)
Ghi chu : Ky 1: sau 6 thang ; ky 2 : sau 12 thang ; ky 3 : sau 2 nam ; ky 4 : sau 3 nam ;

ky 5 : sau 5 nam




87

Nhan xét:

Té6n thuong than giam dan qua cac ky danh gia, sau 2 nim 93/104 trudng
hop chi c6 bat thuong nudc tiéu (Fisher, p=0,000).

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

Ty 1€ tai phat sau 1 nam va 2 nam 1a 5,7% va 6,7%, thoi diém 3 nim
chiém ty 1& cao nhét 19,3%, sau 4 nim 9,3%. Tan suit tai phat 1a 0,32
dot/bénh nhan/nim. Pa sb bénh nhan bi tai phat mot dot, chi mot ty 1& thap
bénh nhan tai phat > 2 dot.

Suy than man chiém ty 18 rat thap tir 1-3% trong cac ky danh gia.

Chi c¢6 mét truong hop tir vong vao trong ky danh gia 6 thang, chiém ty
1¢ rat thap, bénh nhan 16p IV, st dung phac d6 3 (Pred + IVCYC), tré bi
nhiém khuan huyét, sdc nhiém khuan, xuat huyét ndo va tir vong sau 3 thang

diéu tri.
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Bang 3.18: Thay doi cac tri s6 sinh hoc qua céac ky danh gia

Chi s6 dap Ky danh gia
rng 0 1 2 3 4 5 P
Murc d§ giam protein niéu
Hodn todn 70 92 91 55 43 Fisher,
(57,4) | (75,4) | (86,7) | (88,7) | (79,6) |p=0,000
o 44 24 10 6 7
Mot phan 361) | (197 | 9.5 | 07 | (3)
Khong dap 8 6 4 1 4
ung 6,6) | (49 | 3.8 | (1,6) | (7.4
Chi s6 Up/c (g/mmol)
<0,02| 0 45 71 75 44 33 | Fisher,
0) | (36,9 | (582) | (71,4) | (71) | (61,1) |p=0,000
0,021-0,2| 48 57 39 25 16 15
(38,1) | (46,7) | (32) | (23.8) | (25.8) | (27,8)
>0,2| 78 20 12 5 2 | 6(1LD)
61,9) | (164) | (9.8) | (4,8) | (3,2)
Mire loc céu than (ml/phit/1,73 m?) Chi2,
90| 77 | 114 | 117 | 101 | 60 51 | P=0,000
(61,1) | (93.4) | (95,9) | (96,2) | (96,8) | (94,4)
<90| 59 8 5 4 2 3
(38,9) | (6,6) | (41) | 3,80 | (3,2) | (5.6)

Nhdn xét: Chi s6 Up/c niéu giam qua cac ky danh gia, & thoi ky 6

thang Up/c giam protein hoan toan va mot phan thap (36,9% va 46,7%),

cac ky 12 thang, va 2 nam Up/c giam hoan toan va mot phan chiém ty 18

cao 88% va 95%. Tai thoi diém 5 ndm chi s6 Up/c giam hoan toan va mot

phan dat 89%.

Mure loc cau than thip <90ml/phit/1,73 m? (suy than) tai thoi diém nhap

vién chiém ty 1& cao (38,9%), sau d6 giam nhanh (96% binh thudng) sau 6

thang diéu tri va duy tri & cac ky danh gia sau (Pearson chi2, p=0,0000).




Bang 3.19: Thay doi cac chi s6 va xét nghiém qua cac ky danh gia
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Chi s0 xét Ky danh gia P
nghiém 0 1 2 3 4 5
SLEDAI 21[18-22] | 4[0-10] | 0[0-4] 0 [0-0] 0[0-0] 0[0-0]
(TB/TV) 22,949,1 5,5£5,6 | 2,7+4,1 | 1,243)5 | 2,145,5 | 2,1£5,6
Mirc d6 hoat tinh bénh SLEDAI
Khong 0 43 69 84 49 42
0) (35.3) (56,6) (80) (79) (77,7)
Nhe-TB 4 57 44 18 9 9
(3,2) (46,7) (36,1) (17,1) (14,5) (16,7)
Nang 122 22 9 3 4 3
(96,8) (18) (3,9) (2,9) (6,5) (5,6)
Anti- 320 27 17 13 16 10,2
DsDNA [108-625] [18-64] | [11-34,3] [6,5- [8,2- [6,5-
(TV) 22,2] 21,5] 20,2]
Chi s6 ton thuong man tinh (SLICC/ACR)
Khong (0) 113 94 58 45 Chi2,
(92,6) (89,5) (93,6) (83,3) | p=0,2
Co (=1) 9 11 4 9 4
(7,4) (10,5) (6,4) (16,7)

Ghi chu: TV: Trung vi; TB: Trung binh
Nhdn xét: Chi sé diém SLEDAI ¢ ky danh gia 6 thang cao, trung vi 4

diém (Trung binh 5,6 diém), chi s6 ndy giam qua cac ky danh gia, va dat

trung vi khoang 0 diém ky 3, 4, 5.

Nong do anti-DsDNA giam sau 6 thang diéu tri, trung vi sau 6 thang 1a
32 Ul/ml (<35) (ngudng am tinh).
Chi s6 ton thuong man tinh SLICC/ACR sau 12 thang dat ty 1é thap, tuy

nhién tai thoi diém theo ddi >4 nam, ty 1€ man tinh tang lén khoang 16,7%.
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3.3.2.2 Lay tich khd néng ciia cdc bién két cuc

a. Liy tich kha nang HPHT

N&6mg cong Kaplan Meier hoiphui hoam toam theo thoipgian fiath g

Né6mg cong Kaplan Meier khathaég HPHT theo 16p MBH theo thoizg
8 |

T
0 12

24 36
Thoigian theo doi (thatig)
Number at risk
126 24 4
‘ Cl Hoaphut hoam toam ‘

| L g
w0
]
o
8
o
w0
N
o
8
© T T T T T
0 12 24 36 60
Thoigian theo dob(thatg)
T Sodnguy cd
6 Ll 2 3 o o
Lap il 39 6 2 1
Lol 56 1 2 [
Ly 9 1 0 o

E— T

LopIv

]

LopV

Biéu dd 3.3: Liiy tich kha niing HPHT theo 16p MBH theo thoi gian

Nhdén xét: lity tich kha nang hoi phuc hoan toan theo thoi gian danh gia dat
75% sau 24 thang va 1én dén >95% sau 36 thang.

Lé6p tiang sinh, dic biét 16p IV c6 thoi gian hoi phuc hoan toan cham hon so

voi cac 16p khac, thoi diém 24 va 36 thang dat 80% va 95% (sts test, p=0,022; 16p

IV so véi 16p khéc, p=0,0024).

Nt‘)cgag cong Kaplan Meier khatnaég hoaphut hoam toam theo méa fio&uy thaé theo thoéipgian

8- | |
w
N~ 4
o
(@]
0
o
[Te]
CV. -
o
8 |
S T T T
0 20 40 60
Thoéigian theo dod(thang)
Soanguy cd
GFR>=90 7 16 3 1
GFR60-89 33 4 0 0
GFR <60 16 4 1 0
’ >=90 60-89 <60 ‘

Biéu dd 3.4: Liiy tich kha niing hdi phuc hoan toan theo mirc d9 suy than
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Nhén xét: Biéu dd 3.7 cho thay kha ning hoi phuc hoan toan theo thoi
gian danh gid nhom bénh nhan suy than nang (MLCT<60) chiam hon so voi

nhom khac, su khac biét khong c6 ¥ nghia thong ké (Sts Test, p=0,19).

Né6mg cong Kaplan Meier khatnaég HPHT theo phatifiodiied tro

=)
S I 1 ]
0
l\_ -
IS
3
[S]
0
(\! -
o
8]
o T
0 12 48 60
Thoiggian fiaoh giat
Sodnguy cd
PN1+2 2 4 2 0 0 0
PN3 42 19 8 2 0 0
PN4 60 2 7 4 2 1
PDD1+2 PN3
PDD4

Biéu d 3.5: Lily tich kha niing hdi phuc hoan toan theo phac dd diéu tri
Nhdn xét: phac dd 3 c6 kha nang hdi phuc hoan toan cham hon so véi
phac d6 khac, su khac biét c6 ¥ nghia thdng ké (Sts test, p=0,02).

b. Nguy co két cuc xdu (suy thin man+ tir vong) theo thoi gian

Kaplan Meier ketiqualxaa theo théizgian

T T
0 12 24 36 48 60 72 84

Soénguy b Thoizgian fianh gial(thang)
17 79 49 25 " 5
‘ 95% Cl Ketiquatkad ‘

Biéu dd 3.6: Luy tich nguy co két cuc x4u theo thdi gian
Nhdn xét: Lily tich nguy co két cuc x4u ting dan theo thdi gian nhung

chiém ty 1¢ thap 5,6% thoi diém 36 thang.
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o Kaplan Meier ketiquakaa theo caa |6p MBH - Kaplan Meier ketiqualxag 16p 1V so voillop khaa
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Biéu d0 3.7: Liiy tich kha niing két cuc xau theo phan loai mé bénh hoc.
Nhdn xét: Udc tinh xac suét tién trién dén két cuc xau 16p IV cao hon

16p khac (0,0036 so vi 0,0004), ¢ ¥ nghia thdng ké (log rank, p=0,016).

Kaplan Meier khalhaég ketiqualxaa theo mda fiodsuy thaé

0.75
I

0.25
I

T T T T

0 20 40 60 80
Thoizgian theo dob(thang)
Soanguy cd
>90 w 64 27 7 0
60-89.9 33 25 8 3 1
<60 16 " 5 1 0

GFR>90 GFR60-89.9 GFR<60

Biéu d0 3.8: Lily tich kha niing két cuc xau theo mirc d suy thin dau vao.
Nhdn xét: Liy tich kha nang két cuc xAu nhom bénh nhan ¢6 MLCT <90
cao hon nhém MLCT > 90 (0,0025 so vé1 0,001), tuy nhién khong c6 ¥ nghia
théng ké (logrank, p=0,42).



3.3.2.3 Két qud dap irng diéu tri theo mé bénh hoc thin
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Bang 3.20: Két qua dap wng diéu tri theo md bénh hoc than

Két qua didu tri N o M‘;Il;‘-’“h h‘-’clil]‘g“ v Gia tri P
Két quéa dap ung l1am sang
HPHT | 90 77 126 129 23 0,0000"!
(85,5) | (85,7) |(64.8) |(79,3) |NS"Z=*e
HPMP 12 21 54 5 0,000
(13,3) | (143) | (@71 |@172) 0,022
Khong dap vrng 1 0 16 1 0,000
(1,1) (0) (8) (3,5) 0,0007"°f
Tai phat 32 8 4 19 1 INCEETE
(6,9) (8,9) 2,7) (9,6) (3,5) 0,049
Mitc d0 pro/cre niéu 465 0,000"!
<0,02 | 268 67 96 89 16 0,006,
(57,6) | (744) | (653) |(44,7) |(552) |0,003%,
0,02-0,19 | 152 19 46 76 11 0,000
(32,7) | @11 | @312 |(382) |(37.9
>0,2 | 45 4 5 34 2
9,7) (4,4 (3,4) (17,1) | (6,9)
Murc loc cau than 126
<90 | 22 2 2 18 0 0,003"!
ml/phut/1,73 m?* | (4,7) (2,2) (1,4) (9,1) (0) NS*™2"3,
>90 | 443 88 145 181 29 0,000™
ml/phut/1,73 m? (97,8) | (98,6) | (91) (100)
Suy thdn man 126
Khong | 456 90 146 191 29 NS*17273
(98,1) | (100) (99,3) | (96) (100) 0,0006™"
Cé |9 0 1 8 0
(1,9) 0) 0,7) ) (0)
<60 | 16 1 4 11 0
Nhiém tring
Khoéng | 330 71 104 136 19 NS™72.73.%4
(71,1) [ (78,9) | (70,8) | (68,7) | (652)
Cé | 134 19 43 62 10
(28,9) | (@2L,1) [(292) |@L,1) | (34,5

Ghi chi: "'Tat ca cic bénh nhan (lopmbhl2); “Lop ting sinh (III va 1V) so voi l6p khdc
(+11+5) (lopmbh); “Lop tang sinh so véi I6p I+II va op V (lopmbhl); “Lép IV so véi lop
khac (lop4); “Lop tang sinh (Il va IV) so voi 1op khac (I+11+5) (HPHT); “Lop tang sinh (III
va 1V) so véi 1op I+11 va 16p 5 (HPHT); “"Lép 1V so véi 16p khac (HPHT), “Lop tang sinh (11T
va IV) so véi 16p khac (I+11+5) (KoPU); "Lop tang sinh (I va IV) so véi lop I+11 va I6p 5
(KoPU); “Lép IV so véi I6p khdic (KoPU)
NS: khéng c6 ¥ nghia thong ké; *Pearson chi2; 'Fisher test
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Nhdn xét: 16p IV ¢6 ty 1& hdi phuc hoan toan thap hon so v6i nhom khac
(65% so v&i 85%, p<0,0001). Ty 1¢ khong dap ting 16p IV cao hon so voi 16p
khéc (8% so vdi 0,75%, chi2 p=0,000).

Nhom 16p IV (9,5%), 16p 11 (10,1%) co ty 1€ tai phat cao hon nhém 16p
1,3,5(0;2,7; 3,5%) (Pearson chi2, p=0,049).

Suy than man nhém 16p IV ¢o ty 1é cao hon han cac nhom khac co y
nghia thong ké (4,2% so v6i 0,4%) (Fisher, p=0,0006).

Mtre loc cau than <90ml/phat/1,73 m? nhém 16p IV cao hon cic nhom
khac (9% so véi 1,4%), co y nghia thong ké (Fisher, p=0,000).
3.3.2.4 Két qua diéu tri tinh dén thoi diém két thiic theo déi

Bang 3.21: Két qua diéu tri tai thoi diém két thiic nghién ctu

Két qua diéu tri Tan s6 Ty 18 (%)
Kha nang hoi phuc 126
HPHT 108 85,7
HPMP 12 9,5
Khong dap vng 6 4,8
Téai phat (n=126) 25 15,8
Can muc DT cao hon 25 15,8
Muc do Up/c (g/mmol) 126
Up/c <0,02 80 63,5
Up/c >0,02 nhung <0,2 35 27,8
Up/c 20,2 11 8,7
Mtrc ¢ MLCT (ml/ph/1,73) 126
MLCT <90 va >60 33 26,2
MLCT <60 16 12,7
STM (n=126) 7 5,7
T vong 1 0,9
Nhiém tring 87 69,1
Téac dung phu 85 67,5

Ghi chii: lan cuéi tham khéam tat ca 126 bénh nhan, nhung co thé nam
o bat ky thoi diém nao (6 thang hodc 5 nam...)
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Nhan xét:

94,2% hdi phuc, trong d6 hdi phuc hoan toan 85,7%. Chi ¢ 4,8% khong
dap tmg diéu tri trong d6 c6 1 truong hop tir vong.

Ty 1é tai phat khoang 20%, trong d6 chu yéu tai phat 1 lan chiém 16%.

Bay trudong hop suy thin man & 1an cudi thim kham chiém 5,6%, trong
d6 3 truong hop suy than giai doan cudi can can thiép loc mau.

Ty 1& nhiém trang & 1an cudi thaim kham cao chiém 70%, trong d6 nhiém
trung 2 1an va mot lan chiém ti cao 29% va 20%.

Tac dung phu cong ddn chiém ty 1€ cao 67,5%.
3.3.2.5 Thoi gian trung binh dén khi cé két qua hoi phuc hodn toan, thit
bai diéu tri, suy than man, ton thuong thin man

Bang 3.22: Thoi gian trung binh ciia cc bién két cudc (thang)

S M6 bénh hoc thin
Thoi gian , Giatrip
thing | 4y 111 1A% A%
Thoi gian HPHT 7 6 6,5 10 7 P<0,05
TV+bLC [6-12] | [5-12] | [6-12] | [6-13] | [6-11]
Thoi gian khong dap 6 6 (1) 0 1009) | 5(1)
ing (n=11) [5-18] [6] [6-18] [5]
Suy than man 24 34 6 P<0,05
(n=7) [5-34] [34] | [6-12]
Tén thuong than man 6 6 (15) 6 (36) | 6(56) 6(9) NS
(n=116) [5-7] [5-7] [5-8] [6-7] [5-6]

Ghi chu: TVEDLC “Trung vi+do léch chudn”

Nhdn xét: Thoi gian hoi phuc hoan toan trung vi khoang 7 thang [6-12],
trong d6 thoi gian hdi phuc trung binh 16p IV dai nhat (10 thang) so véi cac
lop 142, 16p LI va lop V (6, 6.5, 7 thang) (p<0,005).

Thoi gian khong dap tng diéu tri trung binh 6 thang [5-18 thang], trong d6
16p IV nhiéu nhét 9 trudng hop va co thoi gian khong dap tmg kéo dai 10 thang.

Thoi gian trung binh dan dén suy than man 24 thang [5-34], trong d6 1p
IV ¢6 s6 bénh nhan STM nhiéu nhét (6 truong hop) va thoi gian suy thin man
trung binh 16p IV 1a 6 thang.
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3.3.3 Bién chirng trong cac dot diéu tri qua cac ky danh gia
Bang 3.23: Bién chirng nhiém trung qua cac ky danh gia

. \ Ky danh gia
Loai nhiém trung 1 ) 3 4 5
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 mo te 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)
Séc nhiém khuan | 1/122 1/122 0 0 0
(0,8) (0,8)
Viém phoi | 11/122 4/122 0 2/62 1/54
©) (3.3) (3.2)
Viém phoi do 1/122 0 0 0 1/54
Pneumocystis 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)
Viém tai gilra 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)
Téng cac dot nhiém khuan 95 44 32 13 5
(100)

Nhdn xét: Bang 3.20 va biéu d6 3.4 cho thay tong so dot nhiém khuan/BN/nam giam
dan qua cac ky danh gia, cao nhat 1a thoi diém 6 thang (1,6 dot/bénh nhan/nim), sau
do giam dan theo cac ky danh gia 2 dén 5 (1,2; 0,3; 0,2 va 0,1). Trong d6 nhiém
khuan thuong gip nhat 1a nhiém Herpes, nhiém khuan tiét niéu, viém phdi va viém
md té bao.
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Bie& fiodhinh thanh taa xuaéinhieén khuaé qua caa kygianh giau
83
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Biéu d6 3.9: Tan suit s6 dot nhiém khuén qua cac ky danh gia

Bie& fiodhinh thanh taa xuaénhieén khuaé qua caa kydheo phaa fiodiea tro
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Biéu d6 3.10: Tan suit nhiém khuén theo phac dd diéu tri qua cac ky
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Biéu d0 3.5 cho thiy phac dd 3 (Pred + IVCYC) ¢6 sd dot nhiém
khuan/bénh nhan/ndm cao nhat & tit ca cac ky danh gia.
3.3.4 Tac dung phu cia cac thube diéu tri UCMD

Bang 3.24: T4c dung phu ciia thude PNL va thudéc UCMD khac

Ky danh gia
Loai thudc , p
gay tac dung 1 2 3 4 5 Tong cong
phu (n=122) | (n=122) | (n=105) | (n=62) | (n=54) (n=465)
PNL 54 37 18 13 12 134 0,0001
(44,3) (30,3) (17,1) 21 (22,2) (28,8)
CYCT™M 28 5 1 1 1 36 0,0001
(23) 4.1) ey (1,6) (1,9) (7,7
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 c6 tic dung phu/S6 BN sit dung thudc do
UCMD: Uc ché mién dich; PNL: Prednisolone; CYCTM: cyclophosphamide tinh mach;
MMEF': Mycophenolate Morfetil; AZA: Azathioprine.

Nhan xét:

Tac dung phu ciia PNL rat pho bién 55/122, chiém 44% trong ky danh

gia 6 thang, trong d6 pho bién nhat 1a béo phi, hoi ching gia Cushing (53;

31), hiém hon 1a ram 16ng, ran da, co giét, glaucoma.

Tac dung phu cta IVCYC trong 6 thang dau ciing thuong gip 28/122
(28%). Trong d6 thudng gip nhat 13 giam bach cau, rung toc, nhidém khuin
(18, 10, 9), hiém hon 1a nén, viém bang quang chay méau. Dic biét c6 mot
truong hop nhiém khuan ning, sdc nhiém khuan va tir vong.

Tac dung phu MMF hiém gip hon, chiém khoang 5,7 % trong 6 thang
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dau, sau d6 giam dan dat khoang 2-3% trong cac ky danh gia sau.

3.3.5 Mi lién quan biéu hién 1am sang va MBH véi két qua diéu tri (yéu
t6 tién lwong x4u)

3.3.5.1 Moi lién quan véi két cuc xiu (suy thgn man, tir vong)

Bang 3.25: Hoi qui don bién cac yéu t6 lién quan véi két cuc xau

Yéu t6 lién quan H;::‘i‘(;d ch‘f;‘g;j“ P Ghi chi
Tudi bat dau bi bénh 1,2 0,8-1,6 0,25 |NS
Hoi chiing than viém 24.9 5-124 0,0007 | HCTH vs khong
HCTH
Tang 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 than dau vao 1,8 0,37-9,1 0,48 NS
Mc loc ciu 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
Lép IV 9,9 1,2-80,9 0,0065

Nhdn xét: Bang 3.25 hoi qui Cox don bién cho thay:

Vé lam sang va sinh hoc:

- X4c suét két cuc xAu nhém bénh nhan c6 hoi chting than hu nhiéu hon
25 14n so v6i nhoém khong c6 HCTH (HR 24,9; 95%CI: 5-124; p=0,0007).

- Nhém c6 protein ngudng than hu c6 két cuc xau 16n hon 6,3 1an so voi
nhom protein dudi ngudng than hu, c6 ¥ nghia théng ké (HR6,3, 95%CI:
0,78-68,8, p=0,03).

- Nhom bénh nhan tai phat ¢ nguy co két cuc xau cao hon gip 2,5 lan
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nhom bénh nhan khong tai phat co y nghia théng ké (p=0,023).

- Nhom bénh nhén c6 suy than dau vao c6 nguy co két cuc xdu cao gap
1,8 1an so v&i nhém khong suy than, nhung khong co6 ¥ nghia thong ké
(p=0,48).

- X4c suét suy than man nhém c¢6 chi s6 man tinh SLICC/ACR >0,1 cao
hon 45 1an so véi nhom SLICC/ACR=0, c¢6 y nghia thng ké (HR 45,6,
95%CI 5,1-483, p=0.0004).

Vé mé bénh hoc thdn: Nguy co két cuc x4u 16p IV cao gip 9,9 1an so voi
cac 16p khac co ¥ nghia théng ké (p=0,0065).

Bang 3.26: Hoi qui da bién lién quan véi két cuc xau

Cox regression -- no ties
No. of subjects = 126 Number of obs = 126
No. of failures = 8
Time at risk = 4140
LR chi2 (4) = 57.77
Log likelihood = -6.9791455 Prob > chi?2 = 0.0000
t Haz. Ratio sStd. Err. Z P>|z| [95% Conf. Intervall]
kgxau 2.78e+19 . . . . .
mdcre0 .1702404 .2908067 -1.04 0.300 .0059845 4.842783
| hcth 10.12804 17.70524 1.32 0.185 .3292336 311.5633)
mdpr0 1.30505 1.851684 0.19 0.851 .0808894 21.05537
{ taiphat .205122 .1547098 -2.10 0.036 .0467744 .8995317)
| lop4 2.26532 -]

Nhén xét: Hoi qui da bién Cox cho thay, mic 6 HCTH lam ting gip 10

lan kha ning két cuc x4u (p=0,185). Tai phat lam tang nguy co két cuc xau
gap 0,2 14n so véi nhom khong tai phat (p=0,036). Lép IV c¢6 nguy co két cuc
xau gap 2,2 1an so voi nhom khong 16p IV.

Tuong ty trong hdi qui hiéu chinh cho thdy hoi chimg than hu, tai phat
va chi s6 SLICC/ACR cao khong lién quan dén kha nang két cuc x4u.
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CHUONG 4. BAN LUAN

4.1 Pic diém dich t& hoc 1am sang va xét nghiém
4.1.1 Pic diém dich t& 1am sang
4.1.1.1 Phén bé tuéi:

Tudi trung binh khéi phat bénh trong nghién ctru ctia chung toi 1a 11,24
+ 2,58 tudi, twong tv két qua nghién cu cua cac tac gia Wong,
Vachvanichsanong, Lee BS [10],[13],[60]. Thap hon so véi da sé cac tac gia
Srivastava, Lee BY, Ruggiero, Hiraki, Tavangar-Rad, D.M.Pién,
N.T.T.Hong, N.T.N.Dung [12],[451,[731,[771,[211,[22],[23],[123]. Cao hon so
v6i mot sb tac gia Nam Thai, Ataei, Gonzales, Hari [24],[25],[124],[125]. Pa
s6 tré khoi phat bénh sau 12 tudi (80%), cac tac gia D.M.Dién, N.T.N.Dung,
Srivastava, Hari va Wong cung c6 ghi nhin tuwong tu. Trong nghién clru cua
chung t6i, tudi nho nhat 4,1 tudi, 16n nhat 1a 15,6 tudi. Cach thirc tiép nhan
bénh nhan & cac trung tim y t& anh huong dén tudi ddi twong nghién ctru, cac
bénh vién da khoa c6 khuynh huéng nhan bénh nhan 16n tudi hon bénh vién
Nhi khoa.

Theo thdng ké cac nghién ciru trén thé gidi, ton thuong than trong lupus
& tré em rat thuong gip, chiém 50-75% lic khoi phat va co thé ting 1én dén
90% trong 2 nim dau [2],[15],[26]. Nghién ctru cta ching toi c6 ty 1& viém
than lupus gan nhu tuyét ddi vi déi twong nghién ciru cta chung ti ¢ ton
thuong than ban dau nén dugc chuyén vao khoa Than-Loc mau. Nhitng bénh
nhan SLE khéng c6 ton thuong than thuong vao khoa Mién dich — Dj g va
khong thudc nhom dbi twong nghién ctru ciia chung toi.
4.1.1.2 Phén bé gidi tinh

Trong nghién ctru cia chung t6i Nit mic bénh cao hon Nam, ty 1& Ni:
Nam la 7:1 (P<0,001). Nghién ctru ctia chung t6i tuong tu cac tac gia
D.M.Dién, Huang, Lee PY, McCurdy, Ruggiero [23],[441,[731,[77],[126], cao
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hon so v&i hau hét cic tac gia N.T.N.Dung, Hari, Hagerberg,
Vachvanichsanong, Ataei, Tavangar-Rad [9],[22],[60],[123],[124],[125]. Tuy
nhién ty 1& Nit/Nam cta chung t6i ciing thdp hon mdt sb tac gia & chau A nhu
Wong, Wang, Ramires [4],[127],[78].

Nhin chung cac tac gia déu théng nhit bénh SLE thuong gip ¢ tré gai,
tudi vi thanh nién (>12 tudi) va dugc giai thich lién quan dén hoat dong
hormone sinh duc nir (estrogen, prolactin...) [1]. Estrogen c6 nhiéu tac dung
mién dich, bao gdm diéu hoa dap tng mién dich tién phat va thir phat; thay
ddi sb luong té bao giai phong immunoglobulin; anh hudng dén su trinh dién
khang nguyén trén té bao gai va dai thuc bao; diéu chinh cac dap tng té bao
Th1 va Th2 [26],[37].

4.1.2 Pic diém lAm sang va cin lam sang
4.1.2.1 Pic diém lam sang ciia bénh nhan tai thoi diém chin dodn

a. Tri¢u chirg IAm sang ngoai than tai thoi diém chan doan

Triéu chimg 1am sang ngoai than trong nghién ciru cta chung toi 1a rat
phong phu. Ton thuong da, niém mac rat da dang va chiém ty 18 cao, trong d6
t6n thuong thudng gip 1a ban canh budm (81%), nhay cam anh sang (70%),
loét miéng loi (48%), ban dang dat san. Két qua nay tuong tu tac gia D.M
Dién, Abdwani, Vachvanichsanong [31],[ 132],[ 133]. Ban canh buém va
nhay cam 4nh sang trong nghién ctru cua chung t6i cao hon hau hét cac tac
gid Srivastava, Lee PY, Hari, Wong, Ruggiero, Cabral, Ramirez [4],[ 14],[
18],[ 26],[ 68] va tac gia Afraj & nguoi 1on [24]. C6 1€ do nudce ta trong vung
nhiét déi, tiép xtic anh sang mit troi nhidu hon nén triéu chimg ban canh
buém va nhay cam anh sang thudng gip hon. Pong thoi tiéu chuan danh gia
triéu ching nhay cdm anh sang cua chung t6i rong rai hon (mat trng dé khi

tiép xuc v6i anh ning mat troi) [134].
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Bang 4.1 So sanh biéu hién IAm sang ngoai than & tré bi LN véi cac

nghién ciru gan day

Biéu hién Nam | Srivast | Dung | Lee | Wong | Rug- | Ramirez | Cabral | Arfaj
lam sang TT -ava PY giero
S6 lugng BN 126 92 45 189 128 161 230 54 624
Nam | 2017 2016 2014 | 2013 | 2010 | 2010 | 2010 2012 2012
Sbtkéo dai | 57,9 94,8 55,5 63,5 55,4 30,6
Ban canh 81 56,6 67 66,7 | 46,8 63 70,4 53,6 47,9
budm
Loét mi¢ng, | 47,6 31,5 38 35 17,9 5 49,1 25 39,1
loi
Nhay cam | 70,6 53 27,5 14,6 13 53 25 30,6
anh sang
Viém khép | 74,6 78,2 74,5 37 43 54 83 87,5 80,4
Trandich | 14,3 16,3 36 13,2 9 9 17,4 12,5 20,7
mang phoi
Tran dich 8,7 18,5 9,6 16,8 9 17 25 20,7
mang tim
Cogiat | 9,52 21,7 9,4 11,3 5,4
Roi loan thm | 11,1 43 24 4.8 54
than
Tén thuong | 26,6 433 17 27,8 9 10,4 21,4 27,6
than kinh
chung
Hién tuong 4 32 3.8 33 23,2 8,7
Raynaud
Viém mach | 11,1 13,5 | 28,7 17,9
mau ngoai vi
Viém mach 8 5,1 23,2 0,6
hinh luéi

Tuong tu két qua N.T.N.Dung, T.T.Nam, Srivastava, va Arfaj & ngudi

16n [12],[22],[24],[89], viém khép ciing 1a triéu ching thudng gip chiém
74,6%, thap hon so voi Ataei (81%), Ramirez (83%), Cabral (87%)
[4],[8],[124], va cao hon so véi Lee PY (37%), Hari (42,6%), Wong (44,5%),

Ruggiero [101,[13],[731,[125].

Sbt kéo dai trong nghién ciru cta ching toi 1a 57,9%, tuong tir két qua
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ciia hau hét cac tac gia D.M.Pién 56%, Wong 55,6%, Cabral (55%), Hari
(62,9%), Pineles (63,5%), Ramirez (63,5%) [4],[8],[23],[40],[125],[127], thap
hon so véi tac gia Srivastava (94,8%), Yang (88%) [12],[78], cao hon mot sd
tac gia Hiraki (39%), tac gia & nguoi 16n Arfaj (30%) [45],[89] (P<0,01). Su
khéac nhau vé tan suat sdt kéo dai 6 1& 1a do bénh nhan dén sém hay muon va
cach thu thap cac triéu chimg trong vong 3 thang tr lac khot phat bénh.
Nghién ctru ciia chung t6i nhan thdy khoang thoi gian tir luc khdi bénh dén
khi chan doan ngin trong vong 1 tudn, twong tu cdc tac gia khac c6 cung tan
sut trong vong 3 thang tir lac khéi phat bénh.

Tri€éu chiung hé théng ngoai than rat da dang, ty 1€ khic nhau tuy theo
cac nghién ciru, song nghién ctru cia ching t6i c6 nhidu nét giéng tac gia
D.M bién, N.T.N.Dung, Vachvanichsanong (Thailand), Srivastava (An d¢),
Wong (Hong Cong) déu nam & Chau A.

Tén thwong than kinh trong nghién ctru cta chiing t6i chiém 26%, trong
d6 chu yéu 1a co giat (9,5%), roi loan tdm than (11,1%). Két qua chung toi
tuong tu tac gia Lee PY (27,8%), Wu 927,9%), Afraj (27,6%) [77],[89],[128].
Thip hon so véi Srivastava (43,3%), Vachvanichsanong (37%), Tavangar-
Rad (39%) [12],[60],[123], cac tac gia nay danh gia va xép tiéu chuan dau dau
vao ton thuong than kinh vi vay lam cho tan suat tén thuong than kinh cao
hon so voi cac nghién ctru khac. Tuy nhién két qua chung t6i cao hon nhiéu
tac gia khac nhu N.T.N.Dung (17%), Lee BS (15,6%), Ataei (22,4%), Hiraki
(16%), Ramirez (10%), Amaral (22%)), Cabral (29%)
[31,[4],[8],[10],[22],[45],[124]. Dac bi¢t cao hon cd y nghia (p<0,0001) so véi
cac tac gia ngudi 10n Moroni (6,4%), Ramirez (11,4%) [4],[129], két qua nay
tuong ty nhu nhan xét cua nhiéu tac gia, ton thuong than kinh thuong gip &

tré em hon so v&i nguoi 16n [130],[131].



b. Triéu chirng 1Am sang tai than tai thoi diém chan doan

Triéu ching tai than rat thuong gip nhu phu, dai mau vi thé chiém ty 18
tuong tng 85%, 95%. Triéu ching it gip hon 1a ting huyét ap chiém 50%
trong d6 c6 16% tang huyét ap trung binh va ning.

Triéu chimg tai than trong nghién ctru cta chung t6i cao hon so véi hau
hét cac tac gid khac Srivastava, Hari, Singh, Ashraf, Bogdanovic,
Ruggiero...[7],[ 17],[ 26],[ 124],[ 136]. C6 1& dbi twong nghién ciru cua ching
t61 ndm tai chuyén khoa than, cac ddu hiéu phu, ting huyét ap, dai mau dinh
hudng cac bac sy tai phong kham chuyén vao chuyén khoa chung t6i nhiéu
hon. Téac gia Keith va Wong chon tat ca bénh nhan c6 ton thuong than dau

vao, ty 1€ céac tri€u chung tai than cling tuong tu nghién ctu cia chung téi
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[11],[ 137].
Bang 4.2. So sanh biéu hién 1dm sang ton thwong thin véi cac nghién ciru
gz‘in day
Biéu hién thin Nam TT Wong Hari Srivastava Sing
(%)
S6 lugng BN | 126 128 54 92 72
Nam | 2017 2007 2009 2016 2015
Phu 85,7 54 33 54,2
Tang huyét ap 50 32 55,6 32,1 37,2
Nhe | 34,1
Trung binh | 14,3
Nang | 1,6
Tru Hong ciu 5,7 31,4 21,7
D4i mau vi thé 94,4 80 57,4 55 62,5
Hoi chung than hu | 35
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c. Ban luan vé phan b hinh thai ton thwong thin trén 1am sang

Ty 18 bénh nhan c¢6 HCTH trong nghién ciru ciia ching t6i chiém 35%,
két qua cua chung t6i gidng véi tac gia Rodovan (40%), thap hon hau hét cac
tac gia Hari (51,8%), Marks (50%), Wasiu (54,5%) va cao hon mét s tac gia
cac nudc phat trién Hiraki (22%), Keith (18,2%). C6 1& & cac nudc dang phat
trién, diéu kién kinh € khé khan, viéc chim soc strc khde, kham bénh c6 su tri
hodn 1am cho bénh nhan dén khdam mudn din dén triéu chimg ton thuong co
quan nang né hon. Trong cac theo doi tién ctru vé bénh SLE tai bénh vién Nhi
trung wong, cac bao cdo trudc day cua tac gia Nam TT cho thay thoi gian tir
lic khoi phat dén khi chan doan cang dai thi ty 1 ton thuong ning cic co
quan cang cao [24].

Theo cac bdo cdo cua cac nghién ctru so sanh gitra nguoi 16n va tré em,
ty 1¢ ton thuong than tré em cao hon ngudi 16n (Ramirez, Gitelman, Sato, and
Weiss)...[4],[5],[131],[132]. Trong nghién ctu cta ching t6i 100% co ton
thuong than nhung ty 1€ nhom bénh nhan ¢c6 HCTH khong cao hon so voi
nguoi 1on (Afraj (65,5%), Ramirez (45,3%)).
4.1.2.2 Pic diém cin lam sang nhoém nghién ciru tai thoi diém chin dodn
bénh lan dau:

a. Xét nghiém huyét hoc:

Thiéu mau Hb <100g/L trong nghién ctru cia chung t6i chiém ty 16
65%, trong d6 thiéu mau ning Hb<80g/L chi c6 22%. Két qua nghién ctru
cia chung toi twong tu mot sb tic gia tré em Wong (58,6%), Abdwani
(60%), Hari (63%) [13],[125],[133], cling nhu cac tac gid ngudi lon Moroni
(61,3%), Arfaj (63%) [89],[129]. Mot sb tac gia Lee BY, Hiraki, Srivastava,
Ramirez, Bader-Meunier ... [4],[12],[45],[77],[134] c6 cong bd thiéu mau
ning (Hb<80g/L) v&i ty 1é thap hon 17-33% , twong ty nhu nghién ctu cia

chung toi.
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Trong nghién ctru cta chung toi, giam bach cau chiém ty 1¢ thap 16,7%,
thap hon hau hét cic tac gia khic Wong, Srivastava, Vachvanichsanong,
Ramirez, ... (31-46%). Gidm bach cau lympho chiém ty 1¢ 25%, két qua
tuong tu nhu tac gia Hiraki (29%), Meunier (24%) [45],[134] nhung thap hon
so voi nhidu tac gia khac Wong (44%), Ramirez (60%), Amaral (78%)
[3L.[41.[13].

Giam tiéu cau (32%) trong nghién ciru ciia chung t6i khong twong tur cac
tac gia Wong (33%), Lee BY (30%), Hiraki (29%), Ashraf (29,2%), Ramirez
(25%) [4],[13],[45],[77]. Phan 16n bénh nhan giam tiéu cdu mac do nhe va
trung binh khong can thiép truyén khdi tiéu cau, chi c6 2 bénh nhan giam tiéu
cau rat ning va kém theo chay mau, chung t6i phai truyén khdi tiéu cdu may
lién tuc két hop véi truyén methylprednisolone 1000mg/1,73 m? da méi nang
dugc tiéu cau 1én 20.000TC/mm3.

b. Xét nghiém sinh héa mau:

Creatinine trung binh 63,6 pmol/L (55,3-92,6) tang so v&i ltra tudi, co
17% bénh nhan ¢ creatinine >106,8mmol/L (ngudng suy than ¢ tit ca cac
dbi twong nghién ctiru tré em). Két qua nghién ctru cua chung toi twong tu tac
gid Hobbs (71,2 umol/L), Srivastava (18% bénh nhan c6 suy than) [12],[135]
nhung thip hon hau hét cac tac gia cong bd vé chi sb creatinine mau nhu
Aragon (296 umol/L), Wu (87,2 umol/L), Cabral (81 umol/L) [6],[8],[128].
S& di c6 su khéac nhau 1a do cac tac gid nay lua chon nhom bénh nhan nghién
ctru nang hon nhom bénh nhan cua chung toi.

MLCT trung binh 97 ml/phat/1,73 m? thip hon so véi la tudi (>10 tudi
MLCT gidng nguoi 16n 120 ml/phat/1,73 m?), trong d6 ¢ 38,9% bénh nhan
coO suy than (12,7% bénh nhan suy than mirc do trung binh va nang (MLCT
<60ml/ph/1,73 m?)). Két qua nghién ctru cua chiing t6i twong tu cc tac gia

lira chon d6i twong nghién ctru viém than lupus chung nhu Hari (88,9), Hobbs



108

(98), Keith (97) [125],[135],[136], thap hon tic gia Wu (107,7) vi Wu lua
chon dbi twong nghién ctru ning hon [128].

Albumin méau trung binh 2746,9 g/L giam so voi lra tudi va giam
albumin ngudng than hu chiém 40,5%. Két qua giam albumin méau tuong tu
Lau (28g/L), Olowu (29g/L), Wu (30,8g/L) [72],[128],[136] va gidm albumin
nguong than hu cling tuong tu cac tac gida Hari, Hobbs, Olowu
[72],[125],[135].

¢. Xét nghi¢ém mién dich

Vé cac bién d6i mién dich luc chan doén, ty 1& dwong tinh véi KTKN
trong nghién ctru cua chung toi 1a 82,5%, thidp hon hau hét cac tac gia
Srivastava, Lee BY, Wu, Hiraki, Ramirez, Ruggiero, Meunier, ... cac tac gia
nay déu co ty 16 KTKN (+) gan nhu tuyét ddi (>95%). Tuy nhién cac két qua
tai Viet Nam nhu nghién ciu ctua ching t61 hodc nghién cuu D.M.Pién,
N.T.N.Dung tai bénh vién Nhi dong I, H5 Chi Minh déu cho két qua khong
cao (70-85%). Ty 1€ Anti-DsDNA duong tinh trong nghién ctru cua chung toi
kha cao 83,2%, tuong tu voi két qua cua nhiéu tac gid Srivastava (83,7%),
Sing (87%), Ruggiero, Arfaj (ngudi 16n). Ty 18 ndy thdp hon mot sb tac gia
Lee BY, Wu, Bader-Meunier, va Moroni (ngudi 16n), cao hon so véi mot )
tac gia Hari, Ramirez, Hiraki. Viéc xac dinh ngudng duong tinh va k¥ thuat
xét nghiém KTKN hoac Anti-DsDNA ting trung tam xét nghiém anh huong
dén két qua duong tinh. Céc tac gia xét nghiém anti-DsDNA va KTKN bang
k¥ thuat ELISA va x4c dinh ngudng duong tinh tuong tu ching t61 co ty 1€

két qua duong tinh giéng nghién ciru cia chung toi.
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Bing 4.3: So sanh cac bién d6i mién dich ¢ tré bi LN véi cac nghién ciru

gin diy
Tac gid K(T:)<N Dsﬁ:g +) IgéI/)II:gM <0,(;2g/1 <0,1C:9g/l SLEDAI
Nam TT (2017) | 82,5 83,20 14,29 92,1 88,10 22,9+9
Nam TT[24] | 96,4 18,7 89,3 89,3
D.M.Pién[23]
N.TN.Dung[22] 67 95 23,8
Lee BY[10] | 98,9 94,1 88 88
Wu[128] | 97,1 91,3 93,2 85,7 20,7
Hari[125] | 96,2 57 77,8
Srivastava[12] | 99,2 83,7 34,7/28,6 75 69,8 17,4
(<0,65)
Sing[11] | 94,4 87,5 81,8 85,9
Hiraki[45] 100 72 26 13,1+8,4
Ramirez[4] 96,9 67 51,8/47,5 7,3
Bader- 97 93 32 77 78
Meunier[134]
Ruggiero[73] 99 87
Amaral[3] | 97,6 67,8 18,2
Arfaj[89] | 99,7 80,1 49,7/33,5 45,4 42,2
Moroni[129] | 93,5 93,5 14 86 80,6

Ghi chii: KTKN: khdng thé khang nhan; aPL: antiphospholipid
C3 va C4 duong tinh véi ty 1& cao 92% va 88,1%, két qua cta chiing t6i

tuong tu tac gia Thai Thién Nam (2010), Wu, Moroni, cac tac gia ndy déu co

100% bénh nhan lupus c6 viém than. Ty I¢ ctia chung t6i cao hon céc tac gia

con lai (bang 4.3), cac tac gia nay chon ddi twgng nghién ctru 1a bénh nhan

SLE nhung ty 18 viém than thap hon nghién ctru ctia ching t6i (45-65%).

Chi s6 SLEDAI trung binh dau vao cia chiing toi rat cao 23 diém, két

qua nghién ctru cua chuing téi tuong tu cac tac gia trong nudc va chau A

nhu T.T.Nam, N.T.N.Dung va Srivastava. Cao hon so vdi céc tac gia khac
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Hiraki (13 diém), Ramirez (7 diém). Chi s6 SLEDAI 1a chi s cong ddn cac
biéu hién 1am sang va xét nghiém, bénh nhan dén vién cang mudn chi )
cang tang.

d. Xét nghiém nwéc tiéu

Protein ni€u 24 gid tang cao, gia tri trung vi la 57 mg/kg/24 gid, trong do
protein niéu khoang than hu chiém 52%, 100% bénh nhan c6 protein niéu,
tuong tu cac tdc gia Wu, Ataei, Srivastava, Hari, Lau, Arfag. Protein khoang
than hu cua ching t6i kha cao 52%, két qua tuong tir cac tac gia Ataei (50%)
va Bogdanovic (39%). Thip hon so vdi tac gia Wu, Olowu, Aragon (65%),
cac tac gia nay lya chon bénh nhan nang thudc nhém tang sinh, c6 suy than vi
vdy ton thuong than co 1& ning hon nghién ciru ctia chiing t6i.

Hoéng ciu niéu trong nhom nghién ctru chiém ty 18 rat cao 94,5%, trong
do héng cau niéu trén 3+ chiém 42,1%. Cac tac gid Wu, Ataei, Nandi va
Wong cling cung nhan xét voi ty 1€ dai mau >90% [13],[124],[128],[137]. Cac
tac gia khac c6 nhan xét dai méau thap hon 1a do nhém bénh nhan nghién ciru
bao gdm cac bénh nhan khong bi viém than [12],[125],[138].

4.2 Ton thwong MBH thén theo phan loai ISN/RPS va méi lién quan giira
MBH than va lam sang, xét nghiém
4.2.1 Ton thwong MBH thén

Trong 126 mau sinh thiét than va phan loai theo ISN/RPS, t6n thuong
16p IV chiém ty 1& cao nhat 44,4%, két qua nghién ctru ciia ching t6i twong tu
voi hau hét céac tac gid Srivastava, Hari, Hiraki, Hobbs, Ruggiero, Amaral
(bang 4.4). Vachvanichsanong, Batinic, c6 ty 1& bénh nhéan 16p IV thdp hon
35-37% do cac tac gia nay sinh thiét tit ca cac bénh nhan gdm ca bénh nhan
ton thuong than rat nhe [6],[ 68]. Dac bi¢t tac gid Arfaj, Mak, Sato, nghién
ctru LN ngudi 16n ¢d cing nhan xét ty 18 16p IV thip hon & tré em (30-38%)
[5].[ 24],[ 141], nhan xét nay phu hop voi mot sé nghién ciru gop két luan
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ngudi 16n bi SLE ¢6 ton thuwong than it hon va nhe hon so véi tré em [1],[ 2],
34],[ 501,[ 571,[ 142]. Mot sb tac gia Lee BY, Wu, Wong c¢6 ty 18 16p IV cao
hon 54-70%, c¢6 1& do nhom bénh nhan sinh thiét ciia cac tac gia nay rat ning
trén 1am sang [10],[ 11],[ 116].

Bang 4.4: So sanh ty 1¢ ton thwong MBH than véi cac nghién ctru gin diy

Lép MBH

II 1 v A"
Nam TT | 15,1 31 | 444 | 7,1
D.M.Dién | 26,7 | 26,7 | 33,3 | 13,3
Srivastava | 14,2 26 46,7 | 13,1

Hari| 18,5 | 11,1 | 48,1 13

Hiraki| 15 28 47 16
David A.| 74 | 234 | 46,8 | 21.2
Ruggiero | 21,1 18 46,6 | 13,7
Amaral | 10,2 | 24,5 | 40,8 | 20,4
Vachvanichsanong | 47,1 23 | 36,6 | 7,5
Lee BY | 11,1 | 11,1 | 69,7 | 7.1

Wu | 144 | 10,6 | 673 | 4,8

Wong | 10,2 | 17,2 | 539 | 8,6

Arfaj | 18 10 | 37,1 | 11,7
Ty 1& 16p III trong nghién ciru cua ching toi kha cao 31%, két qua chung

Tac gia

t6i tuong ty nhu tac gia Hiraki, Amaral (25-27%) va cao hon hau hét cac tac
gid khac ¢ tré em cling nhu nguoi 16n.

Nghién ctru cta chung t6i co6 ty 1€ 16p II 1a 15,1%, tuong tu nhu cac tac
gia & ngudi 16n va tré em (10,8-21%). Lop V hiém gip hon 7,1%, thip hon
nhiéu tac gia khac. Ty 1¢ cao bénh nhan 16p ting sinh va cach xip xép 16p hdn
hop HI+V, IV+V vao 16p III va IV trong nghién ctru cua ching to1 giai thich
ty 1¢ 16p V don thudn cua ching t6i thap hon hau hét cac tac gia, nhung tuong
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tu tac gid Vachvanichsanong, Lee BY, Wong (7,1-8,6%) vi 3 tac gia nay co
cach phan 16p tuong tu chung té1 [13],[60],[77].

Trén cac mau sinh thiét duoc nhudém mién dich huynh quang. Lang dong
tat ca cac diu 4n mién dich (Fullhouse) dat ty 1€ cao 67,3%. Céac phan tich gdp
va cac bac sy giai phau bénh c6 nhan xét tuong ty, ling dong nhiéu diu 4n
mién dich va dic biét 1a fullhouse chiém ty 18 cao va 1a ddu hiéu vé mo bénh
hoc dé nhan biét LN [46],[50],[511,[52],[531,[81],[85],[139],[140]

4.2.2 Lién quan giira md bénh hoc thin véi biéu hién IAm sang va xét nghiém
4.2.2.1 Lién quan giita mé bénh hoc thin véi biéu hién lim sing

Trong nghién ciru ciia chiing t6i ty 18 ting huyét 4p nhom tang sinh cao
hon so vé1 nhom khong tang sinh. Céc tac gid Botanic, Yang, Wong c6 nhan
xét tuong tu, ting huyét ap thuong gip ¢ 16p tang sinh, dic biét 1op IV
[13],[76],[78].

Dai mau dai thé thudng gip ¢ nhom ting sinh, dic biét 16p IV chiém
54%. Két qua nghién ctru ctia chung t6i twong tu nhan xét cua nhiéu tac gia
khac va y van, 16p IV thuong c6 dai mau dai thé chiém ty 18 cao (55-75%) va
¢o tru hoat tinh [7],[11]

HCTH thudng gip ¢ 16p IV chiém ty 1& 75%, cao hon céc 16p khac ¢ y
nghia théng ké (p=0,000). Pa sb cac tic gia déu co cung nhan xét, 16p IV
thuong phdi hop voi HCTH trén 1am sang (chiém ty 1& 43%-76%)
[71,[11],[131,[76],[78],[79].
4.2.2.2 Lién quan giita ton thwong mé bénh hoc thin va xét nghiém

Protein ni¢u 24 gid 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 chiung to1
tuong tu céac tac gia Marks, Singh, Bogdanovic, 16p IV va 16p V cé protein
niéu 24 gid va chi sé Up/c trung binh cao khoang than hu [7],[11],[79]

Ty I¢ protein ni€u khoang than hu 16p IV cao hon so vdi 16p khac co y

nghia thdng ké. Két qua nghién ctru cia chung toi ciing twong tyu tac gia Yang
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va Singh va y van [2],[11],[37],[78].

Mirc loc cau than trung binh 16p IV thap hon 90 ml/phat/1,73 m? va thap
hon so v&i cac 16p khac. Trong do 16p IV co6 suy than va suy than mac do
ning (<60ml/ph/1,73 m?) cao nhat chiém 11/16 (68,7%). Cac tac gia Marks,
Bogdanovic, Wong cung nhan xét voi nghién ctru ctia chung téi, 16p IV cé
MLCT trung binh thap hon céac 16p khac (82-89ml/ph/1,73 m?) va c6 suy than
nang nhiéu hon chiém >90% so véi 16p khac [7],[131,[79]

Creatinine mau trung vi 16p IV 1a 81umol/L cao hon so voi céac 16p khac,
phan nhom suy than & 16p IV cling cao hon so v&i nhom khac (Pearson 2,
p=0,000). Tac gid Marks c6 nhan xét tuong tu, creatinine mau tang 16p IV
(87 umol/L) [79]. Tac gia Yang cong bd 16p IV ¢6 mirc do creatinine cao hon
(184,6 umol/L) va ty I¢ creatinine muc suy than cao hon >90% [78].

Albumin mau trung binh 16p IV va V gidm so voi 16p 1+ va 1l c6 ¥
nghia théng ké, khong c6 su khac biét gitra 16p IV va V (p=1,000). Giam
albumin trung binh 16p IV nhiéu hon so vdi cac 16p khac c6 ¥ nghia thong ké
(ttest, p=0,0000). Phan nhom albumin thap ngudng than hu 16p IV chiém ty 1¢
cao 34/51 (66,7%), nhiéu hon so v6i cac nhém khéac (Fisher, p=0,000). Tac
gia Marks va Wong ciing nhan xét 16p IV ¢ albumin mau trung binh thap
(25g/L) va co6 ty 1€ bénh nhan HCTH cao hon cac 16p khac [13],[79].
4.2.2.3 Lién quan giita mo bénh hoc than voi xét nghiém mién dich

Trong nghién ciru ctia chung t6i ndng d6 bo thé C4 giam nhiéu 16p ting
sinh so véi cac 16p khong ting sinh (Wincoxon, p=0,002). Hién tuong ling
dong phtrc hop mién dich va bo thé tai gian mach, ngoai mac va ndi mac la
biéu hién thuong thiy trong lupus ting sinh, giai thich cho nong d6 C4 giam
nhiéu hon trong cac 16p ting sinh [38],[39].

Nguoc lai 16p V ndng d6 b thé C4 binh thuong va cao hon so véi 16p
khac. Thuyét phan tng chéo khang nguyén mang ddy cau than voi khang thé
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lam phang bong tréc chan té bao ¢ chan, gay ra protein niéu nhung khong c6
hién tuong léng dong PHMD va bo thé tai ciu than, giai thich cho hién tugong
b thé binh thuong trong 16p V [38],[68],[139].

Trong nghién ctru ctia chung t6i ndng do anti-DsDNA cac 16p khac nhau
khong c6 y nghia thong ké, tuy nhién nong do trung binh anti-Ds DNA 16p V
khong ting (30UI/L), thap hon khi so sanh voi 16p khac (Wincoxon,
p=0,009). Két qua nghién ctru ctia ching t6i twong tu tac gia Marks, Hobbs
cung nhan xét ndng d6 anti-ds DNA thap & 16p V [79],[135]. C6 1& co ché ton
thuong cau than trong 16p V do mot loai khang thé ty mién khac khong phai
do anti-ds DNA.

Khang thé khang nhan dwong tinh khéng c6 sy khac nhau gitra cac 16p
(P>0,05). Két qua nghién ctru cta chung toi phu hop véi cac bao cdo cua cac
tac gia khac.

Liém té bao trén miu sinh thiét than thuong gip 10p ting sinh (Pearson
v2 p=0,004), dic biét 1op IV (13,6% ss 3,6%) (Pearson ¥, p=0,000). Co ché
bénh sinh ling dong phic hop mién dich dudi ndi mac lan toa két hop véi
ling dong gian mach giai thich cho ton thwong fullhouse va liém té bao phd
bién trong 16p ting sinh [50],[54],[82]

4.3 Két qua dicu tri
4.3.1 Phac d6 diéu trj

Trong nghién ciru ctia chung toi, vi chi sd hoat tinh SLEDAI trung binh
cac 16p cao va rit cao nén phan 16n bénh nhin duoc truyén
methylprednisolone (95%), trong d6 bénh nhan 16p IV c6 ty 1& truyén
solumedrol (100%) cao nhat so véi 16p khac c6 y nghia thong ké (Fisher,
p=0,033). Truyén IVMP c6 su khac nhau giita cac phac d0, co tac gia dua vao
murc d§ hoat tinh bénh SLDAI, nhung phﬁn 16n cac tac gia dua vao muc do

ton thwong MBH, 16p tang sinh va ¢ 1iém té bao thudng duoc chi dinh IVMP
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nhiéu dot, ngoai ra cac ton thuong huyét hoc, than kinh, tim mach nang cling
duoc chi dinh IVMP sém [16],[17],[18],[56],[64],[94],[141]

*Phdc do diéu tri theo l6p mo bénh hoc than

Phac d6 1 chi yéu duoc chi dinh cho bénh nhan 16p I, 11, va V (fisher,
p=0,000), trong khi d6 16p III va IV chi yéu st dung phac d6 3 va 4 (Pearson
¥2, p=0,000). Két qua ching toi twong ty cac hudng dan diéu tri va hoi nghi
déng thudn méi nhit vé diéu tri viém than lupus tré em (ACR, EULAR,
CARRA, Cochran, KDIGO va In Pediatric Nephrology. On-The-Go)
[14],[17],[61],[62],[64],[66],[67]. Cac nghién ciu sau nam 2010 (Hobbs,
Singh, Batinic, Wu...) phﬁn 16n st dung cac hudng dan diéu trj va hoi nghi
ddng thuin méi, cac tac gia ndy déu cd cung nhan xét nhu nghién ctru cia
chung t61 [11],[76],[128],[135].

Phac db 2 va 4 duogc str dung phd bién trong cac ky danh gia theo ddi
(p<0.001), phac d6 3 sir dung chu yéu trong 6 thang dau. Két qua nghién ciru
ctia chung t6i phu hop véi cac huéng dan diéu tri, hoi nghi déng thuan va cac
nghién ctru khac sir dung phac d6 PNL giam liéu phdi hop véi AZA hodc
MMF trong diéu tri duy tri bénh nhan viém thin lupus ¢ tré em
[70],[71],[100],[142]. Trong nhitng nam gﬁn day, nghién clru so sanh khong
c6 su khac nhau nhiéu giita AZA va MMF trong diéu tri duy tri nhung do
MME it tac dung phu va ty 1¢ tai phat it hon nén phan 1én céc tac gia st dung
MMEF trong diéu tri duy tri LN, dic biét & tré em [70],[71],[100],[142]. Trong
nghién ctru ctia chung t6i phan 16n 1 16p tang sinh (16p III va IV), vi tinh hiéu
qua, sy san c6 MMF va dugc thanh toan bao hiém y t& nén c6 ty 1& rt 16n

bénh nhan 16p tang sinh sir dung phac d6 PNL+MMF.
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4.3.2 Két qua diéu tri
4.3.2.1 Két qud ddp irng lam sang va xét nghiém véi diéu tri theo thoi gian

Tén thuong than giam dan qua cac ky danh gia chi con bat thuong nude
tiéu, sau 6 thang, 1 ndm, 3 nam va két thuc nghién ctru, tang dan tir 55% lén
87%. Diéu nay ching to bénh nhan ching t6i dap ung kha tot véi diéu tri.
Nghién ctru ciia N.T.N.Dung, Lau, Hari, Ataei va Srivastava cling c6 nhan xét
tuong tu, dap tng diéu tri ting dan trong 5 nim dau dat khoang 87-95%
[12],[22],[124],[125],[136].

Nghién ctru ctia chung toi hdi phuc sau 6 thang, 12 thang va 2 nam dat
ty 1¢ cao (95%, 96% va 97%), hoi phuc cé thé mot ph?m hay hoan toan, trong
d6 hdi phuc hoan toan ty 1& cao hon ¢ thoi diém 12 thang va 2 nim (77% va
87%). Hoi phuc hoan toan tiép tuc ting theo thoi gian, tuy nhién tai thoi diém
két thiic nghién ctu, ty 18 hoi phuc hoan toan chi dat 83%. Viéc ap dung
chuin céc khuyén cdo va hdi nghi déng thuan vé diéu tri viém than lupus
(bang 1.9), két hop véi1 su Xuat hién cac thudc diéu tr1 viém than lupus va
dugc bao hiém y té chi tra, két qua diéu tri chung t6i rat tot trong 5 nam dau,
tuong duong voi cac tac gia & cac nude trong khu vire va cac nude phat trién
nhu Srivastava, Hari, Hagelberg, Marks, Ruggiero va Vachvanichsanong
(>90%) [9],[121,[601,[731,[79],[125].

Tai thoi diém 6 thang, ty 16 HPHT, HPMP, bénh hoat dong (khong dap
ung), tai phat, tor vong trong nghién ctru cua chung t61 twong ung la: 56,6%,
38,5%, 4,9% va 0,8% va 0,8%. Két qua cia chung t6i t6t hon so véi tac gia
trong nuéc (Dung tai bénh vién Nhi dong I), Hari (An do) vé két qua diéu trj
cling nhu tir vong. So véi két qua nghién ciru cia cic tac gia & cac nudce phat
trién Srivastava, Ruggiero, két qua nghién ctru cia chung tdi cling c6 ty 1¢ hdi

phuc cao tuong tu, chiém >70% (bang 4.5).
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Bang 4.5: So sanh cac chi sé danh gia két qua diéu tri tai thoi diém 6

thang véi cac nghién ciru gin day

Tac gia Nam TT Dung [22] | Srivastava[12] | Hari[125] | Ruggiero[73]
(%) (“o) (“o) (“o) (“o)
HPHT 56,6 33,3 66,4 54,5 30,8
HPMP 38,5 11,1 16,6 20,4 39.3
Ko bU 4,9 17,8 11,1 25 29.1
Téi phat 0,8 13,1
Tu vong 0,8 8,9

Bang 4.6: So sanh cac chi s6 danh gia hoi phuc tai thoi diém 12 thang voéi

cac nghién ctru gan day

Tac gia Nam TT | Wong[13] | Srivastava[l2] | Hari[125] | Ruggiero|[73]
(%) (%) (%) (%) (%)
HPHT 77 65 74,4 71,8 53,2
HPMP | 189 31 15,7 12,8 30
Ko bU 4,1 4 8,2 15,4 27,8
Tai phat 5,7 41
T vong 0,8 4 0,83 1

Thoi diém 12 thang ty 18 hoi phuc cta chung toi ting 1én 96%, trong do

HPHT rat cao chiém 77%. Két qua cta ching t6i twong ty cac tic gia
Srivastava, Hari, Wong va Ruggiero nhung ty 1€ HPHT cao hon Wong va
Ruggiero. Theo mot s tac gia Mak, Feng, Haussieu. .. phac dd diéu tri duy tri
bang PNL + AZA c6 ty 1¢ tai phat cao hon so voi PNL+MMF hoic IVCYC
[28],[701],[71],[100],[142]. C6 18 tac gia Wong st dung phac d6 PNL+AZA
nén ty I¢ tai phat cao hon chung t61. Ty 1€ tir vong sau 1 nam cua ching t61
tuong tu nghién cru cua Srivastava, thip hon so véi Wong va cac tac gia sir
dung phac db cii truéc nam 2010 trong diéu tri viém than lupus tang sinh.

Thoi diém 3 nam, ty 18 hdi phuc cua chung t6i tiép tuc cao 96%, trong do
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HPHT dat 88%, khong dap tng 2,9%. Két qua cua chiing toi twong tu tac gia
Ruggiero (90% hdi phuc, 80% HPHT), cao hon so véi tac gia Hari (80% hdi
phuc, 64% HPHT).

Vé chi s6 Up/c niéu giam qua cac ky danh gia, ¢ thoi ky 6 thang Up/c
giam hoan toan va mot phan thap (36,9% va 46,7%), cac ky 12 thang, va 2
nam Up/c giam hoan toan va mot phan chiém ty 1 cao 88% va 95%. Tai thoi
diém két thiic nghién ctru chi sé Up/c giam hoan toan va mot phan dat 89%.
Két qua dap Gmg giam protein niéu sém (6 thang dau) trong nghién ctru cia
chung t6i cao hon céc tac gia Lee BS (44,8%), ngudi chi st dung phac d6
PLN_IVCYC trong diéu tri lupus ting sinh [10]. Thoi ky 1 nam, ty 1¢ giam
protein niéu trong nghién ciru ciia chung toi twong tu nhiéu tic gia Wong,
Hari, Bogdanovic, Lau (85-95%) [7],[13],[125],[136]. Tai thoi diém 3 nim, ty
I¢ giam protein niéu trong nghién ctru cua ching t6i dat 97%, két qua cua
chung t6i twong tu tac gid Hari (93%) va Srivastava (95%) .

Muc loc cau than thap <90ml/phat/1,73 m? (suy than) tai thoi diém
nhap vién chiém ty 1¢ cao (38,9%), sau d6 gidm nhanh sau 6 thang diéu trj
(6,6%) va duy tri ty 1 thap 1-4% & cac ky danh gia sau. Két qua cua chiing
to1 tuong tu tac gid Hari, Hobbs va Ataei, ty 1¢ MLCT <90 gidm nhanh sau 6
thang diéu tri (8%), va duy tri khoang 4-12% trong cac ky danh gia sau
[124],[125],[135]. Tuy nhién ty 1€ suy than man (MLCT <60) trong nghién
ctru cta chiing t6i thip hon céc tac gia trén (2-3% so véi 5-12%), c6 1& do
dbi twong nghién ctru cia cac tic gia nang hon, phan 16n bénh nhan 1a lupus
tang sinh.

*Thay doi cdc chi s6 xét nghiém dinh lwong qua cdc ky danh gid

Chi s6 diém SLEDAI ky 1 cao, trung vi 4 diém (TB 5,6 diém), chi sd
ndy giam qua cac ky danh gia, va dat trung vi khoang 0 diém ky 3, 4, 5 (TB
2,1-2,7). Mirc d6 chi sé SLEDAI khong hoat tinh ting dan qua cac ky danh
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gia, dat dén trén 80% ¢ cac ky 3, 4, 5. Két qua cho thay da s6 bénh nhan dat
dén su hoi phuc hoan toan LN sau 2 nim diéu tri. Két qua cia chung t6i cao
hon tac gia Hiraki tai thoi diém 6 thang (SLEDAI TB 2,9 diém), tuy nhién
thap hon tai thoi diém 1 nam va 3 ndm. T4c gia Aragon ciing nhan xét tuong
tu nghién ctru ctia chung toi tai thoi diém két thic nghién ctru chi sé SLEDAI
rat thip TB 0,4+0,8 [6]. Bién SLEDAI 1a mot bién khong lién tuc nén viéc sir
dung chi s trung vi tot hon so v&i chi sd trung binh, chi sb ndy khéng duoc
mo ta trong nghién ctru cua Hiraki [45].

* Tan sudt tdi phat SLE va viém than lupus

Vé tinh trang tai phat bénh hodc tai phat than, bang 3.17 cho thay ty 18
tai phat sau 1 ndm va 2 nam 1a 5,7% va 6,7%, thoi diém 3 nam chiém ty 18
cao nhat 19,3%, sau 4 nam 9,3%. Tan suit tai phat 1a 0,32 dot/bénh
nhan/ndm. Chung toi thong ké ty 1¢ tai phat chung cho ca than va bénh SLE,
ty 1¢€ tai phat trung binh ctia chung t6i cao hon so voi tac gia Srivastava
(0,15dot/bénh nhan/nam) va tac gida Wong 0,08 dot/bénh nhan/nam
[12],[13]. S& di ty 1€ tai phat cao hon cac tac gia khac 1a do da s6 bénh nhan
nong thon, trinh do dan tri thép, khi bénh dat dugc su thuyén giam 1ap tic
bénh nhan bo diéu tri, udng thudc nam mot vai thang dén hang niam, khi
bénh tai phat moi dén kham lai. Tur thuc té d6, chung t6i di ting cudng giai
thich bénh nhan tai phong kham va thanh 1ap cau lac bo lupus ban do nam
2015 dé gitp bénh nhan viém than lupus hiéu su can thiét phai diéu tri duy
tri lau dai viém than lupus.

*Chi s6 hoat tinh man tinh SLICC/ACR

Vé chi sb ton thuong man tinh sau 1 — 3 ndm dat ty 1€ thép 6,4 -10%, tuy
nhién tai thoi diém theo ddi >4 nam, ty 1€ ton thuong man tinh tang 1én
khoang 16,7%. Céc tac gia Srivastava, Wong c6 cung nhan xét ton thuong

man tinh ting dan theo thoi gian theo di, tuy nhién do ¢ thoi gian theo doi
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lau hon ching toi nén ton thuong man tinh ting 1én dén 40-50%. Ciing theo
cac tac gia trén, co quan ton thuong phd bién 13 co xuong, than kinh tim than,
than, mit va da. Chm ting trudng ciing chiém ty 18 cao 18,7% [12],[13], két
quad tuong tu nghién ctru cua chiing toi.
4.3.2.2 Két qua diéu tri lién quan dén mé bénh hoc thin

Nhom tang sinh, dic biét 16p IV co ton thuong MBH thuong rat ning,
biéu hién 1am sang bang HCTH két hop, suy than, tham chi c6 thé biéu hién
bé‘mg viém cau than tién trién nhanh. Mic du da sb céc tac gid va hdi nghi
ddng thuan déu thong nhét str dung phac d6 diéu tri UCMD manh nhung ty 1&
khang tri va tién trién dén suy than man van cao. Nghién ctru ctia chung toi
cho thiy 10p ting sinh c6 ty 1& hdi phuc hoan toan thip hon so véi nhom khac
c¢6 ¥ nghia théng ké (84% so véi 73,7%, p=0.022). Pic biét nhém 16p IV ¢d
ty 16 hoi phuc hoan toan thip hon so vdi nhém khac (65% so véi 85%,
p<0,0001). Ty 1€ khong dap tng 16p IV cao hon so véi 16p khac (8% so véi
0,75%, x> p=0,000). V& phac dd diéu tri 10p tang sinh, chung toi thudng
truyén IVPM liéu cao sau d6 sir dung PNL liéu cao phéi hop v6i IVCYC hodc
MME, néu sau 6 thang khong dap tmg c6 thé chuyén phac dd hodc phdi hop
v6i Neoral. Chiing t6i chua c6 diéu kién st dung cac phac d6 khang tri khac
nhu IVIG, rituximab vi sy s&n ¢6 va chi tra caa bao hiém y té. Phac dd diéu tri
tang sinh ctia chung toi twong tu cic nudc phat trién nén két qua diéu tri nhém
tang sinh, dic biét 1op IV ciia ching toi twong ty nhiéu tac gia & cic nudc
phat trién nhu Srivastava, Ruggiero, Wong, Ramires, Aragon, Lee BY,
Vachvanichsanong,... voi ty 1€ HPHT tir 55-80% lac 1 nam va >90% lac 5
nam, ty 1¢ khong dap tng thap 5-10%.

Theo cac khuyén cdo va hoi nghi ddng thuan 16p IV c6 tén thuong md
hoc rat nang va thay ddi rat it sau 2 nam, diéu tri duy tri khi dat dwgc HPHT

N
A

rat quan trong va thoi gian diéu tri can kéo  dai
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[2],[14],[16],[17],[62],[64],[66]. Bénh nhan 16p IV cua ching t6i thudong st
dung phac dd diéu tri duy tri kéo dai, hau nhu chung t6i khong ngimg thude
UCMD trén nhom bénh nhan nay, tuy nhién ty 1& tdi phat van con cao, ty 1¢
tai phat nhom 16p IV (9,5%), 16p 2 (10,1%) cao hon nhom 1, 3, 5 (0; 2,7;
3,5%) (Pearson chi2, p=0,049). Két qua chung t6i twong tu nhan xét cua tac
gid Hari, Wong, Srivastava, Bogdanovic, tai phat thuong xay ra ¢ 16p IV véi
ty 1€ 10% [7]1,[12],[13],[125].

Theo cac nghién ciru vé MBH thén, 16p IV ¢6 ton thuong mé hoc ning
nhat, thudng ton thuong ndi va ngoai mac, liém té bao, 1iém xo. Cac ton
thuong thudng tién trién dén xo hoa va bicu hién suy than trén 1am sang
[51],[82],[83],[85],[143]. Cac nghién ctru sinh thiét than lap lai trén bénh
nhan ting sinh cho thy sy chuyén 16p rét it va c6 xu hudng tién trién man
tinh [138],[144]. Trong nghién ctru cta ching t61 suy than man nhém 16p 1V
c6 ty 1& cao hon han cac nhom khac co ¥ nghia thong ké (4,2% so véi 0,4%)
(Fisher, p=0,0006). Két qua ching t6i twong ty cic bao cao cla cac tac gia
Wu, Ruggiero..., 16p IV c¢o6 ty I¢ suy than man cao hon so voi nhom khéc
[73],[128]. Mot sb tac gia nghién ctru véi thoi gian theo ddi dai hon (10-20
nam) thi nhan xét 16p tang sinh c6 ty 1€ suy than man cao hon nhém khong
tang sinh nhung khong c6 y nghia théng ké[11],[12],[13]

Mic du khong c6 su khac biét vé tinh trang nhiém khuén giita cac 16p
MBH, tuy nhién 16p IV c¢6 bénh nhan nhiém khuan ning va tr vong. Viéc st
dung phac d6 diéu tri UCMD manh va thoi gian dai két hop véi tinh trang
tién trién bénh 1am cho bénh nhan c6 nhiéu nguy co nhiém khuén nang de doa
tinh mang bénh nhan. Ching toi gap mot s truong hop nhiém khuan ning
sau truyén IVMP va IVCYC, phai diéu tri thd mdy, khang sinh liéu cao tai
don vi Hdi strc tich cyc. Tuy nhién khong co truong hop nao tir vong do
nhiém khuén ning.

Viéc sir dung thuéc UCMD lidu cao ¢ bénh nhan 16p IV ciing ting nguy
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co tac dung phu trén bénh nhan, tac dung phu bénh nhan 16p IV cao hon
nhom khéc (41% so v6i 28%), c6 ¥ nghia théng ké (chi2, p=0,004). Két qua
chung toi trong tw nhan xét ctia nhiéu tac gia [7],[11],[12],[13]
4.3.2.3 Két qud diéu tri tinh dén thoi diém két thiic theo déi

Bang 4.7: So sanh két qua diéu tri tai thoi diém két thic nghién ciru véi

cac nghién ctru gan day

Tac gia N | TGTDTB | HPHT | HPMP }I)([or p];;,it <1;{)I(J<C6](;) STM V::;rg
Chung toi | 126 85,7 9,5 48 | 15.8 38,9 5,7 0,9
(12,7)
Srivastava | 134 | 6,7£5,7 60,4 20,1 11,2 | 39,5 -—- 7,4 8,2
Lee BS | 77 11,9+£3 46,8 22,1 143 | --- (16,9) 3,9 7,8
Hari | 54 | 3,1(0,2- 62,9 13 24,1 | --- (18,5) 5,56 | 15,6
10)
Bogdanovic | 53 4,8+3,4 50 29,8 19,2 | --- ---(3,8) 7,5 1,9
Ashraf | 52 | 22 thang 55,6 22,2 - -—- -—- -—- 22,2
Bakr
Batinic | 37 7,147 64,8 16,3 189 | --- - 13,5 8,1
Yang | 167 75,2 24,8 | --- 9,6 6,4 8,9
Moroni | 93 20 nam 63,4 19,3 17,3 | 30,2 9,9 6,5 6,5

TGTDTB: thoi gian theo dbi trung binh; HPHT: Hoi phuc hoan toan; HPMP: Hoi phuc mét
phan; MLCT: muec loc cau thdn; STM: suy thdn man

Trong nghién ctru cua chung toi tai thoi diém két thuc nghién ciu cd
94,2% tré hoi phuc, trong d6 hoi phuc hoan toan 85,7%. Chi c¢6 4,8% khong
dap ung diéu trj trong d6 co 1 truong hop tir vong 16p IV va do nhiém khuén.
Két qua vé dap Gmg diéu tri cta chung t6i cao hon hau hét cic tic gia:
Srivastava, Lee BS, Hari, Bogdanovic... (75-82%). Viéc ap dung diéu tri dwa
trén két qua sinh thiét than, thoi gian theo doi con ngan (I nim — 5 nam) ¢
thé lam cho tién lvong viém than lupus tdt hon céc tac gia trén. Pa s cac tac
gia nhan xét ty 1é ciru séng trong ndm dau rat cao > 95%, ty 1é nay giam dan
trong ciac nghién ctu cé thoi gian theo doi 10-20 ndm (70-80%)
[10],[11],[12],[128].
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Tuong tu nhu cac nghién ctru khéc, phﬁn 16n bénh nhan duogc chi dinh
dung thubc e ché mién dich kéo dai, va ¢ thoi diém theo ddi cudi cung,
khéng c6 tré LN nao duoc nging steroid. Bat chap diéu tri wrc ché mién dich
co hiéu qua, ty I¢ tai phat bénh lupus tré em trong cac nghién ctru khac nhau
van xay ra dao dong tir 27% dén 66% [12]. Nguyén nhan tai phat theo cac tac
gia c¢6 thé do tudi nho, khong tuan thu diéu tri va phac db diéu tri UCMD. Ty
1¢ tai phat trong nghién ctru cua chung t6i thap 15,7%, két qua nay thip hon
hau hét cac tac gia Srivastava va Morini (30-40%). Ty 1é tai phat thap 1a do
chung t61 chi thu thap cac bénh nhan tai phat phai nhip vién (cic truong hop
ning) bao gom ca tai phat than va ngoai than.

Ty 1€ MLCT <60 ml/phat/1,73 m? trong nghién ctru cua ching toi la
12,7%, tuong duong voi cac tac gid khac nhu Lee BS, Hari, Yang, Moroni
[10],[78],[125],[129]. Ty 1€ bénh nhan suy than cua ching t61 tuong ty céc tac
gia Srivastava, Yang, Hari [12],[78],[125]. Thp hon so v&i Batinic, nguoi c6
s6 bénh nhan ting sinh chiém >75% va chil yéu sir dung phac d6 co dién PNL
hodac PNL + IVCYC [76].

Tuong ty MLCT, ty 1€ suy than man trong nghién clru ctia ching t6i la
5,7%, trong d6 c6 3 bénh nhan STM giai doan cubi can loc mau (ca 3 déu 1op
IV). Két qua cia ching t6i twong dwong véi nhiéu tic gia Hari, Yang,
Moroni, Lee BS (4-6%). Thip hon so v&i Batinic, Srivastava va Bogdanovic
(8-13%), céac tac gia nay co thoi gian theo ddi dai hon hodc co nhiéu bénh
nhan thé ning (ting sinh) hodc chi str dung phac dd cb dién 1am cho tién trién
bénh kho ludng, khang tri va tién trién man tinh [7],[12],[76].

Ty 1¢ tr vong trong nghién ciru ciia chiing t6i 14 rat thap 0,9%. Thap hon
hau hét cac tac gia trong bang 4.7. Thoi gian theo ddi ngan va viéc loai trir tat
ca cac bénh nhan khong sinh thiét than lam sai 1éch phan nao két qua nghién

ctru. Trong nghién ctru ctia ching toi ngoai 1 bénh nhan tir vong thang 4 diéu
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tri do nhiém khuan huyét, xuat huyét ndo. Ching toi con 3 bénh nhan tir vong
tai khoa Hoi strc cap ctru ngay lac nhap vién, mot bénh nhan lupus tir vong do
lupus t6i cap, 2 bénh nhan tir vong do nhiém khuan huyét, suy da tang mic du
da str dung cac phuong phap diéu trj tich cuc vé hdi strc cip ciru va diéu tri
bénh chinh (truyén IVMP va IVIG) nhung do tinh trang bénh nhan qué ning
nén tir vong do suy da tang. Ca 3 bénh nhan nay déu chua dugc sinh thiét than
do tinh trang nang ctia bénh nén chung t61 khong dua vao nghién ctru.

Theo cac nghién ctru gan ddy cong bd, nguyén nhan tir vong chinh 1a
nhiém trung va suy than man giai doan cudi [10],[11],[12],[13],[145]. O cac
nudc phat trién ty 18 tir vong thap 1-5% [6],[9],[73] 12 do ty 1é nhiém khuan
nang thép va kha nang diéu tri suy than man giai doan cudi béng loc mau va
ghép than tét hon cac nudc dang phat trién [11],[12],[78],[128]. Nghién ctru
ctia chung toi tai bénh vién Nhi Trung wong, ty 1& tir vong thap c6 1& do ty 1&
nhiém khuén ning thap, kha ning c6 thé tiép tuc diéu tri bénh nhan LN tién
trién dén suy than man giai doan cubi bang loc mau va ghép tang va mot phan
thoi gian theo dbi trung binh con ngan.

Ty 1& nhiém trung & 1an cubi tham kham cao chiém 70%, trong d6 nhiém
tring 2 1an va mot lan chiém ti cao 29% va 20%. Ty 1¢ nhiém khuan trong
nghién ctru cta chiing t61 cao hon céc tac gia Srivastava (45%), Wong (40%)
va Lee BS (19,5%). Nhu phan tich & trén, ty 1¢ nhiém khuan thuong cao trong
nhitng nam dau bi bénh do bénh dang tién trién va st dung lidu cao cac thude
mién dich. Bénh nhin chung t6i c6 thdi gian theo ddi ngdn hon cac tac gia
trén va ty 1 nhiém khuan & nudc ta cao hon cac nudc phat trién, 2 1y do nay
lam cho ty 1¢ nhiém khuan trong nghién ctru ctia chung t6i cao hon céc tac gia
khac. Mot diém khéac biét khac vé nhiém trung 1a nghién ciru cta chung toi
khong phat hién bénh nhan nao méc lao, trong khi cac tac gia déu phat hién

bién chimg bénh lao trong thoi gian theo ddi: Srivastava (6,7%), Wong (1
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bénh nhan), Lee BS (2 bénh nhan) [10],[12],[13].

* Thoi gian trung binh dén khi c6 két qua hdi phuc hoan toan, thét bai
diéu tri, suy than man, tdn thuong than man

Trong nghién ctru cia chung t6i thoi gian hdi phuc hoan toan cé trung vi
khoang 7 thang [6-12], trong d6 thoi gian hodi phuc trung binh 16p IV dai nht
(10 thang). Thoi gian hdi phuc nay tuong ing véi thoi gian diéu tri dan nhap,
da sd bénh nhéan dap tng diéu tri.

Thoi gian trung binh dan dén suy than man 24 thang [5-34], trong d6 16p
IV c6 s6 bénh nhan STM nhiéu nhat (6 trudng hop) va thoi gian suy thin man
trung binh 16p IV 1a 6 thang

Trong nghién ctru cua chung t6i, thoi gian hdi phuc 16p IV dai nhit (10
thang), ty 1é bénh nhan khong dap tmg diéu tri cao nhit va nhiéu bénh nhan bj
suy than man (6 bénh nhan), thoi gian trung binh bi suy than man ngan nhat.
Mic du bénh nhan 16p IV duogc diéu tri tich cuc theo phac dd nhung c6 tién
luong x4u va kho luong trong thoi gian ngan. Nhiéu tac gid c6 cuing nhan xét,
16p IV c6 nhidu bénh nhan khang tri, suy thdn man va tor vong
[10],[11],[12],[13],[73],[78],[128].
4.3.2.4 Liy tich khd ning dén dén cdc bién két cuc

a. Liiy tich kha niing hdi phuc hoan toan

Trong s6 126 bénh nhan bi LN tai bénh vién Nhi Trung wong, ty 1€ séng
sot khong ESRD tai thot diém 6 thang, mot ndm, 3 ndm, 5 ndm va két thic
nghién ctru 1a 96,7%, 98,3%, 95, 94,4% va 93,6%. Ty 1& séng sot chung (ca
ESRD) tuong tmg 13 99,2%, 99,2%, 98,4%, 98,1 va 99,2%.

Mic du s6 liéu vé tién lugng ngén han, lau dai cia bénh nhan viém than
lupus & tré em tai Viét Nam con rat han ché. Ty 1¢ sdng con trong nghién ciru
ctiia chung toi tot hon dang ké so v&i cac nghién ctru N.T.N.Dung tai mién

nam Viét Nam véi ty 1¢ séng con lic 6 thang 91% [22]. Ly do c6 thé 1a: Tat
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ca bénh nhan LN déu duoc sinh thiét than va ap dung phac d6 diéu tri cap
nhat dua trén két qua MBH; chim soc va theo ddi lién tuc trong cing mot don
vi, quan 1y bdi cac bac si chuyén khoa Than Nhi c6 nhiéu kinh nghiém vé LN;
thudc trc ché mién dich (PNL, IVCYC, MMF, CSA va IVIg) dugc bao hiém y
té chi tra tir nam 2010; va t6 chiic cac cu lac bd lupus hang nim nhim nang
cao hiéu biét cua bénh nhan, gia dinh bénh nhan vé bénh lupus, tranh bd
thudc, tranh dung cac thubc khong hiéu qua (thuc nam, bic khong rd ngudn
gbc), va tuan thu diéu tri, theo di tét hon.

Ty 1¢ séng sot trong nghién ciru ciia chiing t6i twong duwong va cao hon
v6i cac nghién ctru thuan tap khac gan day tai chau A. Mot nghién ctru nim
2016 v6i 134 bénh nhan tir Bac An Do, ty 18 sdng sét khong ESRD tai thoi
diém 1, 5, 10 va 15 nam 13 98,4%, 91,1%, 79% va 76,2% . Ty 1& song sot
chung (ca ESRD) la 98,3%, 93,8%, 87,1% va 84%. Mot nghién ctru khac cua
Singh ciing tai Bic An D6 cho biét ty 1& song sot khong ESRD 1a 81%, 67%
va 59% va ty 1& séng sot chung 12 96%, 89% va 78% tuong tmg véi 1, 5 va 10
nam, thip hon so v&i nghién ctru clia chiing toi.

Mot nghién ctru tir Hong Kong (Wong) bao céo ty 18 song sot 5, 10 va 15
nam khong c6 ESRD 1a 91,5, 82,3 va 76%. M{t nhom khéc tor Pong Nam A
(Lee BY) ciing cho két qua t6t twong dwong voi nghién ctru ctia chung toi, voi
ty 16 sdng sot chung 1, 5, 10 va 15 niam 1a 98,5%, 95,4%, 94,0% Va 89,9%
trong s6 tré LN duoc sinh thiét. Ty 18 séng sot cta chung tdi co vé tét hon so
v6i bao cao cia cac nhom ngudi Iran va ngudi My gbe phi (Ataei va Bakr).
Diéu nay c6 thé 1a do lupus thudng ning hon ¢ ngudi A rip va ngudi da den
[2],[261,[281,[37]. Ty 1é sdng sot ciia nghién ciru cta ching toi twong duong
v6i nhitng nghién ciru LN tré em khong phai 1a da trang (nguoi My gbc Phi
va gbc T4y Ban Nha) tir Hoa Ky v&i ty 1& song s6t 5 naim 1a >91% (Bang 5).

Khi so sanh véi nghién ctru LN ngudi 16n, Mok va cs nam 1999 cong bd
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ty 1€ cuu séng chung 5, 10 va 15 nam la 98,8%, 94% va 94,4%, ty 1€ ctru séng
than 1 92,1%, 81,2% va 75,2%. Lép IV co ty 18 ciru séng than thdp hon
tuong tng 1a 89,1%, 71,1% va 61,4%

Trong vai thap k¥ qua, tién luong xa cia LN ¢ tré em da duogc cai thién
dang ké trén toan cau. Tir nhitng nghién ciru dau tién Meislin va Rothfield
nam 1968, ty 1& ctru séng chung va ty 18 ciru song than (khong ESRD) cong
ddn 5, 10 nam chi 43%, 20%. Nam 1990, ty 1¢ ctru sng chung va than 5 nim
tang 1én 78% va 56% theo McCurdy va cs (trich dan tir Wong). Trong thap k¥
gan day, ty 1 clru séng 5 nam tiép tuc tang 1én khoang 78-95% (Bogdanovic,
Srivastava...) véi khoang 7-50% suy than man [7],[12]. Su cai thién két cuc
x4u va suy than c6 thé 1a do 4p dung MBH trong diéu tri LN véi nhiéu thudc
UCMD manh, nhu sir dung liéu phap IVCYP vao nhitng ndm 1980 va MMF
vao cudi nhitng nam 1990 (Srivastava,...). Nghién ctru cua ching toi budc
dau cho két qua tdt, sau thoi gian theo doi trung binh 3,5 nam, 99,2% bénh
nhan trong nghién ctru ctia chung toi séng sét voi 6,4% suy than man. Co 18
do duogc ap dung phac @6 IVCYP va MMF trong diéu tri lupus ting sinh va
mang, ngoai ra ching t6i ciing st dung két hop CSA hodc IVIg trong truong
hop lupus khang tri hodc nhiém khuan ning.

Liy tich kha ning 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 cua ching t6i tuong tu tic gia Ruggiero, thap hon cac tic gia
Srivastava, Wong, Lee BS vé kha ning HPHT luc 12 thang nhung tai thoi
diém 3 va 5 nam khéng c6 su khac biét. Tuy nhién bénh nhan chung t6i rat
hiém khi ngung thudc mic du dat duoc sy HPHT sau vai nam. S¢ di chung t61
khong ngimg thudc vi mot s6 truong hop sinh thiét than sau 1, 2 nim & bénh
nhan dat duoc HPHT vé 1am sang va xét nghiém nhung két qua sinh thiét than

c6 rét it thay do6i 16p, hau hét bénh nhan khong chuyén 16p, chi giam chi sd
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hoat dong. Cac tac gia ciing tan dong st dung steroid lidu thap kéo dai phdi
hop thubc UCMD khac nhim duy tri su hdi phuc, giam tai phat va tién trién
xau ctia bénh [12],[131,[771,[105],[125],[135].

* Liiy tich khd ndang hoi phuc hoan toan theo 16p mé bénh hoc theo
thoi gian danh gia

Lép tang sinh, dic biét 16p IV ¢ thoi gian hdi phuc hoan toan cham hon
so voi cac 16p khac, thoi diém 12 thang va 24 thang dat ty 1& 35% va 70%.
Tuy nhién tai thoi diém 36 thang ty 16 HPHT cao dat dén >90% (Sts Test,
p=0,022; 16p IV so véi 16p khéac, p=0,0024). Pa s cac tac gia déu nhan xét
tuong tu, ty 16 HPHT 16p IV thip hon va thoi gian can thiét dé dat duoc hdi
phuc dai hon céc 16p khac. Theo tac gia Hari ty 16 HPHT thoi diém 12 thang
dat 56%, nhung thoi diém 3 nam chi dat 56% thip hon nghién ctru cta ching
t6i [125]. Tac gia Lee BS, Srivastava va Wong déu nhan xét ty 16 HPHT thoi
diém 3 nam 16p IV cao >90% va khong co su khéac biét giita cac 16p MBH &
thoi diém 5 nam, twong tu nghién ciru ciia ching t6i. Cac tac gia trén va
chung t6i déu c6 chung nhan xét 16p IV nhiéu bénh nhén tir vong va suy than
man hon cac 16p khac [10],[12],[13]

*Uéc tinh khd nang hoi phuc hoan toan theo phdc dé diéu tri

Trong nghién ctru ctia chung toi, phac dd 142 cha yéu duoc st dung trén
bénh nhan 16p khong tang sinh (I, IT va V), nhdm bénh nhan nay thuong nhe
va ¢6 kha nang HPHT t6t hon 16p ting sinh. Ty 1¢ HPHT sau 12 thang, 24
thang 13 >75% va 85%, sau 36 thang >90%. Phac dd 3, 4 thuong duogc st
dung cho 16p tang sinh (III va IV), trong d6 phac d6 3 thuong duoc st dung
cho cac truong hop lupus ning vé 1am sang ¢ suy than hodc 16p IV ¢6 liém té
bao nhiéu, vi vay c6 kha nang HPHT phac d6 3 cham hon so véi phac do
khac, su khac biét co ¥ nghia théng ké (sts test, p=0,02). Tuy nhién thoi diém
sau 3 nam, ty 1¢ HPHT PD3 va Pb4 khong c6 sy khac biét.
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Theo nghién ctru ciia ching t6i ¢6 vé nhu phac @ PNL+MMEF tot hon so
v6i phac dd (PNLHIVCYC) tai thoi diém trude 36 thang. Két qua chung t6i
tuong tu nhu cac cong bd gan diy vé tac dung MMF trén bénh nhén co ton
thuong tang sinh, phac dd MMF c6 tac dung twong tur va tét hon IVCYC 6 tré
em va it tdc dung phu hon [93],[94],[95],[96],[97],[98],[146],[147]. Day 1a ly
do phac &6 MMF hién nay duoc khuyén cdo sir dung trong lupus ting sinh &
tré¢ em [2],[15],[16],[17],[93],[98],[142].

b. Nguy co két cuc xdu (suy thin man+ tir vong)

* Khd néng tién trién dén két cuc xiu theo thoi gian

Lily tich kha nang két cuc x4u theo thoi gian trong nghién ciru ciia chung
t6i thap <5%, thoi diém két thuc nghién ctru c6 7 bénh nhan suy than (3 bénh
nhan phai loc mau) va 1 bénh nhan tir vong. T4t ca cac bénh nhan nay déu
nam trong 16p tang sinh (6 bénh nhan 16p IV va 1 bénh nhan 16p III). Biéu do
3.13 ciing cho thiy Kaplan-Meier két cuc x4u 16p IV cao hon 16p khac (log
rank, p=0,016). Nhan xét ching t61 twong tu cac tac gid khac Wong, Bee PY,
Hari va Srivastava, 16p IV ¢6 ty 1& két cuc x4u cao, nhiéu trudng hop khang
tri va cé ty 1€ tir vong va suy than cao hon cac 16p khac [5],[ 8],[ 16],[ 33].

* Kha niang két qua xau theo muc do suy than dau vao

Suy than dau vao 1a mot tiéu chi danh gia kha nang khong dap ung dicu
tri va tién luong x4u theo nhiéu tac gia. Trong nghién ctru cua chung t6i liy
tich ty 16 khong dap ung diéu tri theo muc d6 suy than dau vao cia nhom
MLCT <90 cao hon nhom MLCT >90 (0,004 so v&i 0,002), tuy nhién sy
khac biét khong c6 ¥ nghia thong ké (logrank test, p=0,52). Nhom bénh nhan
suy than thudng nam trong 16p IV, viée st dung phac dd UCMD tich cuc
giai doan diéu trj ddn nhap va theo di dinh ky tot giup tién luong gin nhom
bénh nhan nay khong khac so véi nhém khong suy than. Cac nghién ciu

trén bénh nhan nang, c6 suy than dau vao hoic lop IV + liém té bao cua
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Yang, Wu, Lee BS, Aragon c6 ty 1& khong dap tng diéu tri thap <10% sau
12 thang, co tién lugng gan t6t v6i ty 1& sdng khong suy than sau 5 nim
>95% [211,[ 32],[ 34],[ 46].

4.3.3 Bién chitng nhiém trung trong theo thoi gian danh gia

* Bién chirng nhiém triing:

Téng sd dot nhiém khuan/BN/nim giam dan qua cac ky danh gia, cao
nhat 13 thoi diém 6 thang (1,6 dot/bénh nhan/nidm), sau d6 giam dan theo cac
ky danh gia 2 dén 5 (1,2; 0,3; 0,2 va 0,1). Viéc st dung thubc (rc ché mién
dich liéu cao va giai doan tién trién lupus trong 6 thang dau lam cho bénh
nhan d& bi nhiém khuan. Thoi diém sau mot nim ty 1& bénh dap tng diéu trj
cao, liéu thuéc UCMD giam dan, tin suat nhiém trang giam dan [1],[ 2]. Cac
tac gia Srivastava, Wong, Cobral, Opastirakul va Hari c6 tan suat nhiém tring
thap hon ching (0,65-1,5 dot/10 bénh nhan-nam) [8],[ 12],[ 13],[ 58],[ 124].
C6 1& do nudc ta nam & ving nhiét d6i, dong dan va tan suat nhiém khuan
cong dong cao hon cic nudc clia cac tic gia trén nén ty 1& nhiém khuan trong
nghién ctru ciia chung t6i cao hon.

Géan mot nira sb bénh nhéan trong cac nghién ctru mic cic bénh nhiém
trung nang, va su xuat hién nhiém trung khong chi du doan két qua kém, ma
con chiém da sb bénh nhan tir vong. V&i viée cai thién cac phac dd uc ché
mién dich va kiém soat tot hon cac bién chung lién quan dén bénh, nhiém
khuan dang nbi 1én nhu 14 nguyén nhan hang dau gy tr vong & bénh nhan
lupus trén toan thé gidi [8],[ 117,[ 121,[ 131.[ 581,[ 771,[ 143].

Trong nghién ctru cua chiing t6i, nhiém khuan thudng gip nhat 1a nhiém
Herpes, nhiém khuan tiét niéu, viém phéi va viém mo té bao. Nhiém khuan
hiém gip hon 1a thiy dau, nhiém khuan huyét. Két qua ching toi tuong tu

nhin xét cic tac gia trén, nhiém trung thudng gip nhat 1a Herpes Zoster
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(chiém 20-50%), viém phdi va nhiém khuan tiét niéu ciing thudng gip.
Nhiém khuan huyét va lao hiém gip hon nhung 13 nguyén nhén tir vong theo
cac tac gia trén va nghién ctu cua ching t6i (1 trudng hop tir vong do nhiém
khuan huyét)

Phéc d6 3 (Pred + IVCYC) ¢6 s6 dot nhidm khuan/bénh nhan/nim cao
nhat ¢ tat ca cac ky danh gia, dac biét 1a 6 thang dau (duoc sir dung trong diéu
tri din nhap viém than lupus ting sinh). Hau hét cac tic gia st dung phac d6
diéu tri tin cong IVCYC déu c6 nhan xét tuong ty, ty 1& nhiém khuén bénh
nhan st dung phic d6 PNL+IVCYC cao hon cac phac d6 khac nhu
PNL+MMF

[2],[ 14],[ 17],[ 58],[ 641,[ 66]1,[ 941,[ 132],[ 141],[ 143],[ 144],[ 145]
4.3.4 Tac dung phu cia cac thudc diéu tri UCMD

- Tac dung phu cua steroids rat phd bién chiém 44% trong ky danh gia 6
thang, trong d6 phd bién nhit 1a béo phi, hoi chimg gia Cushing. Sau do tac
dung phu cia steroids giam qua cac ky nhung van chiém ty 1& khoang 20%.
Viéc st dung steroids liéu cao trong diéu tri din nhap lam ting tac dung phu
steroids, két qua nghién ctru cua chung t6i phu hop véi y van va cac nghién
clru gan day cua Srivastava, Singh va Hari [11],[ 12],[ 29].,[ 124]

- Tac dung phu ciia IVCYC trong 6 thang dau ciing thuong gip (28%).
Trong d6 thuong gip nhit 1a giam bach cau, rung toc, nhidm khuan. Dic biét
c6 mot trudng hop nhiém khuan ning, séc nhiém khuan va tr vong. Nghién
clru cua ching toi twong tu nghién ciru ciia mot sd tac gia s dung phac do
IVCYC liu cao trong diéu tri dan nhdp viém than lupus ting sinh, tac dung
phu thuong gip trong 6 thang dau va nhiém trung 13 bién ching ning nhat
[141],[ 145],[ 146]

- Tac dung phu MMF hiém gdp hon, chiém khoang 5,7 % trong 6 thang

dau, sau d6 giam dan chi khoang 2-3% trong céc ky danh gia sau. Da sb cac
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tac gia st dung phac dd MMF trong diéu tri dan nhap cé cung nhan xét, hi¢u
qua diéu tri trong tu phac dd IVCYC nhung ty 1¢ tac dung phu thap, dic biét
sau 6 thang diéu tri [16],[ 17],[ 93],[ 147],[ 148]

4.3.5 Yéu t6 tién lwong két qua diéu tri

4.3.5.1 Yéu té tién lwong két cuc xiu (suy thgn man, tir vong)

Cho dén nay nhiéu yéu td tién luong két cuc xau duoc cong bd trong
viém than lupus ¢ tré em va ngudi 16n nhu: tudi bit ddu bi bénh, gidi tinh
nam, huyét 4p cao, bénh nhan c6 HCTH hodc suy than dau vao, protein
ngudng than hu, giam bo thé nang, tai phat, chi sé man tinh SLICC/ACR cao,
hodc ton thuong MBH 16p IV, chi s6 ton thuong man tinh hoac hoat tinh trén
MBH cao, dap tGng diéu tri sau diéu trj din nhdp, tinh trang nhiém
khuan...[7],[10],[12]. Mtc d6 lién quan giita cac yéu t6 tién luong véi két cuc
x4u khac nhau tiy theo cac tac gia. Ching toi st dung phuong trinh hdi qui
Cox don bién dé xac dinh cac yéu té lién quan dén két cudc tién lwong xau
(bang 3.25)

* Hoi churng thdn hu:

Hoi ching 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 [46]. Ton thwong MBH trong nhom bénh nhén nay
cha yéu 1a 16p IV va c6 chi sb hoat dong cao, 1iém t& bao [85],[139]. Vi vay day
1a yéu td tién luong x4u va can diéu tri UCMD liéu cao, két hop va kéo dai.

Trong nghién ctru ciia chung t6i, HCTH lam tang 25 lan nguy co két qua
x4u so v6i nhém khong c6 HCTH luc vao vién. Bénh nhan trong nhom nay
thuong c6 HPHT sau 6 thang kém, thoi gian dap tGng diéu tri thuong dai va
can phac 6 UCMD liéu cao. Hau hét bénh nhan c6 két qua xau 1a suy than
hodc tir vong nam trong nhom nay. Két qua nghién ctiru cua chung t6i tuong

tu voi tac gia Bogdanovic va Yang, HCTH 1a yéu t6 tién luong kho luong va
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xau trong viém than lupus [78]. Cac tac gia khic Ataei, Hari, Srivastava,
Batinic ciing cong bd HCTH 1a biéu hién ning trong viém than lupus nhung
khong lién quan dén két cuc xdu cua viém than lupus [12],[76],[124],[125].
Su khéc nhau gitta cac nghién ctru c6 1€ do chiung toc, gid1 cling nhu cac dinh
nghia vé két cuc x4u va thoi gian theo ddi khac nhau gitra cac nghién ctru.

*Protein ni€u khoang than hu:

Tuong tu nhu HCTH trong LN, protein niéu khoang than hu 1a biéu hién
1am sang x4u trong LN, thudng gip trong 16p IV va 16p V. Pay ciing 14 tiéu
chuan vé mat 1am sang can diéu tri UCMD liéu cao khi chua c6 két qua sinh
thiét than. Trudc diy mot sb tac gia Bogdanovic, Yang cong bd protein niéu
khoang than hu 1a yéu td tién luong x4u trong LN nhung hién nay véi viéc
diéu trj UCMD manh, sém ngay tir dau, phdi hop véi phac d6 diéu tri mai,
protein niéu khoang than hu khong con la yéu t6 tién luong xa xiu
[10],[12],[77]. Trong nghién ctru cua chung toi, protein ni€u khoang than hu
1a yéu t6 lam tang tién luong két qua xdu 6,3 lan so voi nhém khong co
protein niéu khoang than hu (HR 6,3, 95%CI: 0,78-68,8, p=0,03). Su khac
nhau c6 1& do nghién ctru cua chiing t6i c6 thoi gian theo ddi ngian <5 nim so
v6i1 cac nghién ctru trén.

*Ton thuwong MBH I6p IV:

Tén thuwong MBH 16p IV 14 biéu hién ton thuong ning trong LN, thudng
ton thuong tang sinh lan tod ndi va ngoai mach kem 1iém té bao va chi s6 hoat
tinh cao. Biéu hién 1am sang thuong 14 HCTH, suy than va c6 thé 1a viém cau
than tién trién nhanh. Diéu trj thuong sir dung phac ¢ UCMD liéu cao, sém
va kéo dai, c6 thé két hop nhiéu phac d6 diéu tri néu khang tri. Vi vay day la
yéu tb tién luong xau vé ngan han va dai han.

Nghién ctru cua chung t6i chirng minh 16p IV lam ting nguy co két cuc
x4u 9,9 1an so véi nhom khéng 16p IV (HR9,9, 95% CI: 1,2-81, p=0,0065).
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Maic du cac bénh nhan 16p IV cua chung té1 dugce st dung céac phac dd diéu tri
LN t6t nhat (MP+HIVCYC/MMEF), tich cuc, nhiéu diéu tri hd tro (ha huyét ap,
giam protein niéu, giam md mau...) va theo doi t6t nhung tién lwong LN 16p
IV cho dén nay van x4u, 6 bénh nhan tién trién dén suy than man va 1 bénh
nhan tir vong. Twong tu nhu nhin xét cua chung t6i, hdu hét cac tic gia
Bogdanovic, Batinic, Yang, Lee BS va Lee BY déu cong b 16p IV 1a yéu t6
tién luong két cuc x4u bat chép duoc st dung nhiéu bién phap diéu tri tich
cuc [10],[76],[771,[78]. Mot s tac gia nhu Srivastava, Ataei va Hari mic du
van cong nhan 16p IV ¢6 lién quan dén két cuc xau nhung nghién ctru khong
khang dinh c6 mbi lién quan c6 y nghia thdng ké, c6 1& do ddi twong nghién
clru clia cac tac gia nay bao gdm ca cac bénh nhan khong dugc sinh thiét than
[12],[124],[125]

Hién nay nhiéu nghién ctru va hoi nghi dong thuan vé diéu tri phdi hop
UCMD, diéu tri sinh hoc, tap trung chu yéu vao lupus ting sinh nhim dua ra
phac d6 diéu tri t6t hon, giam thiéu kha ning tién trién dén suy than man vé
lau dai [1],[2],[15],[38],[56],[64],[69],[94]

* Tai phat

Trong thuc hanh 14m sang, khac voi HCTH don thudn tai phat trong LN
lam tiang nguy co két cuc xau. Trong nghién ctru ctia chung t6i, tai phat 1am
tang nguy co két cuc xau gap 2,5 lan (HR: 2,5, 95% CI: 1,3-2,9, p=0,023).

Nhiing trudong hop tai phat ciia ching t6i thuong ning, phai truyén MP
va tang lidu diéu tri UCMD, tuy nhién két qua diéu tri thuong xau, bénh
thuong khang tri va tién trién dén suy than. Nguyén nhan tai phat chu yéu 1a
b6 thude, udng thudc khong day du, udng thudc nam hoic 1 khong bao vé da
tranh 4nh ning mdt troi. Dé giam ty 18 tai phat, ching t6i da ting cudng tuyén
truyén, giai thich qua cac budi kham ngoai tra, sinh hoat cau lac bd lupus, muc
dich giup bénh nhan hiéu duoc viée sir dung thuéec UCMD lau dai, lién tuc, tuan
thi diéu tri, tranh st dung cac thudc khong hiéu qua trong bénh lupus (thude
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nam, béc.. .), va cac bién phap bao vé da tranh 4nh néng mat troi. ..

*Chi s6 man tinh SLICC/ACR:

Nghién ciru cta chung t6i cho thay chi s6 man tinh SLICC/ACR >0,1
lam ting nguy co két cuc xdu 1én 45 lan (HR 45,6, 95%CI 5,1-483,
p=0.0004). Két qua cia chung toi twong tw tac gia Srivastava, chi sb
SLICC/ACR cang cao tién luong xa cang xau. Chi s6 SLICC/ACR thé hién
ton thuong man tinh khong hdi phuc & cac co quan trong d6 co than, vi viy
tang chi s6 SLICC/ACR 1am ting nguy co tién luong xau ¢ bénh nhan LN.
Viéc danh gia thuong ky 6-12 thang/lan chi sé SLICC/ACR gitp danh gia
tién luong bénh nhan, dugc khuyén cdo ¢ cac phac dd va hoi nghi déng thuan
[17],[18],[118],[121].

*Cdc yéu t6 tién lwong xdu khdc

Suy than dau vao 1a yéu t6 tién luong két cuc xau theo tac gia Yang, Lee
BS, Srivastava. Trong nghién ciru ctia chung toi suy than dau vao ciing 1a yéu
t6 tién luong xau nhung khong c6 y nghia thong ké [107],[12],[78].

Tang huyét 4p 13 yéu td tién luong xau theo Yang, Lee BS nhung nghién ctru
cia ching toi va mot sd tic gia Srivastava, Lau thdy khong co lién quan
[10],[12],[78],[136]. Chi sb ting huyét ap 13 bién co sai sb 16n, phu thudc vao nhiéu
yéu t6 tir k¥ thuat do, cach danh gia va tAm 1y bénh nhan. Vi vay, so sanh bién nay
gifta cac tac gia thuong ¢ sai s va c6 sy khac nhau giita cac nghién cu.

Ngoai ra mot s tac gid con nhan xét thiéu mau, tang chi sb hoat tinh va
man tinh trén MBH 1an dau, HPHT sau liéu trinh diéu tri dan nhdp va nhiém

trung 13 cac yéu t6 lién quan dén két cude xau [12],[78],[136]
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KET LUAN

Qua nghién ctru vé biéu hién 1am sang, ton thuong mé bénh hoc than,
danh gia két qua diéu trj trén 126 tré bi viém than lupus tai bénh vién Nhi
Trung wong chung ti rat ra mot s6 két luan sau:

1. Pic diém 1am sang va ciin lAm sang lupus ban do & tré em:

- Tubi gip chu yéu 1a tré vi thanh nién, tudi trung binh khoi phat bénh
11,2 tudi; nir gap 7 1an nam.

- Trong 11 d4u hiéu 1am sang ctia SLE theo ACR, c6 4 d4u hiéu thudng
gidp 1a ton thuong da (ban canh buém, ting nhay cam anh sang), niém mac
(loét miéng loi), dau/viém khép, biéu hién than kinh tAm than.

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

- Bién d6i huyét hoc chu yéu 1a thiéu mau dang sit, hong cau niéu.

- Bién d6i sinh hoa chii yéu 1a giam protid, albumin mau, ting protein niéu.

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

2. Tén thwong méd bénh hoc thin, lién quan giita ton thuwong mé
bénh hgc than véi lam sang va xét nghiém

- T6n thuong MBH than thuong gip nhét 1a 16p IV chiém ty 1é cao
44,4%, tiép theo 16p 111 (31%), 16p 11 12 15,1%.

- Biéu hién liang dong tit ca cac ddu 4n mién dich huynh quang chiém ty
1& cao 67,3%. Chi sb hoat dong bénh viém than lupus trén mé bénh hoc cao,
trung binh 8,9 diém.

- Lop IV thuong co HCTH (két hop), suy than, ddc bi¢t suy than vira va
ning, MLCT thip hon<90, protein niéu khoang than hw, bd thé C4 thip, chi
s6 hoat dong cao va thudng c6 1iém té bao va fullhouse

- L6p III c6 biéu hién 1am sang da dang, thudng khong suy than, MLCT
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>100, protein niéu khong cao, tuy nhién bo thé C4 thip, chi s Al cao va
fullhouse

-Lép V thuong c6 biéu hién 1am sang da dang, khong suy than, protein
niéu khoang than hu, giam albumin mdu <25g/L nhung bd thé C4 binh
thuong, khong tang Anti-DsDNA

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

Két qua diéu tri:

- Két qua diéu trj viém than lupus trong nghién ctru ciia ching t6i rat tot.
Lily tich kha nang hdi phuc hoan toan theo thoi gian danh gia dat 75% sau 24
thang va 1én dén >95% sau 36 thang. Lop tang sinh, dic biét 16p IV co thoi
gian hdi phuc hoan toan cham hon so véi cac 16p khac.

- Tan suét tai phat 1a 0,32 dot/bénh nhan/nam, da s6 bénh nhan bj tai phat
mot dot va ty 18 tai phat tai thoi diém 3 nam nhat 19,3%.

- Suy than man chiém ty 18 rat thap tir 1-3% trong cac ky danh gia. Chi co
mdt trudng hop tir vong vao trong ky danh gia 6 thang, chiém ty 16 rat thap.

- Chi s6 man tinh sau 12 thang dat ty 18 thap, tuy nhién tai thoi diém theo
doi >4 ndm, ty 1€ man tinh tang lén khoang 16,7%.

- Toéng sb dot nhiém khuin/BN/nim giam dan qua cac ky danh gia, cao
nhat 13 thoi diém 6 thang (1,6 dot/bénh nhan/nim), sau d6 giam dan theo cac
ky danh gia. Nhiém khudn thuong gip nhat 13 nhiém Herpes, nhiém khuén tiét
niéu, viém phéi va viém mo té bao.

- Tac dung phu cua thudc thudng gip trong 6 thang dau, trong dé tac
dung phu prednisolone chii yéu 1a béo phi, hoi ching gia Cushing,
cyclophosphamide 13 giam bach cdu, rung téc, nhidm khuan. Tac dung phu
MMEF hiém gip hon chi yéu 1a rdi loan tiéu héa.

-L6p IV ¢6 ty 1¢ hdi phuc hoan toan thap, ty 1é khong dap Gmg cao hon
va thoi gian hdi phuc dai hon cac 16p khac. Suy thdn man va ty 18 tai phat 16p
IV cao hon so véi 16p khéc.
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Yéu to tien lwong xdu:

- Xac suat két cuc xau nhém bénh nhan c6 hoi ching than hu nhiéu hon
25 1an so véi nhom khong c6 HCTH. Nhém bénh nhan c6 protein ni€u
ngudng than hu c6 két cudc xau 16n hon 6,3 1an so v4i nhém protein niéu
dudi ngudng than hu.

- Nhom bénh nhan co tai phat nguy co két cuc xau cao hon gap 2,5 lan
nhém bénh nhan khong tai phat.

- X4c sudt tién luong x4u nhém c¢6 chi sb man tinh SLICC/ACR >0,1 cao
hon 45 14n so v6i nhém SLICC/ACR=0.

- Nguy co két cuc xau 16p IV cao gap 9,9 1an so véi cac 16p khac.
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NHUNG PIEM MOI CUA PE TAI

Lan dau tién c6 mdt nghién ciru vé viém than lupus & tré em véi sd
lwgng bénh nhan 16n cho phép danh gia va dua ra mot buc tranh tong thé vé
t6n throng mo bénh hoc than, lién quan gitta mé bénh hoc thin véi 1am sang
va xét nghiém. Nghién ctru c6 thé s dung dé so sanh vdi cac nghién ciu
trong khu vuc va thé gioi.

Nghién ctru dau tién danh gia két qua diéu tri ngan han va dai han vé
viém than lupus ¢ tré em dua trén ton thuong mé bénh hoc than, 4p dung céc
phac d6 diéu tri hién dai.

Nghién ciru d thiét 1ap lién quan giita mod bénh hoc than véi 1am sang va
x6t nghiém c6 thé giup cc co sé chua co diéu kién sinh thiét than tién doan
ton thwong moé bénh hoc, tir d6 4p dung phac d6 diéu tri ding va du, tranh
diéu tri qua mirc 1am ting nguy co tir vong, suy than man va tac dung phu.

Nghién ciru cho thay két qua diéu tri viém than lupus dua vao tén thuong
mé bénh hoc than kha tbt véi ty 1€ hoi phuc hoan toan cao, ty 1€ tr vong rat
thap. Két qua va kinh nghiém khi ap dung phac do diéu tri viém than lupus &
nghién ctru ndy s& giup xay dung va ap dung phac d6 diéu trji viém than lupus

tai bénh vién Nhi Trung wong ciling nhu cac co s¢ diéu tri bénh nhan nhi khac.
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KIEN NGHI

Qua nghién clru biéu hién 1am sang, ton thuong mo bénh hoc than va két
qua diéu tri viém than lupus tai bénh vién Nhi Trung wong, chung t6i c6 mot
s6 kién nghj sau:

Sinh thiét than 1a chi dinh can thiét khi bénh nhéan c6 dung chi dinh va tinh
trang bénh nhan 6n dinh dé chan doén, diéu trj va tién luong viém than lupus.

L6p IV thuong c6 biéu hién 1am sang ning, tién luong xau. O cac co so
chua c6 diéu kién sinh thiét than, khi bénh nhan c6 biéu hién 1am sang ning
HCTH, suy than, dic biét suy than vira va ning, MLCT thap hon<90, protein
niéu khoang than hu thi nén diéu tri phac d6 UCMD sém, tich cuc dé han ché
tién trién dén suy than man.

Chung t61 khuyén nghi cic trung tdm than hoc, khdp hoc va mién dich
di img & tré em nén diéu trj viém than lupus dua trén tdn thuong moé bénh
hoc than.

X4y dung phac do diéu tri va nhan rong dén cac tuyén Nhi khoa trong
toan qudc dua trén co s¢ phac d6 cua chiing toi.

Nén c6 phac d6 diéu tri dan nhap viém than lupus thong nhét trong toan
quéc va nghién ciru phéi hop giita cic bénh vién ngudi 16n va tré em dé co sb
lugng bénh nhan du 16n, thoi gian theo doi du dai (10-20 nam), két qua
nghién ctru s& c6 gia tri tin ciy hon trong dinh hudng diéu tri, nghién ctru tiép

theo va cong bd & cac hdi thado quoc té.
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~ PHAN PHU LUC
Phu luc 1: Bang tom tat cac gen lién quan dén bénh SLE

Location Known function
6p21.32  Antigen presentation

6p21.32  Immune complex clearance
6p21.32  Immune complex clearance
1p36.12  Immune complex clearance
1q23.3 Immune complex clearance
1q23.3 Immune complex clearance
1923.3 Immune complex clearance
2q37.3 T cell signaling

1p13.2 TCR and BCR signaling

7q32.1 Regulator of type I IFN production

19p13.2  Regulator of type I IFN production

1923.3 Immune complex clearance

2q32.2 Transcriptional regulator
signaling; apoptosis

of IFNy

Xq28 Toll, IL1R and NFkB signaling
3p21.31 Regulator of IFNa production
Xq28 Regulation of gene expression

through DNA methylation
1925.1 T cell signaling
1q32.2 Immune complex clearance
6q21 Unknown
5q33.3 Unknown
22q11.21 Ubiquitination
3ql14.3 Unknown
11p15.5  Unknown
7p21.3 Unknown
1925.3 Unknown

16p11.2  Immune complex
leukocyte adhesion

6q23.3 TNFR and NFkB
ubiquitination

8p23.1 B cell activation

clearance;

signaling;

4q24 B cell activation; BCR signaling

2q35 NFkB signaling

30R: Approximate Odds Ratio; ®Year first reported

*These genes lie in the same haplotype block;

Trich din tir Ramos [42]
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Phu luc 2: Binh nghia cac thuat ngir chan doan ton thuong mo6 bénh hoc than

trong viém than lupus.

Lan téa (Diffuse): ton thuong lién quan dén (>50%) tiéu cau than

Khu trii (Focal): ton thuong lién quan dén <50% tiéu cau

Toan bo (global): ton thuong lién quan dén hon mét nira cua cudn mach cau
than

O (segmental): ton thuong lién quan dén it hon mot nira cudn mach cau than

Tdng sinh té bao gian mach (Mesangial hypercellularity): Co it nhat ba té bao
gian mach/mbi khu vuc gian mach trong mdt ti€éu ban day 3 micron

Tang sinh ngi mach (Endocapillary proliferation): ting sinh té bao ndi mach
do tang sd luong té bao gian mach, t& bao ndi md va bach cau don nhan xam
nhap, gay hep cac 1ong mao mach cau than

Tang sinh ngoai mach hodc liém té bao (Extracapillary proliferation or
cellular crescent): tang sinh té bao ngoai mach hon hai 16p té bao chiém mot
phén tu hodc nhiéu hon chu vi v3 cau than

Karyorrhexis: Hién dién ciia chét té bao theo chu trinh, pyknotic, va manh
nhéan

Hoai tir (necrosis): Ton thuong dic trung bdi manh cta nhan hodc sy gian
doan ctia mang co ban cau than, thudng phdi hop véi chat giau fibrin

Huyét khoi hyaline (Hyaline thrombi): chat giau bach cau 4i toan ndi mach
ddng nhét, duoc nhin thdy duéi KHV mién dich huynh quang bao gém ling
dong mién dich

Ty 1é cau than ton thuong (Proportion of involved glomeruli): Muc dich dé
chi ra ty 1& phan trim cua tong s tiéu cau bi anh huéng boi bénh viém than
lupus, bao gém cac tiéu cau bi xo hoa do viém than lupus, nhung khong bao
gém tiéu cau thiéu mau cuc bd voi tudi mau khong @i do bénh 1y mach mau
tach biét vdi viem than lupus




Phu luc 3: Tiéu chuan phan loai SLICC 2012 trong bénh SLE

a. Tiéu chuin lam sang

= (1) Lupus da cdp tinh hodc ban cdp

Lupus da cap tinh: ban lupus canh buém (khong tinh néu c6 ban dang
dia g6 ma), ban lupus dang bong nudc, dang hoai tu biéu bi do doc td cua
SLE, ban lupus dang dét san, ban lupus nhay cam anh sang (trong trudng hop
khoéng c6 viém co biéu bi)

Lupus da ban cép : ton thuong dang vay nén va/hoic da vong hinh
khuyén lanh bénh khong dé lai seo, mic du thinh thoang co rdi loan séc tb
hodc gidn mao mach sau viém)

" (2) Lupus da man tinh

Ban dang dia c¢6 dién cuc bo (trén cb) hodc toan than (trén va dudi cd),
lupus phi dai (verrucous) , bénh lupus panniculitis (profundus), lupus niém
mac, lupus ban d6 tumidus, chillblains lupus, xen k& ban lupus dang dia/cham

= (3) Loet miéng hodc loét miii

Miéng: vom hong, mi¢ng, ludi.

Loét mii.

Trong truong hop khong c¢6 cac nguyén nhan khéc, nhu viém mach, bénh
Behget, nhiém trung (Herpes), bénh viém rudt, viém khdp phan tng, va cac
loai thuc phém co tinh axit.

" (4) Rung toc khong seo

Toc thua hodc manh lan rdng voi dut gay, khi khong c6 cac nguyén nhan
khac nhu rung téc timg mang, thudc, thiéu sit, va rung toc do androgen.

= (5) Viém khop lién quan dén 2 hodc nhiéu khép

bic trung béi sung hodc tran dich

Hodc dau 6 2 hoidc nhiéu khép va it nhat 30 phat cing khép budi sang.

= (6) Viem thanh mac (Serositis)



Viém mang phoi dién hinh trong hon 1 ngay hodc tran dich mang phoi
hoic tiéng co mang phoi .

Pau mang ngoai tim dién hinh (dau khi ndm, giam khi ngdi gap vé phia
truc) trong hon 1 ngay hodc tran dich mang ngoai tim hodc tiéng co mang
ngoai tim hodc viém mang ngoai tim trén dién tam do.

Trong truong hop khong cé cac nguyén nhan khac, nhu nhiém trung, hoi
chtng ure huyét cao, viém mang ngoai tim Dressler.

= (7) Than

Chi sb protein/creatinine nudc tiéu (hodc protein nudc tiéu 24 gid) cho
thay protein >500 mg/24 gio hodc try hong cau.

= (8) Than kinh

DPong kinh, rdi loan tim than, viém da diy than kinh don doc (trong
truong hop khong cd cac nguyén nhan khac nhu viém mach tién phat), viém
tay, bénh than kinh ngoai bién hay so (trong truong hop khéng cé cac nguyén
nhan khac nhu viém mach tién phat, nhiém trung, va dai duong), trang thai 1a
lan cap tinh ( khi khong c6 cac nguyén nhan khic, nhu ngd doc/rdi loan
chuyén hoa, uré huyét cao, ngd doc thude).

= (9) Thiéu mdu tan mdu

(10) Giam bach cau (<4000 / mm3) HOAC giam bach cdu lymphd
(<1000/mm3)

Giam bach cau it nhat mot lan: Trong truong hop khong co cac nguyén
nhan khac nhu hoi chimg Felty, do thudc, va ting ap luc tinh mach ctra.

Giam bach cau lymphd it nhit mot lan: trong sy ving mit cua cdc
nguyén nhan khac nhu corticosteroid, thudc, va nhiém tring

= (11) Gidm tiéu cau (<100.000/mm3)

ft nhat mot 1an khi khong co cac nguyén nhan khac nhu thudc, ting ap

luc tinh mach ctra, va ban xuat huyét giam ti€u cau huyét khoi



b. Tiéu chuin mién dich

(1) Nong do ANA trén muc tham khao binh thuong

(2) Nong d6 khang thé Anti-dsSDNA trén muc binh thuong tham
khao(hodc ting gap 2 lan gidi han tham khao néu st dung phuong phap
ELISA)

(3) Anti-Sm: hién dién khang thé khang khang nguyén nhan Sm

(4) Khang thé anti-phospholipid duong tinh, dugc xac dinh boi:

Khang thé khang dong lupus (lupus anticoagulant) duong tinh

Duong tinh gia véi Reagin huyét twong nhanh (giang mai)

Hi¢u gia khang thé anticardiolipin ting trung binh hodc cao(IgA, IgG
hoac IgM)

Anti-2-glycoprotein I duong tinh (IgA, IgG hoac IgM)

(5) B6 thé thap (C3, C4, hoac CH50)

(6) Test Coombs tryc tiép (trong truong hop khong cé thiéu mau tan
huyét)



Phu luc 4: Thang diém danh gia chi s6 hoat dong SLEDAI

Pi¢ém | Piém | Triéu chirng Pinh nghia
] Co giat Con co giat mdi xué} hién. Loai trir co giat do 10i
"""" i loan chuyén hoa, nhiém trung, hodc do thuoc
Thay doi hanh vi do r6i loan nhén thirc tram trong
R&i loan tam gom: 4o giac, thiéu mach lac; méat ph01 hop; suy
8 .. thin nghi ’thleu 10g1<?, hanh vi bat thuong, thlqu t6 chirc
va yéu 6t. Loai trr nguyén nhan do thudc va tang
ure mau
Thay d6i chirc ndng tdm than kém mat dinh huéng
khong gian, tri nhé hodc chic ning suy luan xut
hién va mat rat nhanh. Bao gdm mu mo trong nhan
Hoi chitng thvl'rc kérp giam kl}?i n,?a.ng’tap’ trurAlg, va Arpét @é
8 ... 3o thuc thé nang chiu dung doi Vi cac tac:.d(_)ng moi truong
; kém it nhat 2 dau hiéu sau: roi loan nhén thiec,
ngodn ngit lap bap, mat ngu hodc ngu ga, hodc tang
hodc giam hoat dong than kinh van dong. Ngoai trir
nguyén nhan do chuyen hoa, thuoc va nhiém tring
Thay doi vong mac gom: xuat huyét vong mac,
3 RGOi loai thi | xuét huyet hodc xuat tiét ning & mang mach, hoic
"""" giac viém than kinh thi. Loai trr nguyén nhan ting
huyét ap, nhidm tring hoic thudc
g ROi loan than | M6i xuét hién cic diu higu bénh than kinh van
"""" kinh so dong hodc cam giac lién quan than kinh so.
A Pau dau nhiéu va kéo dai; c6 thé dau nira dau
Pau dau do A A L s A
8 | lupus nhung phai khong dép tng thudc giam dau thong
thuong
3 Tai bién mach | Tai bién mach mau nao méi xuat hién. Loai trir xo
"""" mau ndo vira ddng mach
Viem  mach Not loét, hoai tr, phu né ngédn tay, nhoi mau quanh
8 | mAu mong, xuat huyét tmg mang, hodc chup mach ¢
viém mach
4 ... Viém khop Pau va viém (sung, nong dd) it nhat 2 khép
Pau/yéu co goc chi, phoi hop véi tang
4 | Viém co creatinekinase/aldolase hodc thay doi dién co dd
hodc sinh thiét ¢6 viém co
4 Tru nudce ti€u | Tru hat hodc tru hong cau
ey > 5 HC/vi trudng co dic. Loai trir soi, nhiém tring,
4 Dai mau < A A .
hodc nguyén nhan khac
4 Protein niéu >O,5g/24" gid. Médi xuat hién hodc ting >
0,5g/24gio
4 Dai mu > 5 BC/vi trudng co dic. Loai trir nhiém tring
2 Ban Méi xuat hién hodc tai phat ban dang viém
2 Rung toc MEét lan toa, timg méng bat thuong toc da dau
2 Loct MO T oét mii hodc miéng

mac




Piém Dié¢m Tri€u chirng Dinh nghia

) Tran i dich | Pau nguc V('rj tiéng co hodc dich mang phoi, hoac
mang phoi day mang phoi

) Viém  mang | Dau ving tim v6i it nhat mdt trong cac triéu chimg
ngoai tim sau: tiéng co, tran dich hodc trén DTD

2 B0 thé thap Giam CH50, C3, hoac C4

2 Tang DNA Tang DNA trén khodng binh thuong

1 Sot > 380C. Ngoai trir nhiém tring

I | Giam tiéu cau | <100.000TC/mm?. Ngoai trir nguyén nhan do thudc

U B gfl‘m bach | 3000 BC/mm?. Ngoai trir nguyén nhan do thubc

Chi s6 SLEDAI xuat ban nim1992, duoc thay dbi nam 2000 dung dé do
luong hoat tinh cua bénh trong vong 10 ngay gom 24 muyc va sé diém tir 0-
104. Hoat tinh cta bénh dua trén chi s6 SLEDAL: Khong hoat tinh
(SLEDAI=0), hoat tinh nhe (SLEDAI=1-5), hoat tinh trung binh (6-10); hoat
tinh manh (SLEDAI=10-19); Hoat tinh rat manh (SLEDAI>20). Két qua tién
luong dua trén chi s6 SLEDALI: Tai phat khi SLEDAI>3; cai thién khi giam <
3; hoat tinh kéo dai khi SLEDAI +1-3; hdi phuc khi SLEDAI 0. Chi s
SLEDAI c6 thé dung & tré em, dé sit dung nhung khong do luong mirc do

nang nhe cua bénh.




Phu luc 5: Chi sd ton thuong SLICC/ACR trong SLE: ton thuong
(khong thé thay ddi, khong lién quan dén giai doan hoat dong) xay ra tir lic
khai phat bénh, va ton tai it nhat 6 thang lién tuc.

H¢ thong co quan Pi¢m
Mat
Duc thuy tinh thé 1
Loan san gai thi hodc bat ky thay d6i vong mac 1

Than kinh tam than

R6i loan nhan thic (vi du: suy giam tri nhd, kho tinh toan, kém tép trung, | 1
khé néi hodc viét, trinh bay kém) hoac r6i loan tAm than
Co giat doi hoi phai diéu tri trong 6 thang 1
Tai bién mach mau ndo hodc phau thuat cit bo (cho ton thuong ko viém) (2 | 1 or 2
diém néu c6 >1)
Bénh than kinh ngoai vi hoac so ndo 1
Viém tiy cit ngang 1

Thdn

Danh gia/do luong MLCT <50% 1
Up/c > 2 mg/mmol hodc pro 24h> 3g/24h 1
ESRD (doi héi TNT or ghép than)

Phoi:

Tang ap DMP (day that phai or loud P2 _16n P2)

Xo héa phoi (1am sang & XQ)

Xep phdi (XQ)

Xo héa mang phéi (XQ)

Nhdi méau phoi (XQ) or cit bo thuy phdi (ko do viém)

—_ e e

Tim mach

Pau nguc or dat bypass dong mach vanh

Nhoi mau co tim (2 diém néu > 1)

Bénh co tim (rdi loan chirc ning that)

Bénh van tim (Thdi tim thu hodc tim truong > 3/6)

Viém mang ngoai tim trong 6 thing hoidc cit bo mang ngoai tim

or2

— e

Mach mau ngoai vi

Di cach hoi trong 6 thang (raynaund)

Mét m6 nho (da dau)

Mét m6 nhiéu (vi du: mat ngon, chi) (2 diém néu > 1)
Tac tinh mach v6i loét phil né hodc &t mau (1am sang)

or2

Duong tiéu hoa

Nhoi mau hodc cat bo rudt dudi ta trang, lach, gan or tui mat do bat ky | 1 or 2
nguyén nhan nao (2 diém néu > 1)

Suy mac treo rudt

Viém phiic mac man

Phau thuét duong ti€u hoa trén hoac cAu tric

—t | — — —

Suy tuy doi hoi phai thay thé enzyme

Co xuong




H¢é thong co quan Pi¢m
Teo co hoic yéu co 1
Viém khdp s6i mon khép or bién dang khép (gom bién dang ko hoi phuc, | 1
loai trir hoai tir v mach)
Lodng xuwong kém giy xuong bénh 1y or xep ddt song (loai trir hoai tir v | 1
mach)
Hoai tir v mach (CPHA) (2 diém néu > 1) lor2
Viém tuy xuong 1
Dut day ching 1
Da
Rung toc man tinh c6 s¢o 1
Seo lan rong phan xuong so or thit 1
Loét da > 6 thang (loai trir tic mach) 1
Suy tuyén sinh dyc (v6 kinh thir phét trude 40 tudi) 1
Dai dudng (doi hoi diu tri) 1
Ung thu (loai trir loan san) (2 diém néu > 1) lor2

Tong diém




Phu luc 6: Lugc do tom tat nghién ctru

Thu thap s lidu vé& dich té, 1am sang, xét

SLE dia tiéu chuin theo phin loai

ACR 1997 + tén thwong than

nghiém liic khéi phat (Mau bénh an I)

Néu BN ¢6 SLE hoat dong hodc LN hoat
dong - biéu tri IV Methylprednisolone

Sinh thiét than
Phan loai MBH theo ISN/RPS
Ap dung phac do dicu tri (5 phac do)

'

¢ Lop V + III/TV thuan
PNL, ‘ X ‘ 1 +
Thuoc khang sot rét Thuoc khang sot rét
¥ v !
bap tng biéu tri dan nhép Diéu tri din nhap
GC + MMF/IVCYC GC + MMF/CSA

-

Panh gia két qua diéu tri (KQDT) lic 6
thang, 1 ndm, 3 nam, 5 nam

(M3au bénh an II)

KQDT (HPHT, HPMP, Khéng DUDT)

Tai phat

Bién chimg va tir vong

Tac dung phu coa thudc: GC, CYC (ubng
& TM), AZA, MMF, CYA...

Diéu tri duy tri

AZA/MMF/CYC —» MMF/IVCYC/AZA

v

bép ung

bép ung

B

e

A 4

Rituximab, CNI, IVIG, Trao d6i huyét twong

Panh gia KQDT luc két thiic nghién ctru
KQDT (HPHT, HPMP, khéng DUDT)

Tai phat

Ty 18 ciru sdng chung, than

Bién chung va tir vong, tén thwong man
tinh SDI

Tac dung phu cua thudc: GC, CYC (ubng
& TM), AZA, MMF, CYA...




Phu luc 7: Danh sach bénh nhan nghién ctru

STT | MA SO BENH AN HQ VA TEN BENH NHAN
1. | 130246217 NGUYEN THI ANH T
2. 1090182413 LE TRUNG K
3. | 120344839 NGUYEN MINH T
4. | 140049863 TRINH THI THU H
5. | 140122271 NGUYEN NGOC PAN T
6. | 140904541 NGUYEN THI NGOC A
7. 1050159112 NGO BA V
8. | 130155591 LE QUANG L
9. | 060050823 NGUYEN BAO V
10. [ 110191193 LUU HOANG D
11. | 100323883 NGUYEN HONG N
12. 1080127683 LE PHUONG T
13. | 120035989 NGUYEN THI THU H
14. | 140093343 HOANG THI O
15. | 140391397 PO LAN V
16. | 080080296 NGUYEN THI MINH L
17. | 130181009 TRAN THI N
18. | 120007443 LE THI NGOC C
19. | 100509659 NGUYEN VAN H
20. | 100041974 NGUYEN THI KIEU O
21. | 130427745 HOANG HONG N
22. 120354100 VO YEN N
23. |120142374 LE THIM
24, |130246217 NGUYEN THI ANH T
25. 110342057 TRIEU TUYET N
26. | 120220255 MAI THI P
27. 1090208586 DAO THI THANH L
28. | 080226463 TRAN PHUONG T 2
29. |120364719 LANG THI LINH C
30. | 120001903 NGUYEN THI MINH G
31. 1090241016 PHAM THE V
32. | 150064678 NGUYEN THI N
33. 1100192612 HOANG THI X
34. 110231710 HO THI D
35. | 110031135 LY THI THU H
36. | 130399170 NGUYEN THI TRA G




37. 1100279107 PHUNG MAI H

38. | 120786738 CAO THI V

39. | 120369021 NGUYEN THI N

40. | 120045461 TRAN PHUONG T

41. 110621897 TRAN THI HONG T

42. | 110023226 NGUYEN HONG V

43. 1090151427 LE THI BICHN

44. 1100103426 TRINH THUY L

45. | 130386441 HA THI KIM N

46. | 130379523 BUI THI P

47. 1130275215 POAN TUNG D

48. | 140277762 PHAM THI KIEU T

49. |120058492 TRAN THI MY L

50. | 130039756 PHAM THANH T

51. | 100308235 TRAN THANH L

52. 1060079138 NGUYEN KHANH H
53. 110289889 HOANG THI H

54. | 140126906 NGUYEN THI THUY H
55. 1100170043 TU KHANH L

56. | 100922878 NGUYEN THI D

57. | 140638513 NGUYEN THI NGOC A
58. | 130007264 NGUYEN DANG MINH C
59. |100928597 TRUONG THI BICH N
60. | 100313128 TRAN THANH H

61. | 140316291 NGUYEN THI THANH D
62. | 130197708 NGUYEN CAM T

63. | 150088838 NGUYEN THI L

64. | 140144728 HA THI H

65. | 150133249 VU PHUONG A 2

66. | 120242254 NGUYEN VAN T

67. | 140320146 NGUYEN THI THUY L
68. | 100330072 VU THI D

69. | 090356463 LE THIT

70. | 130072350 LE THI THU G

71. | 130906421 VU PHUONG A

72. | 110115359 LE THI Q

73. | 120171676 LUU THUY L

74. | 100013050 PO KIEU N

75. | 110160681 TRINH THI T




76. | 140015271 NGUYEN THI MINH C
77. | 110038514 HOANG THI N

78. | 080111874 TRAN THI H

79. | 130959582 PONG MINH Y

80. | 100906334 MAI HUYEN T

81. 090130202 NGUYEN THI NGOC D
82. | 100237645 TRAN THI KIM A

83. 090516400 VU THI H

84. | 140349711 LE DPANG PHUONG A
85. | 120018293 NGUYEN HUU B

86. | 110164985 PO THI KIM T

87. 1080092747 VU HA M

88. | 110174404 HO THI MAI H

89. |140316723 NGUYEN LE MINH P
90. | 110288853 NGUYEN THI O

91. | 110128496 VU THI DIEU H

92. | 170086516 NGUYEN THI P

93. |120201617 NGUYEN KHANH L
94. | 110541632 NGUYEN THI THU T
95. | 140087909 VU KIM A

96. |120413291 NGUYEN HUU D

97. | 140011107 LO THI C

98. | 080225875 LUU THI N

99. | 140040946 TRAN QUOC D

100. | 060234474 VU THI H

101. | 130009463 NGUYEN THI Q

102. | 130385630 NGUYEN THI TRA G
103. | 150083061 BUI THI THUY H
104. | 150002076 PO BICHT

105. | 120064488 NGUYEN THI H

106. | 110214941 LUONG THI T

107. | 140334593 BUI THI C

108. | 140336113 NGUYEN bUC D
109. | 110098411 TRAN THI THANH H
110. | 140307148 LE THIT

111. | 120045418 VU THI LAN A

112. | 140158996 PO THI T

113. | 090280876 NGUYEN MAI A

114. | 130428431 NGUYEN THANH L




115. | 120361235 BUI THI H

116. | 110349882 VU QUYNH A

117. | 130175816 TRAN NGOC B
118. | 120842382 TRINH THI THU H
119. | 140294173 PHAM DIEM H
120. | 130110046 TRAN HAT Y

121. | 110278838 BUI THI DIEM H
122. | 100137433 NGO THI T

123. [ 150521810 TA THI D

124. | 150159127 NGUYEN TUAN M
125. | 100151173 DUONG THI HUONG G
126. | 020035242 PHAM THUY T

Xac nhan cia Thay huéng dan

GS.TS Lé Thanh Hai

Xéc nhan cua co quan nghién ctru




Phu luc 8: BENH AN NGHIEN CUU PAU VAO
I. PHAN HANH CHINH:
Ho va tén BN o

Gi61; Nam [J N [J

Thanh phé [ Nong thon [
Dan toc: Kinh [J

Ngay vao vién: / / Ngay ra vién: v
MasOBA......ccoooiiii, Maso luu trit:...............

Yéu t6 gia dinh:
Co6 nguoi bi bénh SLE: Co Khoéng [

1. Biéu hién lam sang vao thoi diém chan doan:

Tri¢u ching lic CP CO | KO NN

Triéu chimg hé thong (ngoai thin)

Gidm can, gay sut

Chan an

Sot kéo dai

Ban canh buém

Ban dang dat san

Hong ban dia

Bat thudng khac ¢ da




Loét miéng loi

Loét da

Nhay cdm anh sang

N6t thap

Pau co

Viém co

Dau khép

Viém khop

Ton thuong vong ndi mo (gan, lach, hach to)

Rung toc

Tac mach

Tran dich mang phoi

Céc t6n thuong khéac & phoi

Tran dich mang tim/Viém mang ngoai tim

Bat ky ton thuong tim mach khac

Co giat

R6i loan tAm than

Céc ton thuong than kinh khac

Hién tugng Raynaud

Viém mach mdu ngoai vi

Livedo reticularis

Tri€u ching tai thian

bai mau dai thé

DPai mau vi thé

Phu

Cao huyét ap

Tru hong cau

Hoi chirng viém than

Bat thuong nudc tiéu

Than viém

Than hu

Than hu két hop




2.Xét nghiém:

2.1. Teé bao mau ngoai vi:

Chi s6 Két qua Chi s6 Két qua
Hong cau Bach cau
Hb TT
Hct Ua acid
MCV Ua base
MCH Mono
MCHC Lympho
Hong cau ludi Mau lang 1h
Tiéu cau 2h
Nhom méu
PT (g/) Co cuc mau HT
Fib Anti-thrombin III
APTT Coombs TT
Coombs GT
2.2. Sinh hoa:
Chi so Két qua Chi s6 Két qua
Ure CanxiTP/ion
Creatinine AST
Clcre ALT
Protid C3
Albumine C4
Cholesterol Triglycerid
Natri Ferritin
K CRP
Cl
2.3. Nuérc ticu
Chi s6 Két qua Chi s6 Két qua
Pro 24 gio Tru HC
Pro/cre Tru BC
Héng cau Tru trong
Bach cau
2.4. Biéu hién xét nghiém:
Huyét hoc Cé | Ko NN
Coombs TT (duong tinh)

Hb < 10g%

Lymphocytes < 1.2 x 10°/L

Leucocytes < 4.0 x 10°/L




Tiéu cau < 100 x 10%/L

Huyét thanh hoc

C3<0.75 gL

C4<0.14 g/L

KTKN (1)

Anti-Ds DNA (Ul/ml)

TB Hargraves (+)

KT khang Lupus (+)

Antiphospholipid (+)

Duong tinh gia VDRL trong 6 thang

Nuwde tieu

Pro 24gi6 > 50mg/kh/ng hodc Pro/cre > 0.4 g/mmol

2.5. Két qua MBH (theo phén loai WHO)

Nhuom HE, PAS, Trichrome

Nhom Phan loai

% ton thuong cau than

Nhém1 | Binh thuong

Nhom ITIA | Ton thuong t6i thiéu

Nhom IT B | Viém than tang sinh gian mach

Nhom I | Viém cau than ting sinh ting

phan va cuc b0

Nhom IV | Viém cau than tang sinh lan toa

Nhom V Bénh cau than mang

Nhom VI | Xo héa cau than

Mién dich huynh quang

IgA IgG IgM C3 Clq
Két luan:
o I I [ v
Chi so hoat tinh bénh:

Chi sO0 man tinh:

2.6 Phat d6 dicu tri

PD 1 Chi dung Prednisolone

PD 2 Pred + AZA

PD 3 Pred + POCYC

PD 4 Pred + IVCYC

PD 5 Pred + MMF

PD 6 Pred + CSA




IV. SINH THIET THAN

Thoi gian tir lac bi bénh dén khi sinh thiét1an 1: ..............
Sinh thiétlan: 100 201 30 >3]

K§ thuét sinh thiét than dudi siéu 4m

Kim sinh thiét: BARD []  Khac [ C& 16G 18G
3.1 Vi tri sinh thiét:
Cuc dudi Than: Phai [ Trai [

Solanbankim: 10 20 30 >3
3.2 Két qua:
Dai thé: Pay kim [ Khong day: 2/3 00 %1 1/3(]
Két qua qua GPB: Dat yéu cau [| Khoéng dat [
S6 luong tiéu cau...........
3.3. Bién chirng:

* Chay mau: Co Khong [

Muc do Nhe (Hb>9) [] TB (Hb<9 [ Nang (Hb<5) []
Vi tri chay mau(SA)Quanh than [ O bung [ Tai cho [
Dai mau dai thé  Co [ Khoéng [

Dai mau vi thé Co 1] Khéng [

* Pau bung Co Khoéng [

Mirc do Nhe [ TB [J Nang [

* Pau tai vi tri ST Co [ Khoéng [

Mirc do Nhe [ TB [J Nang [

Nguoi 1ap phiéu nghién ciru

BS Thai Thién Nam [

BS Khac 0

Huéan luyén Coll Khoéng [



Phu luc 9: BENH AN NGHIEN CUU_MAU II

MSNC:

‘ ‘ , (THEO DOI PIEU TRI)
I. PHAN HANH CHINH:
Ho vaten BN ..o
Ngaysinh: ~ / /
II. PANH GIA KET QUA PIEU TRI:
Thong s ’ 6 thang 12 thiang 2 nim 3 ndm Keét thuc NC
Ngay danh gid (lan cuoi I N ;o ;o N

thi ghi vdo két thiic)

Can nang (kg)

Chiéu cao (cm)

Huyét ap (mmHg)

Hoi chiig viém than
(1-Bit thuong nudc tiéu;
2-Théan viém,;

3-Than hu; 4-Than hu két
hop)

Xét nghiém

Ure mau (mmol/l)

Creatinine mau (umol/l)

Clcre (ml/ph/1,73m2 da)

Protid mau (g/])

Albumine mau (g/l)




Théng s6 6 thang 12 thing 2 nim 3 nim Két thiic NC
Protein 24 gio (mg/kg/24h) o o
Pro/crea (g/mmol) L . . L L
Protein DL (g/l) . . . L .
Hong cau (1-Co; -\ 41 Hg | 1o 2O 1o 20 1o 20 1o 20
Khong)‘
Bach cau (1-Co,; 2-Khong)| 101 200 10 20 10 20 10 200 1O 20
Tru HC (1-Co,; 2-Khong) 1O 200 10 200 10 20 10 200 1O 20
Tru BC (1-Co, 2-Khong) 10 20 10 20 10 20 10 20 10 200
Tru Hat (I-C6; 2-Khéng) | 10 20 | 10 20O 1o 20 1o 20 1o 20
Coombs TT (I-Duong
tinh; 2-Am tinh) 100 200 10 200 100 200 10 200 10 200

0 e _

Hb < 10g% (I-Cor 21 1o Hg | 1@ 20 | 10 20 10 20 | 10 20
Khong)
Lymphocytes <1.2 x 10°/L
(1-C6; 2-Khing) 10 200 10 200 100 200 10 200 10 200
Leucocytes< 4.0 x 10°/L
(1-Cé: 2-Khéng) 10 200 10 200 10 200 10 200 10 200
Tiéu cau < 100 x 10%L (I-
Cé: 2-Khong) 10 200 10 200 10 200 10 200 1d 200
€3 <075 gL (I-Co; 2+ 1q Hg | 1O 2O 1o 20 1o 20 1o 20
Khong)
C4 <014 gL (I-Co; 22/ 10 Hg | 1O 2O 1o 20 1o 20 1o 20

Khong)




Théng s6 6 thang 12 thing 2 nim 3 nim Két thiic NC

KTKN (1) (1-C6; -} 1o oo | 1o 20 1o 20 10 20 0 20
Khong)
Anti-Ds DNA (Ul/ml) L L L L L
TB Hargraves (+) (I-Co;\ y\q Hhp | 1p 0 | 1D 20O o 20 | 1O 20
2-Khong)
KT khéng Lupus (+) (I-
Cé: 2-Khing) 10 20 10 20 100 20 10 20 10 20
Antiphospholipid (+) (I-
C6: 2-Khong) 10 20 10 20 10 20 10 20 10 20
Duong tinh gia VDRL
trong 6 thang 10 20 10 20 10 20 10 20 10 20
(1-C6; 2-Khéng)
Két qua MBH (lan II) 100 20 1d0 200 10 20 140 200 1d 200
(I-Type I; 2-Type II; 3-| 30 40 30 40 300 40 30 40 30 40
Type IlI; 4-Type 1V, 5-| 50 o s0d o] 500 o s0d o] 501 o
Type V; 6-Type VI)
IgA 0-(9); o] 10 o] 10 o] 10 o] 10 o] 10

I-(+); 2-(++); 3-| 20 30 20 30 20 30 20 30 20 30
(+++); 4-(++++) 401 401 401 40 40
IgG: 0-(-); o] 10 o 10 o 10 o 10 o] 10
1-(+); 2-(++); 3-(+++);| 20 30 20 30 200 30 20 30 20 30
4-(++++) 400 407 407 40 40
IgM 0-(); o] 10 o] 10 o] 10 o] 10 o] 10
1-(+); 2-(++); 3-(+++);| 20 30 201 30 201 30 201 30 201 30




Théng s6 6 thang 12 thing 2 nim 3 nim Két thiic NC
4-(++++) 400 401 407 401 401
C3 0-(-); od 1a oI 1 o 10 o 1 o] 1
I1-(+); 2-(++); 3-(+++);| 20 30 201 30 201 30 201 30 201 30
4-(++++) 400 407 407 40 40
Clq 0-(-); o 14 o 14 o 14 o 14 o 1a
I1-(+); 2-(++); 3-(+++);| 20 30 200 30 20 30 20 30 200 30
4-(++++) 400 401 407 401 401
Chi s6 hoat tinh (AI) o L o o o
Chi s6 man tinh (CI) - o o o -
Thay d6i phac d6 diéu tri
PD2 Pred+AZA: 3-pPb3| 30 40 30 40 300 40 30 40 30 40
Pred+POCYC:; 4-pp4| 50 o s0d o] 500 o s0d o] 501 o]
Pred+1VCYC; 5-PD5
Pred+MMF; 6-PD6
Pred+CYA)
Hoi phuc (1-Hodn toan; 2-| 10 20 10 20 10 20 10 20 10 20
Mgt phan; 3-Khéng dap| 30 30 30 30 30
ung)
Chi s6 SLEDAI L L L L L
Téi phat (1-Cé; 2-Khong) | 10 20 1O 20 1o 20 1o 20 1o 20
Can muc DT cao hon (I-
Co: 2-Khéng) 10 20 10 20 100 20 10 20 10 20
Protein giam (I-Hoan| 101 20 10 20 10 20 10 20 10 200




Théng s6 6 thang 12 thing 2 nim 3 nim Két thiic NC
toan: 2-Mét phan; 3-| 30 30 30 30 30
Khong giam)
MLCT 10 20 10 20 100 20 10 20 1 20
(1- =90, 2- <90, 3-<60; 4-| 30 40 300 40 300 40 30 40 30 40
<30; 5-<15) 501 500 501 500 501
T vong (1-Co, 2.Khong) 100 20 10 20 100 20 10 20 100 20
Nguyén nhan tir vong
Ngay tir vong Y A Y Y S Y Y S Y Y S Y Y S
Chi s0 ton thwong . e e e e
SLICC/ACR
Bién ching nhiém trung) 5 >, | g g | o 2O o 20 | 1O 20

(1-Co; 2-Khong)

Co quan nhiém trung

Herpes Zoster (S6 dot: 0,
1,2..)

Herpes Simplex (56 dot: 0,
1,2..)

Viém mb té bao (6 dot: 0,
1,2..)

Nhiém khuan huyét (So
dot: 0,1, 2...)

Shock nhiém khuan (S6




Théng s6

6 thang

12 thang

2 nam

3 nam

Két thiic NC

dot: 0, 1,2...)

Viém phéi (S6 dot: 0, I,
2..)

Viém phoi do
Pneumocystic Carinii
(Sodot: 0, 1,2...)

Nhiém khuén tiét niéu (So
dot: 0,1, 2...)

Viém tai gitta (S6 dot: 0,
1,2.)

Viém mang nio (So dot: 0,
1,2..)

Viém gan (S6 dot: 0, I,
2...)

Thay dau (S6 dot: 0, I,
2..)

Quai bi (So dot: 0, 1, 2...)

Cac nhiém trung khac, ghi
10

(So dot: 0, 1,2...)

Tac dung phu thudc

PNL (1-Co,; 2-Khong)

10 20

10 200

10 20

10 200

10 200

Loai va co quan




Théng s6 6 thang 12 thing 2 nim 3 nim Két thiic NC
CYC TM (1-Co; 2-Khong) | 101 20 10 20 100 20 10 20 10 20
Loai TD phu
AZA (1-Co; 2-Khong) 10 20 10 20 10] 20 10 20 10 20
Loai TD phu
MMF (1-Co; 2-Khong) 101 20 10 200 101 20 10 20 10 20
Loai TD phu
CYA (1-Co, 2-Khong) 10 20 10 20 101 20 10 20 10 20
Loai TD phu
CHU THICH:

Protein giam: 1-Hoan toan; 2-Mdt phan; 0-khong giam
v" Protein giam HT: protein (PL) <0,3g/1 hoac Up/c <0,2 mg/mg hodc pro 24g <15 mg/kg/24g
v’ Protein mot phan: protein (PL) cai thién > 50% so v&i lan vao vién, hodc 1 - <3g/l hoic Up/c >0,2 mg/mg va <2
mg/mg hoac pro 24g < 50 mg/kg/24¢g
v" Protein khong thuyén giam: protein (PL) cai thién <50% hodc hoac > 3¢/l hodc Up/c >2 mg/mg hoac pro 24g >50

mg/kg/24g

Ngudi 1ap phiéu nghién ciru BS Thai Thién Nam []
2. Khong [

Huéan luyén 1.Co 1

BS Khac

N







