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PAT VAN PE

Luput ban d6 hé théng (Systemic Lupus Erythematosus-SLE) la
mot bénh tuy mién rat hay gap ¢ Viét Nam ciling nhu cac nudc trén thé
gidi. Pac trung co ban clia bénh 1a nhiing t6n thuong tai dién & nhiéu co
quan, to chirc, dic biét & da, khép, mau, than... Bénh tién trién dai ding,
tai di tai lai nhidu 1an. Bénh sinh cua SLE rét phic tap va c6 nhidu van dé
con chua hoan toan sang t6. Tuy nhién, ngudi ta di biét chic chan rang
co ché nhan biét khang nguyén cta hé thong mién dich ¢ nguoi bénh tre
nén bét thuong, nhiéu khang thé da duoc san xuét dé chéng lai mot sd
thanh phén t6 chirc ctia chinh minh. Réi loan diéu hoa mién dich dong vai
trd quan trong trong co ché bénh sinh.

Cac biéu hién 1am sang khac nhau ciing nhu tién trién khac nhau
trén ting bénh nhan liéu co6 lién quan véi mic do roi loan mién dich,
trong d6 co thay d6i ndng do cac cytokin hay khong van 1a van dé dang
dugc nghién ctru. Phuong phap diéu tri SLE cha yéu sir dung lidu phap
trc ché mién dich, vo1 cac thuéc nhu corticoid, cyclophosphamide,
azathioprine,... Tuy nhién, dién bién 1am sang va dap Gmg diéu tri giira
cac bénh nhan khong dong nhét, thim chi mot s6 bénh nhan dép ung rat
kém véi diéu tri.

Trén thé giéi, nhidu huéng nghién ciru di duogc tién hanh dé tim
kiém bién phap giai quyét nhiing truong hop nay, trong d6 vai trd chi
phéi cua cac cytokin trong qua trinh dap tng mién dich ¢ nguoi bénh
dang duoc tap trung nghién cuu.

O Viét Nam, d3 c6 mot sd nghién clru vé dic diém l1am sang, diéu tri
va mot s6 khia canh sinh hoc ctia SLE. Tuy nhién, rat it tac gia nghién
ctru vé rdi loan mién dich, nhat 13 vé thay ddi ndng do cac cytokin va
thay ddi sb lugng té bao mién dich & bénh nhan SLE trude diéu tri cling
nhu trong qua trinh diéu tri.

Vi vay, chiing t6i thuc hién nghién ctru nay nham hai muc tiéu:

1. Pénh gié su thay doi nong do céc cytokin (IL-2, IL-4, TNF-¢, IFN-
) Vva sé hrong té bao lympho T-CD3, T-CD4, T-CD8, B-CD19, NK-
CD356 trude va sau diéu tri & bénh nhan luput ban do h¢ thong.
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2. Xdc dinh méi lién quan giira thay doi nong dg cua mét sé
cytokin va sé liwrong tiéu quan thé té bao lumpho véi chi sé hoat
dong bénh trén 1am sang.

1. Tinh thai sy cia luin an

SLE 1a m6t bénh kha phd bién, chua c6 kha ning diéu tri khoi hoan
toan. Vi vy, muc tiéu tong quat 1a kéo dai thoi gian sdng khong bénh,
kéo dai thoi gian sdng toan bo va dam bao chét lugng cude sdng tot nhat
c¢6 thé cho nguoi bénh. Dé giai quyét muc tiéu téng quat can tién hanh
dé)ng bd nhiéu bién phap: ché d6 sinh hoat, dc biét a an uéng, nghi ngoi,
tranh anh nang; ché d6 diéu tri hop Iy nham duy tri tinh trang lui bénh 6n
dinh; phat hién sém con vugng bénh dé diéu tri tang cuong sém, nhanh
chong dua bénh nhan trd lai tinh trang Iui bénh, han ché tac dung phu cua
thudc. Binh thudng hoa cac bién dbi sinh hoc dugc coi 1a yéu tb then chdt
chi phdi két qua diéu tri SLE. Tur nhing nam 1970 dén nay, trén thé
gidi, nhét 13 & cac nudc c6 nén Y hoc phat trién, di va dang tip trung
nghién ctru vai trd mién dich & bénh nhan SLE. O Viét Nam, cho dén
nay, van con it nghién ctru theo hudng thoi su ciia thé gioi.

Chinh vi véy, chung toi nghién ctru sy bién doi mot sd théng sd
mién dich: nong d6 IL-2, IL-4, IL-6,TNF-a, IFN-y; s6 luong té bao
lympho mang ddu an CD3, CD4, CD8, CD19, CD56 & bénh nhan SLE
Viét Nam, hy vong dong gop cac dir liéu mai, cp nhat, gop phan diéu tri
tot hon bénh nhan SLE.

2. Nhirng déng gop khoa hgc trong luan an

- O bénh nhan SLE hoat dong, giam néng do IL-2; tang néng do IL-
4, TNF-a, IFN-y; s6 lugng lympho T-CD4, NK-CD56 thap hon so vai
nguoi khoe manh (p<0,001). Sau diéu tri tc ché mién dich 1 thang, co sy
diéu chinh theo hudéng binh thuong héa cac thong sé mién dich nghién
ciu dén bang hodc gin bang & ngudi khoe manh. Dir lidu nay cho
thiy tac dung cua diéu trj rc ché mién dich, nhung thoi gian 1 thang diéu
tri chua du d6i véi mot sd bénh nhan trong nghién ctru nay.

- Sy binh thudng hoéa cac thong sé mién dich nghién ctru ¢ twong
quan tuyén tinh véi chi s6 hoat dong (diém SLEDALI) cuiia bénh nhan trén
Iam sang: Chua thiy twong quan chat gitta diém SLEDAI véi timg thong



3

s6 mién dich nghién ciru (IL-2, IL-4, IL-6, TNF-0, IFN-y; T-CD3, T-CD4,
T-CD8, B-CD19, NK-CD56), nhung c6 twong quan tuyén tinh chit ché
giita diém SLEDAI véi su thay ddi s6 luong cac tiéu quan thé lympho
(T-CD3, T-CD4, T-CD8, B-CD19, NK- CD56), r=0,45, p<0,001.
4. B6 cuc cia luan an

Luan &n c6 116 trang chua ké phu lyc va tai liéu tham khao. Ngoai
phan dat van dé: 2 trang; két luan: 2 trang, kién nghi: 1 trang, luan an c6
4 chuong: Chuong 1: téng quan tai liéu: 38 trang; Chuong 2: Ddi tuong
va phuong phéap nghién ctru: 12 trang; Chuong 3: Két qua nghién ctu: 31
trang; Chuong 4: Ban luan: 30 trang. Luan &n c6 41 bang, 11 biéu do, 6
hinh va 154 tai liéu tham khao.

Chuong 1
TONG QUAN TAI LIEU

1.1. NHUNG VAN PE CHUNG VE BENH SLE
1.1.1. So lwge lich sir phat hién bénh

Nam 1904, William Osler da mo ta nhiing bién chung ngi tang cia
nhiéu dang Luput do, cac biéu hién 1dm sang cua bénh ciing nhu co ché
gdy viém mach mau, d& xuét khai niém mot bénh luput dé hé thdng,
khong chi co thuong ton ngoai da va khong nhat thiét phai cé thuong ton
ngodi da. Tir day, mot sb tac gia di di sdu nghién ctru co ché bénh sinh
cua bénh SLE.

Trong nhitng nim gan ddy, nhd nhimg tién bo trong k§ thuit sinh
hoc phan tir, nghién ctru vé bénh sinh cta SLE dugc tap trung phan tich
vai trd ciia cac co ché kiém soat chu trinh sdng cua té bao nhu hién twong
tu tiéu, co ché can tiét va tur tiét véi vai tro cua céc cytokin, cling nhu vai
tro cua rdi loan can bang mién dich. Nhiing qua trinh nay chiu trach
nhiém chinh trong bénh sinh ctia SLE va kha ning dap tmg diéu tri cua
bénh nhan. Cac yéu t6 di truyén, noi tiét va moi truong song. .. 1a cau ndi
giita tinh dé phat sinh bénh va con dudng tic dong giy hau qua bénh ly
r6i loan mién dich. Vi vay, bénh sinh va tién trién bénh hoc cua SLE nén
dugc nhin nhan trong mot twong tac phirc tap cua cac yéu té néu trén.



4

1.1.2. Céc yéu t6 lién quan dén b¢nh sinh

Yéu tb gia dinh va di truyén, méi trudng song va noi tiét co vai tro
quan trong trong viéc xuét hién va duy tri tinh trang bénh. Két qua nghién
ctru cho thiy céc gen cua Fcy RIIA lién quan dén nguy co viém than &
ngudi My gbc Phi va nguoi Han Quéc; gen Fey RIIIA lién quan dén nguy
co SLE & ngudi gbc Tay Ban Nha va nguoi da tring; phu nit, nhét la
trong d6 tudi sinh dé mac SLE nhiéu nhat; mot s6 thudc, ché do an udng,
phoi nang 1am tang ty Ié mac SLE.
1.1.3. Co ché bénh sinh

Réi loan mién dich bao trim & bénh nhan SLE la dap ¢ng tu

mién dich c6 tinh dic hiéu cao, chdng lai cac tu khang nguyén cua co thé.
Céc ty khang nguyén nay c6 trong nhén, trong bao tuong, trén mang té
bao va ngay ca mot s6 protein trong huyét thanh nhu cac yéu t6 dong
mau va tham chi chinh cac khang thé ciing tré thanh céac ty khéang
nguyén. Cac tu khang thé dugc san xuat do lympho T hoat héa. Cac dot
tién trién 1am sang cua bénh 1a do tu khang thé tiép xGc véi tu khang
nguyeén.
1.1.4. Panh gia hoat tinh bénh

Mot sb thang diém dang dugc dung rong rai trong diéu tri bénh SLE,
nhu thang diém ECLAM (European Consensus Luput Activity Measure),
thang diém BILAG (British ISLEs Luput Assestment Group Scale), thang
diém SLAM Systemic Luput Activity Measure), thang diém SLEDAI
(SLE Disease Activity Index)... Cac thang diém nay 1 nhitng chi diém
quan trong vé mirc d6 ton thwong va nguy co tir vong, ciing nhu hoat tinh
ctia bénh. Mdi thang diém c6 nhiing gi4 tri nhat dinh, trong d6 thang diém
SLEDAI dugc sir dung thong dung nhét trén 14m sang.
1.2. ROI LOAN TU MIEN O BENH NHAN SLE
1.2.1. Cac yéu t6 sinh hoc

Céc tu khang thé dong vai trd quan trong trong bénh sinh cta SLE.
Trén l1am sang, xét nghiém phat hién ty khang thé khang nhan 1 bat
budc trong chan doan bénh nay. Néu bénh nhén thé bat hoat ma néng do
khang thé khang ds-DNA ting 1én thi nguy co tai phat kha cao, khoang
40- 80%.
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1.2.2. Biéu hi¢n 1am sang cia SLE

Khoang 75% bénh nhan c6 tri¢u chimg 1am sang trong tién trién ciia
bénh, va 1a ddu hiéu ddu tién trong 25% sé bénh nhan. Biéu hién 1am
sang chu yéu lién quan dén ling dong phirc hop mién dich tai cac t chuc
va co quan, ¢ dinh bd thé va hoat hoa phan Ung viém, do viy biéu hién
bénh trén 1am sang co thé thiy & nhiéu co quan, bd phén..
1.2.3. Méi lién quan giira ndng d cytokin véi hoat tinh bénh

Két qua nghién ctru ciia nhiéu tac gia (Davas E. M. (1999), Grondal
G. (2000), Bengtsson A. A. (2000), Chan R. W. (2004),...) khang dinh vai
trd quan trong cua cac cytokin IL-2, IL-4, IL-6, IL-10, TNF-qa, IFN-y,...
trong mdi lién quan véi hoat tinh ciia bénh. Tuy nhién, vai tro cu thé ctia
mdi cytokin, mirc do chit ché trong mdi lién quan cu thé thi khong dong
nhét giira cac nghién ctru. Pay 1a van dé van dang duoc quan tim nghién
ctru trén thé gidi.
1.2.4. Piéu tri SLE bang e ché mién dich
1.2.4.1. St dung cdc thuéc tec ché mién dich

Cac thuéc twc ché mién dich, doc t¢ bao nhu corticoid,
cyclophosphamid, ... co tac dung tét va dugc sir dung phd bién trong diéu
tri SLE. Gan day, MMF dang duoc coi la mét Iya chon thich hop ca trong
diéu tri SLE va ca trong duy tri sau khi dung cyclophosphamid..

1.2.4.2. Sir dung cdc phwong phap sinh hoc

Anolik J.H. (2002), Leandro M.J. (2002), Anolik J.H. (2003),... da
nghién ciru didu tri SLE bang rituximab 13 khang thé don dong chéng
CD20; Kalled S.L. (1998), diéu tri bang anti-CD40L; (Aringer M. (2004)
sir dung khang thé chéng TNF-a dé diéu tri bénh nhan SLE.... Két qua
nghién ciru cho thiy ddy 1a hudng di méi ddy hira hen, can tiép tuc
nghién cuu sau hon.

Ghép té bao gbc tr than dugce chi dinh cho bénh nhan SLE diu tién vao
nam 1997. Noi chung, ty 18 lui bénh sau ghép tir 50% dén 66%, tai phat
muon 33% va ty 1é chét 12%. Bién ching ciia ghép tu than ciing rat ning
né va la nguyén nhan chinh giy tir vong. Vi thé, ghép té bao gbc mau ty
than khong phai la phuong phéap diéu tri phd bién cho ngudi bénh SLE.
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1.3. NGHIEN CUU BENH SLE TAI VIET NAM

SLE bat ddu dugc nghién ctru tir nhitng nam 1970. Mic di con
nhidu han ché, cac tac gia di cb ging tiép can cac hudng nghién ciru
chinh va c6 tinh co ban cua bénh nhu dic diém 1am sang va dién bién
diéu tri, roi loan mién dich va sinh hoc. Tuy nhién, chua co6 diéu kién
nghién ctru siu vé vai tro cia cytokin va cac dudi nhom lympho trong
tién trinh bénh. Pay 1a nhimg van dé can dugc giai quyét trong thoi gian
t6i dé gop phan diéu tri hidu qua hon ddi voi cin bénh phirc tap nay.

Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. POI TUQNG NGHIEN CUU
2.1.1. Nhém nghién ciru

Bénh nhan SLE tir 15 tudi tré 1én diéu tri tai Bénh vién Da liéu
trung uong va khoa Thén-Tiét niéu, Bénh vién Bach Mai. S lugng 90
nguoi.

Chon méu thuan tién. Lya chon bénh nhan dap ung yéu cau dbi
twong nghién ctu theo thir tw bénh nhan nhap vién cho dén du 30.
2.1.1.1. Phuc vu cho muc tiéu nghién ciru 1, bao gom hai nhém:

- Nhém bénh nhdn SLE khéng viém than (nhém 1): Gom 30 bénh nhan
SLE, khong c6 biéu hién viém than theo tiéu chuan cta ACR, dugc diéu tri
tai Bénh vién Da lidu trung wong nam 2005.

- Nhom bénh nhan SLE co viém thdn (nhom 2): GOm 30 bénh nhan
SLE ¢6 biéu hién viém than theo tiéu chuan cia ACR, duoc diéu tri tai
khoa Than-Tiét niéu, Bénh vién Bach Mai nam 2005.
2.1.1.2. Phuc vu cho muc tiéu nghién ciru 2:

Nhom bénh nhan SLE khong viém than (nhom 3): GOm 30 bénh nhan
SLE, khong co biéu hién viém than theo tiéu chuin cua ACR, dugc diéu tri
tai Bénh vién Da liéu trung wong nam 2011.
2.1.1.3. Cic tiéu chudn chin dodn
+ Chan dodn xdc dinh

Chan doan xac dinh SLE theo tiéu chuan cua hoi Bénh thap Hoa Ky
(ARA-1982) sira d6i nam 1997.
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+ Chdn dodn bénh nhan SLE co viém than
Theo tiéu chuin cia ACR
+ Tiéu chuan logi trir:

- Bénh nhéan SLE c¢6 t6n thwong ning can hdi strc chuyén khoa dic
biét: thd may, chay than nhén tao, hdi sirc tim mach, hdi sirc tich cuc.

- Bénh nhéan SLE khéng dong y tham gia nghién ctru.

2.1.2. Nhém chung

Ngudi khée manh (ca nam va nir) dang séng va lam viéc binh
thuong, tir 15 tudi tré 1én (ndm 2005). Kham ndi khoa hé thong dé loai
trir cac bénh 1y cip tinh va méan tinh. S6 lugng nhom chimg 30 nguoi.

2.2. VAT LIEU

2.2.1. Miu bénh pham bénh nhan SLE

2.2.1.1. Pém Ilympho T-CD3, T-CD4, T-CD8, B-CD19, NK-CD56: Mau
tinh mach chdng déng bang EDTA Kj, ldy méau khi bénh nhan chua in
sang, xét nghiém trong vong 4 gid ké tir khi 1y mau.

2.2.1.2. Dinh lwong cdc cytokin (IL-2, 1L-4, IL-6, TNF-a, IFN-y):

Lay mau tinh mach khi bénh nhan chwa an sang, mau khong
chbng dong, dé 30 phut trong ta 4m 37°C vé trung, ly tam 3000 g/phdt
trong 15 phut, tach huyét thanh, bao quan ngay & -80°C. Xét nghiém
dugc tién hanh ngay sau khi lam tan dong mau huyét thanh.

- Xét nghiém IL-2, TNF-a. nim 2005 duoc tién hanh tai Trung tam
nghién ctru y hoc va bao vé phong xa Quén doi. Ngay sau khi tach, huyét
thanh duoc bao quan & -80°C. Xét nghiém dugc tién hanh < 2 thang ké tur
khi 1ay mau.

- Xét nghi€ém IL-4, IFN-y nam 2005 duoc tién hanh tai khoa Hoa
sinh Bénh vién Chg Riy, thanh phé HO Chi Minh. Ngay sau khi tach,
huyét thanh duoc bao quan ¢ -80°C tai Vién Huyét hoc-Truyén méu trung
wong. Xét nghiém dugc tién hanh < 2 thang ké tir khi 1ay mau.

- Xét nghiém IL-2, 1L-4, 1L-6, TNF-o., IFN-y nim 2011 duoc tién
hanh tai khoa Mién dich Bénh vién trung uong Quan do6i 108. Ngay sau
khi le”iy mau, mau mau duoc chuyén dén khoa Mién dich Bénh vién trung
wong Quén doi 108. Mau mau duoc bao quan trong hop bao on chuyén
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dung c6 da cacbon lanh dam bao nhiét do 20-25°C. Huyét thanh duoc
tach va bao quan & -80°C tai’khoa Mién dich Béph vién t,rung~u:0rng Quén
doi 108. Xét nghiém duoc tién hanh < 2 thang ké tuir khi lay mau.

2.2.2. Miu bénh pham nguoi khée manh

Ngudi khoe manh duge 1y méau trong khoéng'th(‘)ri gian thu thép
mau mau & bénh nhan SLE nidm 2005. Qui trinh lay mau, técll huyeét
thanh, bao quan mau, giri mau va xét nghi€ém giong nhu cac mau bénh
pham bénh nhan SLE nam 2005.

2.2.3. Sinh phim
2.2.3.1. Sinh pham si dung cho myc tiéu nghién ciru 1

ot Kit IMK-480 ctia Vién ning lugng nguyén tir quoc gia Trung
Quoc (CIAE) dung dinh lugng cytokin IL-2 va TNF-a..

+ Kit cytokin panel Cat.No. EV 3544 ctia Randox (Anh) dinh lugng
cytokin IL-4 va IFN-y.

+ Kit mién dich huynh quang truc tiép (Simultest) cua Becton-
Dickinson (M¥) dung xac dinh cac lympho T-CD3,T-CD4, T-CD8, B-
CD19, NK-CD56.
2.2.3.2. Sinh pham si dung cho muc tiéu nghién ciru 2

+ B0 kit ELISA ctia DRG (Ptc) sir dung dinh Iuong cac cytokin.

+ Kit mién dich huynh quang truc tiép (Simultest) ciia Becton-
Dickinson (M¥y) dung xac dinh cac lympho T-CD3, T-CD4, T-CD8, B-
CD19, NK-CD56 .

2.2.4. Thiét bi
2.2.4.1. Thiét bj siz dung cho muc tiéu nghién ciru 1

+ May dém té bao ty dong Sysmex KX21, Nhat Ban.

+ May dém y Counter Willzar 1470, phan mém RIACAL, Ha Lan.

+ Kinh hién vi quang hoc va huynh quang Nikon, Nhat.

+ May Evidence® biochip array technology ciia Randox, Anh.
2.2.4.2. Thiét bi sir dung cho muc tiéu nghién ciru 2

+ May xét nghiém ELISA Biotek (MV) st dung dinh luong céc
cytokin.
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+ May xét nghiém FASC-Calibur (BD-CHLB Piic) st dung dém té
bao T-CD3, T-CD4, T-CD8, B-CD19,NK-CD56 .
2.3. PHUONG PHAP NGHIEN CUU

St dung phuong phap nghién ctru tién ctru, md ta cit ngang, can
thiép c6 so sanh trudc va sau diéu tri.
2.3.1. Phac db diéu tri

- Bénh nhan SLE khong viém than: Prednisolone 2 mg/kg/24 gio
trong giai doan bénh hoat tinh, sau 6 giam liéu dén 0,5-1 mg/kg/24 gio.

- Bénh nhan SLE c0 viém than: Cyclophosphamide 2mg/kg/24 gio
+ Prednisolon 60 mg/ 24 gi¢ trong giai doan bénh hoat tinh, sau do
Cyclophosphamide 1mg/kg/24 gio + Prednisolon 30 mg/ 24 gio trong
nhiéu thang tiép theo.

2.3.2. Cac ky thuit xét nghiém ding trong nghién ciru

+ Pém té bao mau bang may xét nghiém KX21.

+ Xac dinh cac dudi nhom lympho T-CD3, T-CD4, T-CD8, CD19,
CD56 bang ky thuat mién dich huynh quang tryc tiép tai vién Huyét hoc-
Truyén mau Trung wong (muc tiéu 1) va khoa Huyét hoc-Truyén mau
bénh vién Trung wong quan doi 108 (muyc tiéu 2). Poc két qua trén kinh
hién vi huynh quang & budc séng 490 nm (muc tiéu 1), trén may FACS
(muc tiéu 2). Cac budc tién hanh theo "Ky thuat mién dich huynh
quang truc tiép voi kit simultest", 1994, va huéng dan st dung kit
(Cat. 349211, 349212, 349213, 349221), 1995, hdng Becton-
Dickinson.

+ Pinh lugng cytokin 1L-2 va TNF-a bang k¥ thuat dinh lwong khang
nguyén theo phuong phap mién dich phong xa (RIA) tuan theo luat canh
tranh IL-2, TNF-a. tai Trung tdm nghién ciu y hoc va bao vé phdng xa
Quaén d6i (muc tiéu 1).

+ Pinh luong cytokin IL-4 va IFN-y bang phuong phap hoa mién
dich phat quang Biochip tai khoa Hoa sinh bénh vién Chg Ray thanh phé
Hb Chi Minh (muyc tiéu 1).

+ Pinh luong cytokin IL-2, IL-4, IL-6, TNF-a, IFN-y va bo thé bang
phuong phap mién dich ELISA tai khoa Mién dich bénh vién Trung wong
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quéan doi 108 (muc tiéu 2).
2.3.3. Theo déi tién trién ciia bénh vé 1am sang, xét nghiém

Panh gid hoat tinh cta bénh theo thang diém SLEDALI, su thay doi
nong do cac cytokin, bo thé va cac dudi nhém lympho trude diéu tri, sau
mot thang diéu tri bang thude e ché mién dich:

- Piém SLEDAI <3: Lui bénh; dap tng tot.

- Piém 3 < SLEDAI <10: Bénh hoat tinh nhe; dép Gng chwa t6t.
2.3.4. Xir Iy két qua

Tinh ty I& phan trim, s6 trung binh, d6 léch chuan, so sanh théng ké,

tinh hé s6 tuong quan sir dung chuong trinh SPSS 15.0; EPINFO 6.
2.4. PAO PUC NGHIEN CUU

Nghién ciru duoc tién hanh trong khuén khé dé tai nghién ctu sinh
cua Truong Dai hoc Y Ha Noi, dam bao tinh hgp phép, tinh hgp ly va
tinh nhan dao.

) Chuong 3
KET QUA NGHIEN CUU
3.1. PAC PIEM POI TUQNG NGHIEN CUU
Badng 3.1.Tuoi va gioi doi twong nghién cuu

Ol | i gian | Muctitu Tudi Gidi
tuong nghién ciru (N@/Nam)
Nhom1 | 2005 1 25;2;‘89, 4 29/1
Nhom2 | 2005 1 32;;;51%,87 3000
g | 2% | 1| g | 20
Nhom 3 2011 2 29;?3%’99 30/1

F test (nhdm 1; nhém 2) = 0,6100 ; (nhém 1; ching) = 0,8511 ;
(nhém 2; chang) = 0,5192; 0=0,05: 1,8620.

Nhdn xét : Bénh chu yéu gap & nit, tudi tré.
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3.2. THAY POI NONG PQ CYTOKIN VA TIEU QUAN THE
LYMPHO O BENH NHAN SLE

3.2.1. Thay ddi ndng dé cytokin ¢ bénh nhan SLE
Bdng 3.2. So sanh nong dé IL-2, 1L-4, IFN-y, TNF-a giita bénh nhén
nhém 1 truée diéu tri véi ngueoi truong thanh khée manh

Cytokin Nhom 1 (n=30) | Ching (n=30) p
IL-2 (ng/ml) 3,59+ 2,36 9,07 + 4,47 <0,001
IL-4 (pg/ml) 1,32 £1,96 0,30+0,10 <0,05

TNF-a (ng/ml) 0,72+1,23 0,20+0,14 <0,05
IFN-y (pg/ml) 10,33+ 12,86 0,63+0,14 <0,001

Nhdn xét : Trude didu tri, ndng d6 IL-2 thdp hon c6 ¥ nghia so v6i nguoi
khoe manh (p<0,001); Nong do I1L-4, TNF-o va IFN-y cao hon c6 ¥ nghia
S0 v&i nguoi khée manh (p< 0,05- 0,01);
Bdng 3.3. So sanh nong dé IL-2, 1L-4, IFN-y, TNF-a giita bénh nhén
nhdm 2 trude diéu tri véi ngueoi truong thanh khée manh

Cytokin Nhom 2 (n=30) | Ching (n=30) p
IL-2 (ng/ml) 519+234 9,07 + 4,47 <0,001
IL-4 (pg/ml) 2,09 +294 0,30+ 0,10 <0,05
TNF-a (ng/ml) 0,59 +0,30 0,20+0,14 <0,001
IFN-y (pg/ml) 4,13 +£6,04 0,63+0,14 <0,001

Nhdn xét : Trudc didu tri, ndng do IL-2 thip hon ¢ y nghia so v6i nguoi

khoe manh (p<0,001) ; Nong do IL-4, TNF-a va IFN-y cao hon cé ¥

nghia so vdi nguoi khoe manh (p< 0,05- 0,001);

Bdng 3.5. So sanh thay doi nong dg cdc cytokin & bénh nhan nhom 1 sau
diéu tri so véi truede diéu tri

Cytokin Trude BT (n=30) | Sau BT (n=30) p
IL-2 (ng/ml) 3,59 +2,36 5,76 + 2,08 <0,001
IL-4 (pg/ml) 1,32+ 1,96 1,15+ 161 >0,05

TNF-a (ng/ml) 0,72+1,23 0,39 +£0,32 >0,05
IFN-y (pg/ml) 10,33+ 12,86 3,20+ 4,11 <0,05

Nhgn xét: Sau diéu tri, nong d¢ IL-2 ting, cao hon c6 ¥ nghia so voi
trude didu tri (p<0,001); Ndong d6 IFN-y sau diéu tri giam c6 y nghia so
V6i trude diéu tri (p<0,05);
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Bdng 3.6. So sanh thay doi nong dé cdc cytokin ¢ bénh nhdn nhém 2
sau diéu tri so voi truwoc diéu tri

Cytokin Trude BT (n=30) Sau BT (n=30) p
IL-2 (ng/ml) 5,19 +2,34 6,78+3,00 <0,05
IL-4 (pg/ml) 2,09 £2,94 0,59 £1,38 <0,05

TNF-a (ng/ml) 0,59 0,30 0,32 0,19 <0,001
IFN-y (pg/ml) 4,13 6,04 1,45 +2,94 <0,05

Nhdn xét: Sau diéu tri, ndng do IL-2 ting cao hon c¢6 ¥ nghia so véi trudc
diéu tri (p<0,05); Nong do IL-4, TNF-a va IFN-y giam c6 ¥ nghia so v6i
trude diéu tri (p<0,05-0,001);
Bdng 3.7. Thay doi nong dé cdc cytokin & bénh nhan nhém 1
sau diéu tri so véi nguoi khoe manh

Cytokin Nhom 1 (n=30) Chung (n=30) p
IL-2 (ng/ml) 5,76 + 2,08 9,07 +4,47 <0,001
IL-4 (pg/ml) 1,15+ 1,61 0,30 +0,10 <0,01

TNF-a (ng/ml) 0,39 +0,32 0,20 + 0,14 <0,01
IFN-y (pg/ml) 320+4,11 0,63+0,14 <0,001

Nhdn xét: Sau diéu tri, ndng do IL-2 da phuc hdi, nhung van thip hon c6

¥ nghia so v6i ngudi khoe manh (p<0,001); Nong do cac cytokin khac

van cao hon c¢6 ¥ nghia so v6i ngudi khée manh (p<0,01- 0,001);

Bang 3.8. Thay doi n(;ng do cac cytokin ¢ bénh nhdan nhom 2 sau diéu tri
s0 voi nguoi khoe manh

Cytokin Nhém 2 (n=30) | Chuang (n=30) p
IL-2 (ng/ml) 6,78+3,00 9,07 + 4,47 <0,05
IL-4 (pg/ml) 0,59 +1,38 0,30 £0,10 >0,05

TNF-a (ng/ml) 0,32 £0,19 0,20+0,14 <0,001
IFN-y (pg/ml) 1,45+2,94 0,63+0,14 <0,001

Nhgn xét: Sau diéu tri, ndng d¢ IL-2 ting nhung van thip hon c6 y nghia
s0 véi ngudi khoe manh (p<0,05); Nong d0TNF-a va IFN-y giam nhung
van cao hon cé y nghia so v6i nguoi khoe manh (p<0,001); Nong do 1L-4
giam va khong khac biét co y nghia so vdi nguoi khoe manh (p>0,05);
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3.2.2. Thay dbi s6 lwgng tiéu quin thé lympho & bénh nhan SLE
Bdng 3.11. So sanh sé lwongtiéu quan thé té bao lympho giita bénh nhan
nhém 1 trude diéu tri voi nguoi khoe manh

Té bao(x10%/1) Nhom 1 (n=30) | Chimg (n=30) p
T-CD3 1397 + 673 1622 + 223 >0,05
T-CD4 565 + 378 874 + 134 <0,001
T-CD8 737 + 331 684 + 103 >0,05
B-CD19 277 + 202 387 + 121 >0,05
NK-CD56 94 + 70 236 + 56 <0,001

Nhgn xét: Trudc diéu tri, s lugng lympho T-CD4 va NK-CD56 thap hon
¢6 y nghia so v&i nguoi khée manh (p<0,001) ;

Bdng 3.12. So sanh s6 lwong tiéu quan thé té bao lympho giita bénh nhdn
nhém 2 trude diéu tri véi nguoi khée manh

Té bao (x10%1)

Nhom 2 (n=30) | Chang (n=30) p
T-CD3 994 + 341 1622 + 223 <0,001
T-CD4 483 + 160 874+ 134 <0,001
T-CD8 484 + 215 684 + 103 <0,001
B-CD19 177 + 86 387 +£121 <0,001
NK-CD56 128 + 61 236 + 56 <0,001

Nhgn xét: Truge didu tri, sé luong té bao lympho T-CD3, T-CD4, T-
CD8, B-CD19 va NK-CD56 déu thap hon c¢6 ¥ nghia so v6i ngudi khoe

manh (p<0,001) ;

Bdng 3.14. Thay déi s6 lwong tiéu quan thé té bao lympho ¢ bénh nhdn
nhom 1 sau diéu tri so voi truoc diéu tri

Té bao (x10%1) | Truée BT (n=30) | Sau DT (n=30) p
T-CD3 1397 + 673 2014 + 1.122 <0,05
T-CD4 565 + 378 898 + 532 <0,001
T-CD8 737 + 331 983 + 556 <0,05
B-CD19 277 + 202 464 + 262 <0,01
NK-CD56 94 + 70 182 + 85 <0,001

Nhgn xét: Sau diéu tri, sé luong té bao lympho T-CD3, T-CD4, T-CDS8,
B CD19 va NK CD56 déu cao hon c6 y nghia so véi trude didu tri ;
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Bdng 3.15. So sanh thay doi s6 Zu’ong tiéu quan thé té bao lympho ¢ bénh
nhédn nhém 2 sau diéu tri so voi trude diéu tri

Tébao (x10%1) | Truéc BT (n=30) | Sau DT (n=30) p
T-CD3 994+341 14494308 <0,001
T-CD4 4831160 6961161 <0,001
T-CD8 484+215 7144163 <0,001
B-CD19 177+86 305+112 <0,001

NK-CD56 128461 239+95 <0,001

Nhdn xét : Sb lwong té bao lympho T-CD3, T-CD4, T-CD8, B-CD19
va NK-CD56 déu cao hon c6 ¥ nghia so véi trude diéu tri (p<0,001);

Bdng 3.16. Thay doi s6 lwong tiéu quan thé té bao lympho ¢ bénh nhdn
nhém 1 sau diéu tri so voi nguoi khoe manh

Té bao (x10%1) | Nhém 1(n=30) Chung (n=30) p
T-CD3 2014 + 1122 1622 + 223 >0,05
T-CD4 898 + 532 874 + 134 >0,05
T-CD8 983 + 556 684 + 103 <0,05
B-CD19 464 + 262 387 + 121 >0,05

NK-CD56 182 + 85 236 + 56 <0,05

Nhgn xét :S6 lwong tiéu quan thé té bao lympho & bénh nhan nhom 1 da
phuc hdi gan véi tri sé nguoi khoe manh; tuy nhién, sé lwong lympho T-
CD8 va NK-CD56 van thap hon so véi ngudi khoe manh (p<0,05);

Bdng 3.17. Thay déi s6 lwong tiéu quan thé té bao lympho ¢ bénh nhdn
nhém 2 sau diéu tri so voi nguoi khoe manh

Té bao (x10%1) | Nhom 2(n=30) Ching (n=30) p
T-CD3 1449 + 308 1622 + 223 <0,05
T-CD4 696 + 161 874 + 134 <0,001
T-CD8 714 + 163 684 + 103 >0,05
B-CD19 305 + 112 387 +121 <0,01

NK-CD56 239 + 95 236 + 56 >0,05

Nhgn xét: Sau diéu tri, so luong té bao lympho T-CD3, T-CD4 va B-
CD19 di phuc hdi dan, nhung van thip hon c6 ¥ nghia so v&i ngudi khoe
manh (p<0,05-0,001);
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3.3. MOI LIEN QUAN GIUA THAY POI NONG PQ CYTOKIN
VA SO LUQNG TIEU QUAN THE TE BAO LYMPHO VOI CHI
SO HOAT PONG BENH TREN LAM SANG

Bdng 3.19. Cai thién vé triéu chirng lam sang(n==30)

Triéu chiing Trudc BT (%) Sau BT (%) p
Dat d6 méi 96,7 63,3 < 0,001
Viém khaop 73,3 0 < 0,001
Mét la 70 0 < 0,001
Rung téc 50 43,3 > 0,05
Viém mach mau 46,7 0 < 0,001
Protein niéu 46,7 10 < 0,001
bai mau 23,3 0 < 0,001
Loét niém mac 23,3 6,7 < 0,05
Sét 10 0 <0,05
Viém mang phoi 6,7 0 > 0,05
Can nudc tiéu 33 0 > 0,05
Viém ngoai tdm mac 3,3 0 > 0,05

Nhgn xét: Phan Ién céc triéu chiing 1am sang giam c6 y nghia hodc mat
han sau 1 thang diéu tri ac ché mién dich (p <0,05 - 0,001); Riéng rung
toc c6 thuyén giam nhung chua ¢ ¥ nghia théng ké (p>0,05).

Bdng 3.20. Pdp iing ldm sang ¢ bénh nhdn nhém 3 theo diém SLEDAI

Nhém bénh nhan Trudc didutri | Sau diéu trj p
Pap tng tét (n=16) 19,06 7,55 | 0,88+1,02 | <0,001
Dap tng chua tt (n=14)| 21,07 + 5,68 5,0+ 1,88 <0,001
Chung 100% > 3 10> 46,7% > 3| < 0,001

Nhdn xét:Sau diéu tri, 100% bénh nhan nhém 3 c6 chi sé SLEDAI giam
¢6 y nghia thong ké (p <0,001); trong d6 16/30 (53,3%) bénh nhan co
SLEDAI <3 (lui bénh hoan toan) va khéng c6 bénh nhan nao cé chi sé
SLEDAI >10.
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Bdng 3.21. Cai thién vé huyét hoc & bénh nhdn nhém 3 (n = 30)

Triéu ching Trude diéu tri | Sau diéu trj p
Thiéu méu (%) 63,3 36,7 <0,01
Giam bach cau (%) 16,7 6,7 > 0,05
Giam tiéu cau (%) 13,3 0 < 0,001

Nhdn xét:Tinh trang thiéu mau va giam tiéu cau cai thién c6 ¥ nghia sau 1

thang diéu tri irc ché mién dich (p< 0,001).

Bdng 3.25. Thay doi nong dg cytokin & bénh nhin dap vmg tot (n=16)

Cytokin Truéc diéu tri Sau diéu tri p
IL-2 (ng/ml) 2,64 +2,61 4,02 +2,59 <0,01
IL-4 (pg/ml) 1,24 1,59 0,53 +0,75 < 0,05
IL-6 (pg/ml) 20,99+7,71 10,91 +6,31 < 0,001

TNF-a (ng/ml) 1,87 +0,67 0,45 +0,35 <0,01
IFN-y (pg/ml) 22,64 £5,79 3,90 £1,79 <0,01

Nhdn xét: Trudce diéu tri, IL-2 giam, sau diéu tri, ndng do IL-2 ting cé y
nghia thong ké (p<0,01); Trudc diéu tri, nong do IL-4, IL-6, TNF-a, IFN-
y tang, sau diéu tri, cac cytokin nay déu giam c6 y nghia thong ké (p <
0,05 - 0,001);
Bdng 3.26. Thay déi s6 lwong tiéu quan thé té bao lympho & bénh nhdn
ddp ing diéu tri tot (n=16)

Té bao (x10°/1) Trude diéu tri Sau diéu tri p
T-CD3 1319+619 1747+471 <0,01
T-CD4 510+188 822+267 <0,001
T-CD8 669+398 758+286 > 0,05
B-CD19 305125 368+130 >0,05

NK-CD56 59+46 1764121 <0,01

Nhgn xét: Sau diéu tri, s6 lugng lympho T-CD3, T-CD4, CD56 tang co y
nghia (p < 0,01 —0,001).
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Bdng 3.27. Thay déi nong dé cytokin ¢ bénh nhdn ddp iing chwa tot

(n=14)

Cytokin Trudce diéu tri Sau diéu tri p
IL-2 (ng/ml) 3,71 46,11 5,2045,61 <0,01
IL-4 (pg/ml) 1,28 +1,24 0,34 +0,23 <0,01
IL-6 (pg/ml) 23,12+11,77 11,83 7,38 <0,001

TNF-o (ng/ml) 0,93 +0,42 0,55 0,33 < 0,001
IFN-y (pg/ml) 9,54 +6,41 4,89 +3,57 < 0,001

Nhén xét: Sau diéu tri, nong do IL-2 ting; ndng do IL-4, IL-6, TNF-q,
IFN-y giam c6 y nghia (p < 0,01-0,001).

Bdng 3.28. Thay déi s6 lwong tiéu quan thé té bao lympho & bénh nhdn
dap ung chua tot (n=14)

Té bao(x10°/1) Trude diéu tri Sau diéu tri p
T-CD3 17184544 2095+560 <0,05
T-CD4 7324259 9304244 <0,05
T-CD8 892+313 862+307 >0,05
B-CD19 279+130 342+106 <0,01

NK-CD56 1174111 2144107 <0,01

Nhgn xét: Sau diéu tri, s6 luong lympho T-CD3, T-CD4, NK-CD56 va B-
CD19 tangcd y nghia (p <0,05 - 0,01).
Badng 3.34. Twong quan da bfén gitta diém s6 SLEDAI véi s6 leong tiéu
quan thé té bao lympho (n=30)

Thong s6 r p
Trude diéu tri 0,37 <0,001
Sau diéu tri 0,26 > 0,05
Truéc-Sau diéu tri 0,45 <0,001

Nhgn xét: Co twong quan thuan, chat ché giita diém sb SLEDAI vai s6
luong tiéu quan thé té bao lympho trude diéu tri, r = 0,37; Véi su thay
dbi sb lwong tiéu quan thé té bao lympho sau diéu tri, r = 0,45 (p<0,001).



18

Chwong 4
BAN LUAN

4.1. PAC PIEM POI TUQNG NGHIEN CUU
4.1.1. Pbi twong nghién ciru muc tiéu 1
Dinh luong ndng do cytokin khong phai 1a ky thuat kho, nhung

nong do cytokin c6 thé khac nhau ngay ca khi ciing ki thuat xét nghiém ¢
cac labo khac nhau. Két qua IL-6 (21,15+10,99 so vGi 7,11+3,23
pg/ml, p<0,05) va TNF-a (172,7£39,19 so vGi 7,87+3,49, p<0,05)
trong nhom chirg 1a nguoi khoe manh caa Alaa A. Sabry (2005, n=20)
va Carmen Avramescu (2010, n=35) cung su dung k¥ thuat ELISA la
moét minh chang. Vi thé, ching t6i chon nhém ddi chimg 1a 30 nguoi
khoe manh dé dam bao do tin cdy khi xem xét bién ddi ndng do cac
cytokin ¢ ddi twong nghién cau.
4.1.2. Pbi twong nghién ciru muc tiéu 2

bé dap tng muc ti€u nghién ctu 2, ching t6i chon dugc 30 bénh
nhan SLE khong co biéu hién viém than, didu tri tai Bénh vién Da liéu trung
wong nim 2011. Nhom bénh nhan nay duoc nghién ciru méi lién quan giita
hoat tinh bénh trudc va sau diéu tri voi sy bién doi néng do cac cytokin va )
luong tiéu quan thé té bao lympho, khong lién quan téi 2 nhom bénh nhan
SLE (nhém 1 va nhom 2) va nhom déi chimgnidm 2005. Chinh vi thé chung
toi khong chon nhom chitng cho muc tiéu nghién ctru nay.
4.2. THAY POI NONG PQ CYTOKIN VA SO LUQONG TIEU
QUAN THE TE BAO LYMPHO O BENH NHAN SLE
4.2.1. Thay d6i ndng dd cytokin & b¢nh nhan SLE

Két qua nghién ciru cua chung t6i cho thiy, nong d6 IL-2 & bénh
nhén truge diéu tri giam ro rét so vdi nguoi khoe manh. Néng do IL-2 ¢
bénh nhan nhém Igiam thap hon so véi bénh nhan nhém 2. Két qua
nghién ctru cua chung t6i phu hgp vai Mok C.C., Lau C.S. (2003),
Huang Y. P. (1988). Sau 1 thang diéu tri bang thudc e ché mién dich,
ndéng d6 IL-2 & bénh nhan da ting 1én déng ké so voi trude diéu tri, tuy
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nhién, néng do nay van chua trd lai binh thuong nhu ngudi khée manh
(p<0,05- 0,01). Nhur vay, 1 thang diéu tri bang thudc trc ché mién dich di co
tac dung diéu chinh ndng d6 IL-2, nhung thoi gian diéu tri nhu vay 1a chua
du dé ndng d6 IL-2 phuc hdi vé mirc binh thuong. Két qua nay phu hop véi
Sima Sedighi (2011-2012), Mok C.C. (2003), Kyttaris V.C. (2004).

Khac véi 1L-2, n(‘Sng d6 IL-4 & bénh nhan tang cao hon so vdi IL-4
& ngudi khoé manh. Két qua ndy pht hop véi Nakajima A., Hirose S.
(1997), Viallard J.F (1999), Nagy G. Y. (2000), Csiszar A. (2000),
Robak E. Sau 1 thang diéu tri, nhimg bénh nhan c6 ndng do IL-4 cao
trude d6 co xu hudng giam vé gan muc binh thuong. Con nhiing bénh
nhan c6 néng d6 IL-4 giam trudc diéu tri chua théy tang Ién o rét. Co 1€,
hiéu qua diéu tri s& giup “binh thuong héa” ndng do IL-4, chir khong phai
1a gidp 1am IL-4 “tang 1én” hay “giam xudng” theo mot chiéu don thun,
Két qua nghién ctru cua ching t6i phu hop véi Enass A. Elewa (2014).
Céc sd lidu nghién ctru trén cho thdy c6 su bién doi ndong do IL-4 &
bénh nhan vdi tan suit cao, do d6 c6 thé coi IL-4 nhu mdt chi diém
tang hoat tinh ctia bénh.

Trong nghién ciru cua chung t6i, 70% bénh nhén nhém 1 va trén
50% bénh nhan nhom 2 c6 ting nong dd TNF-a, cao hon so voi ngudi
khoe manh. Két qua nghién ctru ciia chung t6i phu hop voi Bengtsson
A.A. (2004), Carmen Avrimescu (2010). Sau 1 thang diéu tri tc ché
mién dich, néng d6 TNF-o & bénh nhan nhom 1 chua giam c6 y nghia,
trong khi ndng @6 TNF-o. & bénh nhan nhom 2 di giam c6 y nghia so véi
trude diéu tri (p<0,01). Tuy nhién, ndng d6 TNF-a & ca hai nhém bénh
nhan van cao hon so v&i ngudi khoé manh (p<0,01). Nguyén nhan nong
d6 TNF-o ¢ bénh nhan nhom 1 giam cham hon bénh nhan nhém 2 ¢6 1€
lién quan dén hidu qua tc ché mién dich cua phac do diéu tri: bénh nhan
nhém 2 duoc diéu tri trc ché mién dich manh hon.

Két qua nghién ctru cua chdng toi cho thay trude diéu tri, nong do
IFN-y & bénh nhan nhom 1 cao hon ¢ y nghia thong ké so véi ndng do
IFN-y & bénh nhan nhém 2. Ndng d6 IFN-y & ca hai nhém bénh nhan
déu cao hon nhiu so véi nguoi truong thanh. Két qua nghién ctu cua
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chung t6i phu hgp véi Kono D. H.(2001), Noreldin N. (2014), Csiszar
A. (2000), Enass A. Elewa (2014). Sau 1 thang diéu tri rc ché mién dich,
ndng d6 IFN-y & ca hai nhém bénh nhan di giam dang ké so véi truéc
didu tri (p<0,05); nhung van con cao hon so voi nguoi khoe manh
(p<0,001

4.2.2. Thay dbi s6 lwgng tiéu quin thé lympho ¢ bénh nhan SLE

Trong sb 60 bénh nhan trude didu trj trong nghién ciru cia chung toi,
48/60 (80%) bénh nhan giam s lugng T-CD3. SO lugng tuyét ddi cua T-
CD3 & cac bénh nhén rat khong dong déu. Bén canh nhitng bénh nhan
giam T-CD3, van c6 10/60 (16,67%) bénh nhan ting T-CD3 so véi
chtmg. Két qua nghién ctru cta chung toi phu hop véi Bengtsson A.A.
(2004), Papadaki H.A. (Hylap), Pham Thi Hué (1985), Neidhart (1996),
Wenzel J.

Nghién ciru ctia chung t6i ciing cho thdy, s6 luong T-CD4 & bénh
nhan trude diéu tri giam rat thép so voi nguoi khoe manh, p<0,001. Phan
16n bénh nhan c6 giam sé luong lympho T-CD4 véi nhitng mirc do khac
nhau. Sau 1 thang diéu tri, s6 luong lympho T-CD4 dugc cai thién kha 13,
cao hon rd rét so véi trude diu tri (p<0,001). bac biét, sb lwgng lympho
T-CD4 ¢ bénh nhan nhom 1 da tang téi gidi han ciia nguoi khde manh
(p>0,05). Nhu vay, hiéu qua diéu tri (rc ché mién dich da gitip phuc hoi
sO lugng lympho T-CD4 ¢ bénh nhan nghién ciru. Két qua nghién ctru
cua chung t6i phu hgp vdi Reininger (1996), Stassi G. (1997), Nobutoh
(1994), Hahn B.H. (2005).

Trong nghién clru cua ching t6i, trudc diéu tri, sb lugng T-CDS &
bénh nhan nhém 1 chua thay doi 1o rét so véi nguoi khoe manh
(p>0,05); trong khi sé luong té bao nay ¢ bénh nhan nhom 2 di giam
rd rét so voi nguoi khée manh, p<0,001). Sau 1 thang diéu trj e ché
mién dich, sé luong T-CD8 & bénh nhan nhom 1c6 ting nhe, lam cho sé
luong té bao nay cao hon so v6i nguoi khoe manh (p<0,05). O bénh nhan
nhom 2, hiéu qua cia diéu tri théy rd trén tit ca cac bénh nhan nghién
ctru: 100% bénh nhan co ting s6 lugng T-CD8. S6 lugng T-CDS ting
cao hon 13 rét so véi trude didu tri (p<0,001). Két qua nghién ctru cia



21

ching t6i phu hop véi Viallard J.F. (2001), Hahn B.H. (2005), George
Bertsias (2012).

Trude diéu tri, s6 lugng B-CD19 & bénh nhan nhém 1 chua giam 16
so voi nguoi khée manh, p>0,05, trong khi ) lugng B CD19 & bénh
nhan nhém 2 da giam ning, khac biét ¢ y nghia thng ké so voi nguoi
khoe manh (p<0,001). Sau 1 thang diéu tri &c ché mién dich, s6 luong
B-CD19 & bénh nhan duoc phuc hoi kha tét & ca hai nhom, cao hon
dang ké so véi trude diédu tri (p<0,01 — 0,001). Nhu vay, diéu tri tc
ché mién dich 1 thang d3 giup 1am ting s6 lugng lympho B-CD19 ¢
bénh nhan SLE. Két qua nay phu hop véi Demaison (1996), Pham Thi
Hué (1985), Wenzel J. (2004).

Két qua nghién ciru cia ching t6i cho thdy trudc didu tri (rc ché
mién dich, sb lugng té bao NK-CD56 & ca bénh nhan rat thép so voi
nguoi khoe manh, p<0,001). Sau 1 thang diéu tri &c ché mién dich, sb
luong té bao NK-CD356 & ca hai nhom bénh nhan déu d ting 1én dang
ké so vé6i trude diéu tri (p<0,05). Két qua nay phu hop véi Hahn B.H.
(2005), Wenzel J. (2004).

4.3. MOI LIEN QUAN GIUA SU BIEN POI NONG PO CYTOKIN
VA SO LUQNG TIEU QUAN THE TE BAO LYMPHO VOI CHI
SO HOAT PONG BENHTREN LAM SANG

4.3.1. Biéu hi¢n 1am sang

Sau 1 thang diéu tri trc ché mién dich, cac triéu chimg nhu viém
khép, mét 14, viem mach mau, dai mau,... bién mat. Triéu chung dat
do moi tuy con ty 1€ kha cao (63,3%), nhung da giam rod rét so voi
trude diéu tri (p<0,001). Chi con ryng toc la chua cai thién rd. Cac r6i
loan huyét hoc phd bién nhét trong nghién ctru nay la tinh trang thiéu
méu (63,3%). Ngoai ra, con gip giam bach cau (16,7%) va giam tiéu cau
(13,3%). Céc triéu ching thiu mau va giam tiéu cau da duoc cai thién rd
sau 1 thang diéu tri tc ché mién dich (p<0,05 - 0,001). Riéng tinh trang
giam bach cau van chua hdi phuc rd. Két qua nghién ciru cia ching toi
pht hop vé6i Enass A. Elewa (2014) nghién ctru 40 bénh nhan tubi 17-50.
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4.3.2. Po hoat tinh b¢nh biing diém s6 SLEDAI

Dbi v6i thuc t& Viét Nam, thang diém SLEDAI bao gdm 24 thong
s6, déu thuc hién duge & Viét Nam hién nay, do d6 dé ap dung nhat trong
cac thang diém ké trén. Chinh vi Iy do d6, ching t6i chon thang diém
SLEDAI d danh gia mic d6 hoat dong bénh trén 1am sang. Chlng tdi &p
dung diém SLEDAI theo Gladman D. D. (2000). Nghién ctru cua chiing
t6i cho két qua phu hop vdi tac gia Formiga F. (1999).
4.3.3. Nong d¢ cytokin

Phan tich méi lién quan giita diém SLEDAI véi bién d6i nong do
cac cytokin riéng 1¢, chung toi thiy c6 tuong quan thuan nhung khong
chit ch& (p>0,05); Phan tich gop su bién ddi cua 5 cytokin nghién ctru
v6i diém SLEDAI cho thay hé s tuong quan kha 16n, r= 0,345-0,493
nhung khong c6 ¥ nghia, p>0,05. Két qua nghién ctru ciia ching t6i phu
hop véi Sima Sedigh (2014), Enass A. Elewa (2014), Davas E. M.
(1999). Mot sb tac gia cho thay c6 mbi tuong quan tuyén tinh chit chd
giita diém s6 SLEDAI v6i TNF-a, IFN-y. Cé thé do ¢& mau nghién ctru
han ché (n=30), thoi gian nghién ctru ngin (chi 1 thang), khi phan tich
mdi tuong quan don 1& véi timg cytokin (don bién), chung t6i khong thiy
mdi twong quan chit ché.
4.3.4. SO lugng tiéu quan thé té bao lympho

Phan tich mdi lién quan (don bién) giita diém SLEDALI véi mdi tiéu
quan thé t& bao lympho, ching t6i chua thdy mdi tuong quan chit ché
gitta chi s6 SLEDAI véi sé luong tiéu quan thé t& bao lympho. Tuy
nhién, phan tich gdp twong quan giita chi sé6 SLEDAI véi s6 luong céc
tiéu quan thé té bao lympho; voi sy thay dbi sé lugng cac tiéu quan thé té
bao lympho giira trude va sau diéu tri (da bién) cho thdy co tuong quan
thudn, trong di chit ché gitra diém sb SLEDAI véi cac tiéu quan thé té
bao lympho trude diéu tri (r=0,37, p<0,001) va véi su thay doi sb luong
cac tidu quan thé té bao lympho giira trudc va sau diéu tri (r=0,45,
p<0,001). Két qua nay phi hop véi cac luan diém trong nghién ciru cua
Formiga F. (1999), Cook R. J. (2000), Toubi E.(2006).
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KET LUAN

1. Su thay do6i nong dd cac cytokin (IL-2, IL-4, TNF-a, IFN-y)
va sé lwong té bao lympho T-CD3, T-CD4, T-CD8, B-
CD19, NK-CD56 trudée va sau diéu tri & bénh nhan luput
ban dé hé théng

1.1. Néng dp céc cytokin

+ Trude diéu tri, néng d0 IL-2 & bénh nhan thép hon, trong khi néng
d6 IL-4, TNF-o va IFN-y cao hon so v&i nguoi khoe manh (p< 0,05-
0,001);Nong d6 IL-2 & bénh nhan nhém 1 thap hon & bénh nhan nhom 2,
nguoc lai voi ndng do IFN-y (p<0,05- 0,1);

+ Sau 1 thang diéu tri trc ché mién dich, ndng d6 IL-2 & bénh nhan
tang lén (p<0,001), trong d6 96,66% bénh nhan nhom 1 va 73,33% bénh
nhan nhom 2 ting IL-2, nhung van thdp hon so v&i nguoi khoe manh
(p<0,001) ; Nong d6 IFN-y & bénh nhian nhém 1 giam (p<0,05) nhung
van cao hon so véi bénh nhan nhoém 2 (p<0,05); néng do IL-4, TNF-o va
IFN-y & bénh nhan nhom 2 giam (p<0,05-0,001), nhung van cao hon véi
nguoi khoe manh (p<0,01- 0,001) ;

1.2. Sé lwong tiéu quan thé té bao lympho

+ Trudc diéu tri, s6 lwong lympho T-CD4 va té bao NK-CD56 ¢ ca
2 nhém bénh nhin déu thip hon so v&i ngudi khoe manh (p<0,001). S6
lugng lympho T-CD3, lympho T-CD8 va lympho B-CD19 ¢ bénh nhan
nhom 2 thap hon so v6i ngudi khée manh (p<0,001). S6 lwong lympho
T-CD3, lympho T-CD8 va lympho B-CD19 & bénh nhan nhém 2 thap
hon so v&i bénh nhan nhom 1 (p< 0,05- 0,001) ;

+ Sau 1 thang diéu tri &c ché mién dich, s6 luong lympho T-CD3,
lympho T-CD4, lympho T-CD8, lympho B-CD19 va té bao NK-CD56 &
bénh nhan tang (p<0,01-0,001);trong d6 90% bénh nhin nhém 1 ting
lympho T-CD4, 100% bénh nhan SLE nhom 2 tang lympho T-CD4 va
lympho T-CDS8.
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2. Mbi lién quan giira bién ddi nong dd ciia mot sé cytokin va s
lwong tiéu quén thé lympho véi chi s6 hoat déng bénh trén 1am
2.1. Hoat tinh bénh

+ Sau 1 thang diéu tri trc ché mién dich, phan 16n cic tridu ching
1am sang va huyét hoc ting c6 ¥ nghia so voi trude didu tri hodc dat muc
binh thuong (p <0,05 - 0,001);

+100% bénh nhan nhom 3 ¢6 chi s6 SLEDAI gidm sau 1 thang diéu
tri e ché mién dich, chi s6 SLEDAI<10; trong d6 53,3% c6 SLEDAI <3.
2.2. Lién quan giiva thay déi mién dich véi chi sé hoat dong bénh trén
Iam sang

+ O ca bénh nhan dap ung t6t va dap ing chua tt, déu thy nong do
IL-2 ting, trong khi ndng do cac cytokin IL-4, IL-6, TNF-a, va IFN-y
giam c6 y nghia (p < 0,05 - 0,001); s6 lwong lympho T-CD3, lympho T-
CD4 va té bao NK-CD56 ting c6 y nghia sau diéu tri (p < 0,01 — 0,001);

+ O bénh nhan dap tng chua tét, s6 luong lympho B-CD19 ting co
¥ nghia sau diéu tri (p<0,01 — 0,001).

+ Chua thay twong quan chit ché giita diém sé SLEDALI véi nong do
cac cytokin, bd thé va sb luong dudi nhom lympho; nhung da thay trong
quan thuan, chat ché giira chi s6 SLEDAI véi sy thay ddi sb lugng cac
tiéu quan thé lympho sau diéu tri (r=0,45, p<0,001).

KIEN NGHI

Két qua nghién ciru cho thay nhimg thay ddi nong do cac cytokin va
s6 luong tiéu quan thé t& bao lympho sau 1 thang diéu tri ¢c ché mién
dich, c6 lién quan véi tién trién bénh. Can cd cac nghién ciru I6n hon véi
thoi gian dai hon dé thiy dwoc rd hon lién quan giita cac théng sé mién
dich véi tién trién 1am sang cua bénh nhan SLE, gp phan huéng dan
theo ddi va diéu tri c6 hiéu qua.
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Introduction

Systemic Lupus Erythematosus-SLE is a common autoimmune
disease in Vietnam as well as around the world. The onset of SLE
expresses symptoms in different organs, especially skin, joints, blood,
and kidney. The disease progresses along the life and relapses time to
time. The pathology of SLE is extremely complex and still un-known
well. However, it is clearly that the mechanism of antigen determinant
recognition ofimmune system in SLE patients becomes abnormal and
many antibodies are produced to attack their own antigens. The
disorders of immune regulation play an important role in its pathology.

SLE treatment mostly utilized immunosuppressive drugs such as
corticosteroid, cyclophosphamide, azathioprine,... However, clinical
progression and treatment response are not consistent among patients.
Whether or not the cytokine concentration related to treatment results is
still undergoing study. Many approaches are being in application to
utilize anti-cytokine in the treatment of SLE patient.

In Vietnam, there are many studies on clinic, laboratory and
therapeutic aspects of SLE. But up to now, it is only some authors have
first looked into immune disorders, especially the changes in cytokine
concentration and lymphocytic subsets of SLE patient during treatment.

Therefore, this thesis is run to focuse ontwo main objectives:

1. To assess the change of IL-2, IL-4, TNF-a and IFN-
yconcentration and lymphocytic subsets of T-CD3, T-CD4,T-CD8,B-
CD19,NK-CD56 before and after treatment of systemic lupus
erythematosus patient.

2. To investigate the correlation between changes in above
immune parametters and clinical activity indices of the
patientswith SLE.
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The reality of the dissertation

SLE is a common disease that is still not available complete
treatment. Main objectives of treatment is to prolong the remission and
the life, and to ensure the best quality for patient life. The normalization
of biological abnormality is considered to factorsthat affect to treatment
result. Since the 1970s, they have looked closed consideration to the
role of immunity in SLE patients that is still little in Vietham now.

Our research focusesinthe changes of IL-2, IL-4, IL-6, TNF-a, IFN-
y concentrationsand lymphocytic subsets in SLE patients before anh
after treatment, to contribute new insight in the treatment of this
disease.

Scientific contribution of the dissertation

(1) In active phase of SLE, we detected lowered IL-2, increased
IL-4, TNF-a, IFN-y concentration;lower cell counts of lympho T-CD4
and NK-CD56than healthy people (p<0.001). After 1 month of
immunosuppression, there are adjustments of immune parameters
towards normalization.But 1 month treatment was not enough effective
for some patients.

(2) The normalization of observed immunity parameters has a
linear correlation to clinical activity as SLEDAI. No closed correlation
between SLEDAI and separate immune parameters likes IL-2, IL-4, IL-
6,TNF-a, IFN-y; T-CD3, T-CD4, T-CD8, B-CD19, NK-CD56 was
observed. But, there is a strong linear correlation between SLEDAI and
changes in lymphocytic subsets, r=0.45; p<0.001.

The dissertationlayout:

Thedissertationtakes 116 pages excluding appendixes and
references. Aside 2 pages of Introduction, 2 pages of Conclusion and 1
pages of recommendation, the main content of thesis consists of 4
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chapters as follows: chapter 1 - The overview38 pages; chapter 2 -
Patients and method 12pages; chapter 3 - Data analysis 31 pages and
chapter 4 — Discussion 30 pages. This dissertation has 41 tables and 11
graphs.

Chapter 1. THE OVEVIEW
1.1. The SLE

In 1904, Willian Osler described various lesions of internal organs
and tissues, that suggested to the concept of systemic lupus
erythematosusother than the only skin lesion.

The advances in molecular biologyin recent years found out the
roles of cellular cycles, cytokines and immune disorder in pathology of
SLE and patient’s treatment response.

The autoimmune response is highly specific to auto-antigensthat
reside in nucleus, cytoplasma,cell membrane and blood proteins,
etc.The clinical progress of disease is due to the reaction bettween auto-
antibodies and auto-antigens. Depend on the sites where the reaction
occurs, clinical symptoms are present.

1.2. Autoimmune disorders

Auto-antibodies play and important role in the pathology of SLE.
Laboratory detection of nuclear antibodies is mandatory in diagnosis of
SLE. If the patient is found to increase anti-ds-DNA antibody
concentration, the risk of recurrence are high, about 40-80%.

About 75% of patients are present clinical symptoms during
disease progression, and 25% exhibit clinical symptoms as first sign.
These clinical symptoms are most commonly related to immune
complex deposition to tissues and organs with complement fixation and
inflammative activation, where clinical symptoms occurred.
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Many studies confirmed the significance of cytokines such as
IL-2, IL-4, IL-6, IL-10, TNF-o. and IFN-y in disease activity.
However, the exact role of each cytokine, and itscorrelation to
disease activity are not clear. There is great interest in this issue and
various ongoing studies.

Immunosuppressive drugs with cellular toxicity effect such as
corticoid, cyclophosphamide,... are used effectivelyin SLE treatment.
Recently, MMF has been proven a suitable choice for both SLE
treatment and post cyclophosphamide maintenance.

Anolik J.H. (2002), Leandro M.J. (2002), Anolik J.H. (2003),...
looked into SLE treatment with rituximab as monoclonal antibody anti-
CD20; Kalled S.L. (1998), with anti-CD40L; Aringer M. (2004)
ultilizing anti-TNF-o antibody in SLE treatment,... The results showed
that,these are promising new approachs, and deeper researches are
required.

Autologous stem cell transplant was first prescribed for SLE
patient in 1997. In general, the efficacy of disease suppression ranges
from 50 - 66% with late recurrance 33% and fatality 12%. Complication
from autologous transplant is severe, and is leading cause of death.
Hence, autologous stem cell transplant is not a common treatment for
SLE patients.

1.3. SLE researches in Vietnam

In Vietnam, SLE researches started from the 1970s. The authors
have attempted to approach major directions such as clinical features,
treatment progress, immunity and biological disorders. However, there
is few researches of cytokineconcentration and lymphocytic subsets
during disease progress. This situation needs to be resolvedin the future
to make better treatment result for this complex disease.
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Chapter 2. PATIENTS AND METHODS

2.1. Patients

90 SLE adult patients underwent treatment at National Institute of
Dermatology and Department of Reno-uriology, Bach Mai Hospital.

SLE diagnosis is according to ARA standards-1982, amended in
1997 and nephritis diagnosis is according to ACR standard.

- For first objective:

+ 30 SLE patients without nephritis (group 1)

+ 30 SLE patients with nephritis (group 2)

- For second objective: 30 SLE patients without nephritis (group 3)

- Control group: 30 healthy peoples.

2.2. Materials

- SLE patient and control blood samples for lymphocytic subsets,
cytokine quantitation.

- Test kits and equipments consist of Sysmex KX21 analyzer,
Counter Willzar 1470, Nikon microscope, Evidence biochip array,
Randox, ELISA Biotek, FASC-Calibur system...

2.3. Methods

Prospective study in cross-sectional and longitudinal during
intervention analysis.
2.3.1. Testing techniques

- Blood cell analysis in KX21 machine and microscope.

- Urine protein testing by dry bio-chemistry in Clinitex 100.

- Lymphocytic subsets counting of T-CD3, T-CD4, T-CD8, B-
CD19 and NK-CD56 by FACS system.

- Quantitation of IL-2 and TNF-a by RIA and ELISA technique.

- Quantitation of IL-4 and IFN-y by fluorescent immuno-chemistry
and ELISA technique.

2.3.2. Treatment protocol

- Non-nephritis SLE patients: Prednisolone 2mg/kg/24 hour in

active phase and to reduce the dose to 0,5-1 mg/kg/24 hour thereafter.
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- Nephritis SLE patients: Cyclophosphamide 2mg/kg/24 hour +
prednisolon 60mg/24 hour during active phase and then
cyclophosphamide 1mg/kg/24 hour + prednisolon 30 mg/ 24 hour for
several following months.

2.3.3. Supervising disease progression on clinical and testing aspects

Assessing disease activeness according to the SLEDAI, changes in
cytokin concentrations and lymphocytic subsets before treatment, and
after 1 month of immunity suppression treatment:

* SLEDAI <3: disease suppression; good response.

* 3 < SLEDAI <10: mild disease activeness; not good response.
2.4. Data analysis

By SPSS 15.0; EPINFO 6.0.

2.5. Ethic in medical research

This research was carried out legality, sensibility and ethic

regulation for fellows of medical doctor, Hanoi Medical University.

Chapter 3. DATA ANALYSIS
3.1. Age and gender of research groups
Table 3.1.Target subject age and gender

Target Time Objective Age Female/Male
period
15-49
Group 1 2005 1 25 83+8,49 29/1
17-55
Group 2 2005 1 32.43+10.87 30/0
23-46
Control 2005 1 31.33+7.83 29/1
Group3 | 2011 2 1553 30/1
roup 29,87+10,99

*SLE is commonly found in young female. F tets
(0=0,05)=0,6100; 0,8511; 0,5192 < 1,8620;
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Table 3.2. Comparison of IL-2, IL-4, IFN-y, TNF-a concentration

between group 1 before treatment and control

Cytokin Group 1 (n=30) | Control (n=30) p
IL-2 (ng/ml) 3,59 + 2,36 9,07 + 4,47 <0,001
IL-4 (pg/ml) 1,32 +1,96 0,30 + 0,10 <0,05

TNF-a (ng/ml) 0,72+1,23 0,20+0,14 <0,05
IFN-y (pg/ml) 10,33 + 12,86 0,63 + 0,14 <0,001

*Prior to treatment, lowered IL-2 concentrations are significant against
control (p<0,001); higher IL-4, TNF-a and IFN-y concentrations are

significant against control (p< 0,05- 0,01);

Table 3.3. Comparison of IL-2, IL-4, IFN-y, TNF-o concentration

between group 2 before treatment and control

Cytokin Group 2 (n=30) | Control (n=30) p
IL-2 (ng/ml) 519 +2,34 9,07 + 4,47 <0,001
IL-4 (pg/ml) 2,09 +2,94 0,30 + 0,10 <0,05
TNF-a (ng/ml) 0,59 £ 0,30 0,20 £ 0,14 <0,001
IFN-y (pg/ml) 4,13 +£6,04 0,63+0,14 <0,001

* Prior to treatment, lowered IL-2 concentrations are significant against
control (p<0,001); higher IL-4, TNF-o and IFN-y concentrations are
significant against control (p< 0,05- 0,01);
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Table 3.5. Comparison of cytokine concentrations between group 1 pre-
treatment and post-treatment

] Pre- Post-treatment
Cytokin _ P
treatment(n=30) (n=30)
IL-2 (ng/ml) 3,59 + 2,36 5,76 + 2,08 <0,001
IL-4 (pg/ml) 1,32+1,96 1,15+1,61 >0,05
TNF-a (ng/ml) 0,72+1,23 0,39+0,32 >0,05
IFN-y (pg/ml) 10,33 +£12,86 320+4,11 <0,05

* Post-treatment, increased, higher IL-2 concentrations are significant
against pre-treatment (p<0,001); Decreased IFN-y concentrations post-
treatment are significant against pre-treatment(p<0,05);

Table 3.6. Comparison of cytokine concentrations between group 2 pre-
treatment and post-treatment

Cytokin Pre-treatment Post-treatment P
(n=30) (n=30)
IL-2 (ng/ml) 5,19 +2,34 6,78+3,00 <0,05
IL-4 (pg/ml) 2,09 £2,94 0,59 +1,38 <0,05
TNF-a (ng/ml) 0,59 +0,30 0,32 0,19 <0,001
IFN-y (pg/ml) 4,13 +6,04 1,45 +2,94 <0,05
* Post-treatment, increased, higher IL-2 concentrations are

significantagainst pre-treatment (p<0,05); decreased IL-4, TNF-a and
IFN-y concentrations are significant against pre-treatment (p<0,05-
0,001);
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Table 3.7. Changes in cytokine concentrations in group 1 post-
treatmentin comparison to control

Cytokin Group 1 (n=30) Control (n=30) P
IL-2 (ng/ml) 5,76 + 2,08 9,07 £ 4,47 <0,001
IL-4 (pg/ml) 1,15+ 1,61 0,30 + 0,10 <0,01
TNF-a (ng/ml) 0,39 +0,32 0,20 £ 0,14 <0,01
IFN-y (pg/ml) 3,20 + 4,11 0,63+0,14 | <0,001

* Post-treatment, IL-2 concentrationsrecovered, but is still significantly

lower than control subjects (p<0,001); other cytokin concentrations are
still significantly higher than control subjects (p<0,01- 0,001);

Table 3.8. Changes in cytokine concentrations in group 2 post-
treatment compared to control

Cytokin Group 2 (n=30) Control (n=30) P
IL-2 (ng/ml) 6,78+3,00 9,07 £ 4,47 <0,05
IL-4 (pg/ml) 0,59 +£1,38 0,30 £ 0,10 >0,05

TNF-a (ng/ml) 0,32 0,19 0,20+0,14 <0,001
IFN-y (pg/ml) 1,45+2,94 0,63+0,14 <0,001

* Post-treatment, IL-2 concentrations increased but were still lower and
are signigicant against control (p<0,05); TNF-a and IFN-y
concentrations decreased but were still higher and are significant
against control (p<0,001);
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Table 3.11.Comparison oflymphocytic subsets between pre-treatment
group 1 and control

Cell(x10°1) Group 1 (n=30) | Control (n=30) P
T-CD3 1397 + 673 1622 + 223 >0,05
T-CD4 565 + 378 874 +134 <0,001
T-CD8 737 +£331 684 + 103 >0,05
B-CD19 277 + 202 387 + 121 >0,05
NK-CD56 94+ 70 236 + 56 <0,001

* Pre-treatment, number of lympho T-CD4 and NK-CD56 were
significantly lower than control (p<0,001) ;

Table 3.12. Comparison of lymphocytic subsets between pre-treatment
group 2 and control

Cell (x10°/1) Group 2 (n=30) Control (n=30) P
T-CD3 994 + 341 1622 + 223 <0,001
T-CD4 483 + 160 874 £ 134 <0,001
T-CD8 484 + 215 684 £ 103 <0,001
B-CD19 177 + 86 387 £121 <0,001
NK-CD56 128 £ 61 236 £ 56 <0,001

* Pre-treatment, number of T-CD3, T-CD4, T-CD8, B-CD19 and NK-
CD56 Ilympho cells were all significantly lower than control
(p<0,001) ;
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Table 3.14.Changes in lymphocytic subsets in group 1 post-treatment
and pre-treatment

Cell (x106/I) Pre-(':]rigtor;]ent Post(—r:r:egct)r)nent P
T-CD3 1397 £ 673 2014 +1.122 <0,05
T-CD4 565 + 378 898 £ 532 <0,001
T-CD8 737 + 331 983 + 556 <0,05
B-CD19 277 £ 202 464 = 262 <0,01
NK-CD56 94 +70 182 + 85 <0,001

*Post-treatment, number of T-CD3, T-CD4, T-CD8, B-CD19 and NK-
CD56 lympho cells are all significantly higher than pre-treatment;

Table 3.15. Changes in lymphocytic subsets in group 2 post-treatment
and pre-treatment

Cell (x10°1) Pre-treatment Post-treatment p
(n=30) (n=30)
T-CD3 994+341 1449+308 <0,001
T-CD4 483+160 696+161 <0,001
T-CD8 4844215 714+163 <0,001
B-CD19 177+86 305+112 <0,001
NK-CD56 128461 239495 <0,001

*Post-treatment, number of T-CD3, T-CD4, T-CD8, B-CD19 and NK-
CD56 lympho cells are all significantly higher than pre-treatment
(p<0,001);
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Table 3.16. Changes in lymphocytic subsets in group 1 post-treatment
compares to control

Cell (x10%1) Group 1(n=30) Control (n=30) P
T-CD3 2014 + 1122 1622 + 223 >0,05
T-CD4 898 + 532 874 + 134 >0,05
T-CD8 983 + 556 684 + 103 <0,05
B-CD19 464 + 262 387 £ 121 >0,05

NK-CD56 182 + 85 236 + 56 <0,05

* Lymphocytic subsets in group 1 have recovered to almost that of
control; however, number of T-CD8 and NK-CD56 are still lower than
control (p<0,05);

Table 3.17. Changes in lymphocytic subsets in group 2 post-treatment
compares to control

Cell (x10%1) Group 2(n=30) | Control (n=30) P
T-CD3 1449 + 308 1622 + 223 <0,05
T-CD4 696 + 161 874 +134 <0,001
T-CD8 714 + 163 684 + 103 >0,05
B-CD19 305 + 112 387 + 121 <0,01

NK-CD56 239 + 95 236 + 56 >0,05

*Post-treatment, number of lympho T-CD3, T-CD4 and B-CD19 are

gradually recovered, but still lower than control (p<0,05-0,001);
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3.3. The correlation between changes in cytokine’s concentration
and lymphocytic subsets and disease activity

Table 3.19. Improvement in clinical symptoms(n=30)

Symptoms Pre-treatment Post-treatment P
(%) (%)
Rashes 96,7 63,3 < 0,001
Arthritis 73,3 0 < 0,001
Fatigue 70 0 < 0,001
Hair loss 50 43,3 > 0,05
Vasculitis 46,7 0 < 0,001
Urine protein 46,7 10 < 0,001
Urine bleeding 23,3 0 < 0,001
Mucosaulceration 23,3 6,7 < 0,05
Fever 10 0 < 0,05
Fleuritis 6,7 0 > 0,05
Urine residue 33 0 > 0,05
Pericarditis 33 0 > 0,05

*Almost of clinical symptoms decreased significantly, or completely
absent after 1 month of immunosuppression treatment (p <0,05 - 0,001).
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Table 3.20. Clinical respond in group 3 subjects according to SLEDAI

Patient response Pre-treatment | Post-treatment P
Favorable (n=16) 19,06 £ 7,55 0,88 £ 1,02 <0,001
Non favorable (n=14) 21,07 £ 5,68 50+1,88 <0,001

Total 100% >3 10> 46,7% > 3| < 0,001

* Post-treatment, 100% group 3 subjects has lowered SLEDAI with
statistical significance (p <0,001); in which 16/30 (53,3%) subjects has
SLEDAI <3 (complete suppression) and no subjects has SLEDAI >10.

Table 3.21. Hematology improvement in group 3 subjects (n = 30)

Symptom Pre-treatment | Post-treatment P
Anemia (%) 63,3 36,7 <0,01
Leukocyte deficiency (%) 16,7 6,7 > 0,05
Platelet deficiency (%) 13,3 0 < 0,001

* Anemia and thrombocytopenia are improved significantly after 1
month of immunosuppression treatment (p< 0,001).
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Table 3.25. Changes in cytokine concentration in subjects with good
response (n=16)

Cytokin Pre-treatment Post-treatment P
IL-2 (ng/ml) 2,64 +2,61 4,02 +2,59 <0,01
IL-4 (pg/ml) 1,24 +1,59 0,53 +0,75 <0,05
IL-6 (pg/ml) 20,99+7,71 10,91 +6,31 < 0,001

TNF-a (ng/ml) 1,87 +0,67 0,45 +0,35 <0,01
IFN-y (pg/ml) 22,64 £5,79 3,90 £1,79 <0,01

* Pre-treatment, IL-2 decreased, post-treatment, IL-2 concentration
increased with statistical significance (p<0,01); Pre-treatment, I1L-4, IL-
6, TNF-a, IFN-y concentration increased, post-treatment, these cytokins
concentration decreased with statistical significance (p < 0,05 - 0,001);

Table 3.26. Changes in lymphocytic subset in patients with
good treatment response (n=16)

Cell (x10°1) Pre-treatment Post-treatment P
T-CD3 13194619 1747471 <0,01
T-CD4 510+188 822+267 <0,001
T-CD8 669+398 7581286 > (0,05
B-CD19 305+125 368+130 >0,05

NK-CD56 59+46 1761121 <0,01
*Post-treatment, number of T-CD3, T-CD4, NK-CD56 lympho

increased with statistical significance (p < 0,01 —0,001).
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Table 3.27. Changes in cytokine concentrations in subjects with not
good treatment respond (n=14)

Cytokin Pre-treatment Post-treatment p
IL-2 (ng/ml) 3,71 46,11 5,2045,61 <0,01
IL-4 (pg/ml) 1,28 +1,24 0,34 +0,23 <0,01
IL-6 (pg/ml) 23,12+11,77 11,83 +7,38 <0,001

TNF-a (ng/ml) 0,93 +0,42 0,55 0,33 <0,001
IFN-y (pg/ml) 9,54 +6,41 4,89 +3,57 < 0,001

* Post-treatment, IL-2 concentration increased, IL-4, IL-6, TNF-a, IFN-
vy decreased with significance (p < 0,01-0,001).

Table 3.28. Changes in lymphocytic subsets in patients with not good
treatment response (n=14)

Cell (x10%1) Pre-treatment Post-treatment P
T-CD3 1718+544 2095560 <0,05
T-CD4 7324259 930+244 <0,05
T-CD8 892+313 862+307 >0,05

B-CD19 279+130 342+106 <0,01
NK-CD56 117+111 214+107 <0,01

*Post-treatment, number of T-CD3, T-CD4, NK- CD56 and B-CD19
lympho increased significantly (p <0,05 - 0,01).
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Table 3.34. Multiple variable correlation between SLEDAI and
lymphocytic subsets (n=30)

Parameter R P
Pre-treatment 0,37 <0,001
Post-treatment 0,26 > 0,05
Pre-Post treatment 0,45 <0,001

* There is a strict and proportional correlation between SLEDAI and
lymphocytic subsets pre-treatment, r = 0,37; and with changes in
lymphocytic subsets post-treatment, r = 0,45 (p<0,001).
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Chapter 4. DISCUSSION

4.1. Patients and control group

The quantitation of cytokine concentration is not a difficult
technique, but the results can vary from laboratory to laboratory,
even with same technique. Results for IL-6 (21,15+10,99 compared
to 7,1143,23 pg/ml, p<0,05) and TNF-a (172,7+39,19 compared to
7,87+3,49, p<0,05)in control groups by Alaa A. Sabry (2005, n=20)
and Carmen Avramescu (2010, n=35) using the same ELISA
technique are examples. Therefore, we chose control group as 30
healthy people to ensure reliability to investigate the changes in
cytokine concentrations in research groups.

To meet the second objective, we chose 30 SLE patients without
nephritis, undergoing treatment at Central Dermatology Hospital in
2011. This group was studied for the correlation of pre and post
treatment disease activity versus changes in cytokine concentrations
and lymphocytic subsets.

4.2. The change in cytokine concentration and lymphocytic
subsets in SLE patients

4.2.1. Changes in cytokine concentration

Our research results show that, IL-2 concentration in patients
pre-treatment are considerably lower than in healthy people. IL-2
concentration in group 1 decreased to lower than group 2. This result
aligns with Mok C.C., Lau C.S. (2003), Huang Y. P. (1988). After 1
month of immunosuppression treatment, IL-2 concentration
increased significantly compared to pre-treatment, but still lower
than that of healthy people (p<0,05- 0,01). Thus, 1 month
immunosuppression treatment takes re-adjusting effect on IL-2
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concentration, but not enough to re-adjust IL-2 concentration. This
result aligns with Sima Sedighi (2011-2012), Mok C.C. (2003),
Kyttaris V.C. (2004).

Other than IL-2, IL-4 concentration in patients increased
compared to IL-4 in healthy people. This result aligns with Nakajima
A., Hirose S. (1997), Viallard J.F (1999), Nagy G. Y. (2000), Csiszar
A. (2000), Robak E. After 1 month of treatment, patients with IL-4
concentration higher than normal showed re-adjustable tendency to
normal, whereas patients with lower IL-4 concentration showed no
significant increase. Perhaps, treatment has an effect of
‘normalization’ of IL-4 concentration instead of re-adjusting IL-4
upwards or downwards in a single direction. Our results align with
Enass A. Elewa (2014). The abovementioned data shows that, IL-4
can be used as an index for disease activity.

In our research, 70% patients in group 1 and more than 50%
patients in group 2 increased TNF-a concentrationhigher than level
in healthy people. Our result aligns with Bengtsson A.A. (2004),
Carmen Avramescu (2010). After 1 month of immunosuppression
treatment, TNF-a concentration in group 1 patients displayed no
significant decrease, while group 2 patients was decreased
significantlyin comparison to pre-treatment (p<0,01). However,
TNF-a concentration in both groups are still higher than healthy
people (p<0,01). The reason for lower concentration of TNF-a in
group 1 compared to group 2 may be related to the treatment
protocol.

Our research study shows that pre-treatment, [FN-y
concentration in group 1 were significantly higher than group 2.
IFN-y concentration in both groups were higher than healthy adults.
This result aligns with Kono D. H.(2001), Noreldin N. (2014),
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Csiszar A. (2000), Enass A. Elewa (2014). After 1 month of
immunosuppression treatment, IFN-y concentration in both groups
decreased significantly in comparison to pre-treatment (p<0,05); but
still higher than healthy group (p<0,001).

4.2.2. Changes in lymphocytic subsets

Among 60 pre-treatment patients, 48/60 (80%) had lowered
lympho T-CD3 count. But 16,67% patients had higher lymphoT-
CD3 count than control. Our result aligns with Bengtsson A.A.
(2004), Papadaki H.A. (Greece), Pham Thi Hue (1985), Neidhart
(1996)...

Our research also showed that lymphoT-CD4 count in pre-
treatment patients were lowerthan healthy people, p<0.001. After 1
month of treatment, lympho T-CD4 count is recovery noticeably
than pre-treatment (p<0,001). Especially, lympho T-CD4 count in
group lreturned to normal (p>0,05). Thus, immunosupression
treatment helpedto recover lympho T-CD4. Our result aligns with
Reininger (1996), Stassi G. (1997), Nobutoh (1994), Hahn B.H.
(2005).

Before treatment,lympho T-CD8 in group 1 is not different to
healthy people (p>0,05); while this cell in group 2 is lower than
significantly (p<0,001). After 1 month of immunosuppression
treatment, lympho T-CD8 count in group 1 increased to higher than
healthy people (p<0,05). In group 2, 100% of patients increased
lympho T-CD8 count than pre-treatment (p<0,001).Viallard J.F.
(2001), Hahn B.H. (2005), George Bertsias (2012) also showed that.

Before treatment, lympho B-CD19 count in group 1 was normal,
butlympho B in group 2 decreased severely(p<0,001). After 1 month
of immunosuppression, lympho B-CD19 count recovered in both
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patient groups, significantly higher than pre-treatment (p<0,01 -
0,001). Thus, 1 month of immunosuppression treatment helped to
increase lympho B-CD19 count in SLE patients. This result aligns
with Demaison (1996), Pham Thi Hue (1985) and Wenzel J. (2004).

NK cell count in SLE patients were extremely lower than
healthy people (p<0,001). After 1 month of treatment, NK-CD56 cell
count increased significantly (p<0,05). This result aligns with Hahn
B.H. (2005), Wenzel J. (2004).

4.3. The correlation between change in cytokine concentration
and lymphocytic subsets to disease activity

4.3.1. Clinical representation

After 1 month of treatment, almost of symptoms such as
arthritis, fatigue, blood vessel inflammation, urine blood
disappeared. Novel rashis still in 63,3% patients. Hairloss is not
recovery. Anemia and thrombocytopenia are improved well after one
month immunosuppression (p<0,05 - 0,001). Contrary, leukopenia
had not improved. Enass A. Elewa (2014) was also showed that.

4.3.2. Disease activity in SLEDAI

Almost of SLEDAI parameters are currently applicable in
Vietnam. Our research result align with Formiga F. (1999).

4.3.3. Cytokine concentration

The correlation between SLEDAI and changes in cytokine
concentration showed that, there is a proportional but not strict
correlation. Compound analysis of all 5 cytokines and SLEDAI
showed a rather large relation coefficient, r= 0,34 -0,49 but not
significant, p>0,05. Our research result aligns with Sima Sedigh
(2014), Enass A. Elewa (2014), Davas E. M. (1999). Some studies
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showed linear correlation between SLEDAI to TNF-a and IFN-y.

4.3.4. Lymphocytic subsets

Compound analysis of SLEDAI and lymphocytic subsets pre
and post-treatment showed relatively strict proportional correlation
(r=0,37, p<0,001) and changes of lymphocytic subsets between pre-
treatment and post-treatment (r=0,45, p<0,001).

This result is same as Formiga F. (1999), Cook R. J. (2000),
Toubi E.(2006).

CONCLUSION

1.The changes in cytokine’s concentration and lymphocytic subsets
in SLE patients:

1.1. Changes in cytokine’s concentrations

Before treatment, patient’s IL-2 concentrations were lower,
while IL-4, TNF-o and IFN-y concentrations were higher than
those of healthy people (p< 0,05- 0,001); IL-2 concentrations
in group 1 patients were lower than group 2, while IFN-y were
higher (p<0,05- 0,1);

After 1 month of immunosuppression treatment, patient’s IL-
2 concentration increased (p<0,001) (96,66% group 1
patients and 73,33% group 2 patients increased) but still
lower than healthy people (p<0,001) ; IFN-y concentrations
in group 1 patients decreased, but still higher than group 2
(p<0,05); IL-4, TNF-a and IFN-y concentrations in group 2
patients decreased, but still higher than healthy people
(p<0,01- 0,001);
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1.2. Changes in lymphocytic subsets

- Before treatment, lympho T-CD3, T-CD4, T-CD8, lympho B-
CD19 and NK-CD56 cells in SLE patient were lower than
healthy people (p<0,001). Lympho T-CD3, T-CD8 and
lympho B-CD19 in group 2 patients were lower than group 1
(p< 0,05- 0,001);

- After 1 month of immunosuppressive treatment, lymphocytic
subsets of T-CD4, T-CD8, B-CD19and NK-CD56 increased
(p<0,01-0,001); of which 90% of group 1 increased lympho
T-CD4, 100% group 2 increased lympho T-CD4 and T-CDS8;

2. Thecorelation between changes in cytokine concentrations and
lymphocytic subsets to disease activity:

2.1. Disease activity

- After 1 month of immunosuppression, almost of clinical
symptoms and hematologic signs were normalized (p <0,05 -
0,001); 100% patients decreased SLEDAI to 10, and 53,3%
had SLEDAI <3.

2.2. Correlation between immune changes and disease activity

- In patients without good response, lympho B-CD19 increased
significantly (p<0,01 - 0,001).

- There was still not strict correlations of SLEDAI to cytokins,
complement concentrations and lymphocytic subsets. But,
there were strict and directly proportional correlation of
SLEDAI to changes inlymphocytic subsets post-treatment
(r=0,45, p<0,001).
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RECOMMENDATIONS

Research results show changes in cytokin concentrations and
lymphocytic subsets after 1 month of immunosuppressive treatment,
with some correlation to disease progression. Longer researches are
required to find out the real relations between immunity parameters and
clinical progression in SLE patients, to give more effective treatment to
this disease.
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