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PAT VAN DPE

Viém khop tu phat thleu nién (VKTPTN) la mot bénh khép
viém man tinh phd bién nhit & tré em va lira tudi thiéu nién. Bénh
dugc chan doan khi ¢6 mot hoac nhidu khop viém kéo dai it nhat 6
tuan, khoi phat trude 16 tudi, va sau khi di loai trir dugc tinh trang
viém khop nay la biéu hién ciia mot sb nguyén nhan khac.

B4o c4o cua nhiéu qudc gia trén thé gioi bénh thap khop cip
d4 dwoc day Ui tir nhitng ndm 1990, Tai Viét Nam ty Ié m&i mic cua
bénh nay da giam rd nho chuong trinh phong thip. Chlng toi thdy
ndi lén trong md hinh cac bénh ve khop tré em la bénh Iy Viém khop
tu phat thiéu nién. Ty 1é mic bénh khoang 1-10/1.000 tré em & cac
nude. Ty 1& méi mac bénh nay & My khoang 10/100 000 tré mdi nim
va 80 — 90/100000 tré tai Singapore. Pay la mot bénh khong d& chan
doan bai khong cd mét tiéu Chuéin dac hiéu nao gitp xac dinh bénh.
Song cac nha thap khop hoc va mién dich hoc trén thé gi¢i d4 va dang
cb gang tim ra mot sé biomarker gidp chan doan, phan loai, va theo ddi
diéu tri bénh nay. Tai Viét Nam bénh VKTPTN chua dugc nghién ctu
nhidu, dic biét la nghién ciru dac diém 1am sang ting thé bénh theo phan
loai cua ILAR va mot sb dau 4n sinh hoc tham gia trong co ché bénh
sinh cua bénh.

Xuat phét tir thiec tién d6 chiing t6i tién hanh nghién ciru dé tai:
“Nghién ctru dic diém Iam sang va mot sé dau 4n sinh hoc trong
bénh Viém khép tu phat thiéu nién” vai ba muc tiéu:

1. M0 td dic d@iém 1am sang céc thé bgnh Viém khép tw phat
thiéu nién theo tiéu chudn phan logi bénh ciia ILAR.

2. Khdo st mgt sé ddu @n sinh hgc trén thé viém it khop va
viém da khop.

3. Mgt sé yéu té tien Iwong ciia thé viém it knép, viém da khop.

*Tinh cép thiét cia dé tai:

Viém khép tu phat thiéu nién 12 mot bénh khop viém man tinh phd

bién nhit & tré em, néu khong dugc chan doan va diéu tri kip thoi sé

gay nhitng di chiang khong thé phuc hdi. Viéc chan doan som, diéu

tri dung, kiém soét tét phan wng viém khop 1a rat can thiét, c6 tinh

thoi su, khoa hoc. Pay ciing 1a khuyén céo bé ich cho cac bac sy nhi

khoa.
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* Nhitng déng gop méi cia luan an: Day 1a nghién ctu dau tién mod
ta vé dac d1em I&m sang ctaa bénh VKTPTN ¢ tré em theo phén loai cia
ILAR tai mién bic Viét Nam va tai Bénh vién Nhi Trung Uong. Cho biét
hinh théi cac thé 1am sang ciia bénh VKTPTN theo phén loai cua ILAR
gap tai Bénh vién Nhi Trung Uong. Két qua nghién ciu cho thiy thé 1am
sang hay gap nhét cia bénh VKTPTN I3 thé viém it khép va viém da
khop.Theo dbi sy bién ddi vé nong do IL6, TNFa trong huyét thanh
cta nhém bénh nhan thé viém da khop va méi lién quan cua ching
vé6i hoat tinh bénh trude va sau diéu tri 1 ndm. Pua ra mot sb yeu tb
tién lugng bénh cua thé viém it khép va viém da khop gidp cac bac
sy 1am sang c6 ké hoach diéu tri cu thé va quan ly dai han cho cac
bénh nhan Viém khop ty phat thiéu nién.
NQI DUNG CUA LUAN AN

Luan &4n gdm ...trang. Pat van dé (2 trang), chuong 1: Téng
quan (....trang), chuong 2: Déi tugng va phuong phap nghién ciu
(trang), chwong 3: két qua nghién cau (trang), chuong 4: Ban luan
(trang), Két luan (trang), cac diém moi cua dé tai (... trang), va kién
nghi (1 trang). Theo két qua nghién ciu luan én gom co (,,,bang,,,
biéu @b, tranh. Luan &n vai 1 tai lieu tham khao vé tiéng Viét, tiéng
Anh: 133.

Chuong 1
TONG QUAN

1.1. Pai cwong bénh Viém khép tu phéat thiéu nién
1.1.1. Phan logi bgnh Viém khép tw phét thiéu nién

- Pinh nghia viém khép: mot khép viem dang tién trién (1a mot
khép sung khong phai do sy phi dai cia xuwong hoac néu khong sung
khop thi dau khép kem véi gioi han van dong thu dong nhung khong
do chan thuong.
Tiéu chuin chin doian bénh VKTPTN theo ILAR: Ia mét chin
doan loai trur:

1. Khéi bénh & tré < 16 tudi.

Viém tir 1 khép hozc nhiéu hon.
Thoi gian DBB > 6 tuan.
Thé 1am sang duoc x4c dinh [a thé biéu hién trong 6 thang dau cia bénh
D4 chan doan loai trir cAc nguyén nhan viém khop thiéu nién khac

a . own
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Tiéu chuén phan loai bénh VKTPTN theo ILAR [10, 11, 13, 15].

Thé viém khép hé théng: Viém >1 khép va st hozdc sbt truge do it
nhat 2 tudn trong it nhat 3 ngdy cling véi 1 hodc nhiéu hon nhitng dau
hiéu sau:ban dé khong cb dinh, hach to, gan va hoic lach to, viém
mang thanh dich. Tiéu chudn logi trir: A.Ban thin bénh nhan méc
bénh vay nén hodc dd mic bénh vay nén, tién str c6 bénh vay nén &
thé hé 1; B.Viém khép véi HLA-B27 (+) khoi phat & tré trai > 6 tudi;
C.Viém cot séng dinh khép, viém khép lién quan viém diém bam
gén, viém khép cung chiu véi bénh 1y duong rudt, hoi chung Reiter
hozc viém mang bd dao trudc hodc tién sir thé hé 1 c6 mot trong
nhirng bénh trén; D. RF IgM (+) it nhét 2 14n trong khoang thoi gian
cach nhau 3 thang

Thé viém it khép:viem < 4 khép. Tiéu chuan loai trir: A, B, C, D,
va E: C6 biéu hién cac triéu ching toan than.

Thé viém da khop RF(-): Viém > 5 khép trong 6 thang dau cia
bénh va RF(-).Tiéu chuan loai trir: A, B, C, D, E.

Thé viém da khop RF (+): Viém > 5 khép trong 6 thang ddu cua
bénh, xét nghiém RF (+) > 2 1an cach nhau it nhat 3 thang. Tiéu
chuén loai trir: A, B, C, D, E.

Thé viém khép vay nén: Viém khép va vay nén hodc viém khép va
c6 it nhét 2 trong cac ddu hiéu: viém ngén, 16m méng hoic bong
mong, vay nén thé hé thi nhét. Tiéu chuan loai tri: B, C, D, E.

Thé viém diém bam gan: Viém khép va viém diém bam gan hodc
viém khép hodc viém diém bam gan véi it nhit 2 trong cac ddu hiéu:
Ban than hogc gia dinh dau khép cling chau va/ hodc viém cot sdng
lung, HLA - B27 (+), khoi bénh & tré trai > 6 tudi, Triéu ching viém
mang bd dao cép tinh. Tiéu chudn loai trir: A, D, E.

Thé viém khép khong phén loai: viém khop nhung khong di tiéu
chuan phan loai cho 1 thé ndo hoic co nhiéu hon iéu chuin phan
loai.cua 2 thé.

1.1.2. Pgc diém |am sang va diéu trj viém khép tu phat thiéu nién

‘Diéu tri bénh VKTPTN gan ddy ciing dugc céc nha thap khop hoc
thé gisi dong y théng qua véi huéng dan diéu tri cia ACR 2011: cAc
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budc huéng din didu tri dya theo mirc do hoat dong bénh cua tirng
thé 1am sang
¢ Danh gia mirc d§ hoat dgng bénh theo ACR 2011 [16]

Hoat dong bénh VKTPTN theo ACR 2011 dwoc danh gia dua
trén cac thong sé: ¢ém s khdp viém, danh gia cua thiy thudc vé hoat
tinh bénh noi chung, danh gia ciia bénh nhan/ gia dinh v& tinh hinh
stc khoe chung cua bénh nhan va dua trén cac xét nghiém CRP, téc
d6 mau ling. Trén tung thé 1am sang khac nhau s& co cach danh gia
céc mirc @9 hoat tinh bénh thap, trung binh, hay cao.

¢ Danh gia chirc nang vin dong cia khép

banh gid chirc nang van déng khop theo phén loai cua
Steinbrocker (theo 4 giai doan) dya trén chirc nang van dong khép,
diu hiéu teo co, cirng khép va thay ddi trén Xquang.
1.2. Mt s6 ddu 4n sinh hoc duge danh gia trong bénh VKTPTN
1.2.1. Mgt sé yéu té viém: té bao mau ngogi bién, téc dg mau ling,
CRP, C3, C4, 1gG.
1.2.2. Mgt sé yéu té mién dich:
Yéu té dang thap (RF): marker dwoc phat hién thudng xuyén hon &
tré viém da khép so vai nhitng thé 1am sang khéc, kém theo huy khop
la mot tién lugng Xau.
Khang thé khang CCP (citrlin citrullinated peptide): mot chi sé sinh
hoc ¢6 kha ning phan biét nhitng bénh nhan VKTPTN s& tién trién
tich cyc tir Itc khoi bénh, thuong gap hon & thé viém da khop.
Khang thé ANA:. Gap nhiéu hon & tré gai khoi bénh som, dac biét thé
viém it khép, c6 bién chirng viém mang b dao.
HLA B27: la mot phan tir MHC 16p I, dugc phat hién phd bién ¢ cac
tré VKTPTN hon nhom tré khoe manh, lién quan rd rét nhat vai thé
viém diém bam gan.
Cytokine: cac cytokine tién viém (IL1, TNFa va IL6) dong vai tro
quan trong trong co ché bénh sinh bénh VKTPTN. Pénh gia cac
cytokine trong huyét thanh c6 thé thay thé viéc danh gia hoat tinh
bénh, két qua diéu tri.
TNFa: mot cytokine kich thich cac té bao va cac cytokine gay viém khéc,
thuc ddy su phan héa té bao hay xuong, gay tiéu xuong, X6i mon xuong.
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IL-6: mét cytokine “da chirc ndng”, gay cac dap ung pha cap cua qué
trinh viém, tang sinh té bado mang hoat dich khédp, hinh thanh mang mau
mang hoat dich, hoat hda té bao huy cdt bao gay hay hoai khop, sun khop.

) . Chuong2 . .
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciu

107 bénh nhan < 16 tudi, lan diu chan doian VKTPTN theo tiéu
chuan cua hoi thip khép hoc qudc té (ILAR 2001) d4 loai trir ton
thuong khap trong cic bénh ly khac

2.2. Thoi gian va dia diém nghién ciu

Tir thang 9 /2010 dén thang 9 / 2013 tai khoa Di ung- Mién dich-
Khop, bénh vién Nhi Trung Uong.

2.3. Phuwong phap nghién ciu

2.3.1. Thiét ké nghién cizu: Nghién ciu tién ciu mo ta

2.3.2. Cé# mdu: cong thirc tinh cé mdu

n_z2 PA-p)

1-al2) 52

Trong d6: n: ¢& mau nghién ciu , o: muc y nghia thong ké,
chon o = 0,05 (twong tng véi d6 tin cay 95%), Zu.o): tra gia tri tu
bang, twong ing V&i cac gia tri ciia oo nhu trén doc Két qua Zg.oz) =
1,96, &: 1a 6 chénh léch tuyét dbi yéu cau 1a + 4,5% (0,045), p: ty I¢
xuat hién RF dwong tinh & tré em dya theo nghién ctiu cua tac gia C.
Pruunsild va cs nam 2007 la 4,5%. Tinh theo ty & nay thi c& mau la
81,5 bénh nhan. Ap dung cong thirc trén duoc két qua:n = 92. Trong
nghién ciru nay chuing t6i lya chon dugc 107 tré.

2.3.3. Ngi dung nghién ci#u va cac bién nghién cizu

2.3.3.1. Mb td ddc diém lam sang, cdn lam sang cac thé bénh
VKTPTN theo phan loagi ILAR

* P diém chung ciia CAc dai fong nghién cizu, phan logi ting thé benh
* Bgic diém 1am sang ting thé bénh VKTPTN theo phan logi ILAR 2001

- Triéu chimg d4u tién cua tirng thé 1am sang bénh VKTPTN

- Chan doén ban dau tung thé bénh tai tuyén trudgc

- Triéu chiing toan than tai thoi diém nghién ciu trén timg thé bénh
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- Pic diém t6n thuong tai khop ting thé bénh tai thoi diém
nghién ciru:

Sb khép viém, vi tri, tinh chat cac khop toén thwong, mirc do
dau khép danh gia theo thang diém VAS (Visual Analog Scale) quy
dinh 12 VAS 1, danh gia toan dién cua thay thudc vé hoat tinh bénh
dua trén thang diém VAS (quy dinh 1a VAS 2), danh gia toan dién
bai chinh bénh nhan/hoic gia dinh vé tinh hinh chung cua bénh dia
trén thang diémVAS (quy dinh [aVAS 3).

- Danh gia chic ning van dong khop theo tiéu chuin
Steinbrocker gdm 4 giai doan:
e |: bénh nhan van dong gan nhu binh thudong, X quang xuong

khép binh thuong.

e 1l: teo co (+), han ché van dong khop mot phan. X quang c6
hinh mat voi ddu xwong, hep nhe khe khép.

e 1ll: teo co (++), bién dang khop (+), han ché van dong nhiéu,

X quang khuyét xuong, pha huy dau xuong, hep khe khap.

e 1V: dinh va bién dang khép tram trong. Teo co (++), bién
dang khép (++), tan phé.

- Danh gid mic do hoat dong bénh theo ACR 2011. Trén ting
thé 1am sang khéc nhau c¢6 cach danh gia cac muc d6 hoat
tinh bénh khac nhau theo huéng dan caa ACR 2011 nhu sau
[16]:

Bang 2.1: Mie dé hoat dong bénh thé it khép < 4 khép

Mirc d6 hoa dong thip Hoat dong bénh trung binh

Hoat dong bénh cao

(phai thoa mén tat ca) (khdng théa méan dic diém (phéi thoa man it nhit 3)
cta hoat dong bénh cao
hozc thip

s6 khop hoat dong <1 khép [C6 >1 dac diém cua hoat| s6 khop hoat dong > 2

dong bénh thp va < 3

Téc d6 méau ling
hoac CRP binh thuong

Panh gid hoat dong bénh
cia thay thubc (VAS 2) <
3/10

dic diém coa hoat dong
bénh cao

Téc do mau ling va CRP gap
doi gia trj binh thuong

Panh gia hoat dong bénh cta
thay thude (VAS 2) >7/10




Panh gid hoat dong bénh
cia  bénh nhan/gia dinh
(VAS 3) < 2/10

Péanh gia hoat dong bénh cta
bénh nhan/gia dinh (VAS 3) >
4/10
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Bdng 2.2: Mie dé hoat dgng bénh thé da khop > 5 khop

Mirc d6 hoa dong thip

Hoat dong bénh trung binh

Hoat d¢ong bénh cao

(phai thoa man tat ca)

(khong thoa man dic diém
cua hoat dong bénh cao
hoac thap)

(phai thoa man it nhat 3)

s6 khop hoat dong < 4
khop

Téc do mau lang
hoac CRP binh thuong

C6 >1 dic diém cua hoat
dong bénh thap va < 3 dic
diém cia hoat dong bénh
Ccao

S6 khop hoat dong
>8

banh gié ho,at dong bénh
cta thay thuoc (VAS 2) <
4/10

banh gia hoat dong bénh
cia bénh nhan/ gia dinh
(VAS 3) < 2/10

Toc d méu ling va CRP
gap doi gia tri binh
thuong

banh gia ‘hoat ,dcf)ng
bénh ctia thay thudc
(VAS 2) > 7/10

DPanh gia hoat dong bénh
clia bénh nhéin/gia dinh
(VAS 3) >5/10

Bdng 2.3: Mie dé hoat dgng bénh thé viém khép ciing chéu

Mirc d6 hoat d@ng thép
(phai thoa man tat ca)

Hoat dong bénh trung
binh (khong thoa mén dic
diém cua hoat dong bénh
cao hoic thip

Hoat dong bénh cao
(phai thoa mén it nhat
2)

Tbc d6 mau ling hoic CRP binh

thuong

banh gia hoat dong bénh cua

thay thudc (VAS 2) <4/10

banh gia hoat dong bénh cua

bénh nhan/ gia dinh
(VAS 3) < 2/10

C6> 1 dic diém cua mirc
d6 hoat dong bénh thép
va < 2 dic diém ciia hoat
dong bénh cao

Téc do mau ling va
CRP > 2 lan gia tri
binh thuong

Banh gia hoat dong
bénh cua thay thuodc
>7/10

banh gia hoat dong
bénh cha  bénh
nhan/gia dinh  (VAS
3)>4/10




9

Bdng 2.4: Mite dé hoat dgng bénh thé hé thong

Hoat dong bénh thip va trung binh Hoat déng bénh cao)
Sét St
Panh gi4 hoat tinh bénh cua thay| Nhitng dic diém toan than
thubc cta hoat tinh bénh cao (tran
<7/10 dich thanh mac)
Panh gia hoat tinh bénh cua
thay thudc > 7/10

2.3.3.2.Dgc diém can 1am sang trén bénh VKTPTN
Céc xét nghiém vé huyét hoc, sinh héa co ban dugc thyc hién tai cac
khoa phong chuyén trach thugc bénh vién Nhi Trung Uong.

- C4c té bao méu ngoai vi: do bang may dem huyét hoC tu dong

Hb giam néu < 10 mg/dL, s6 lwong bach ciu ting néu > 12 G/L,
s6 lugng tiéu cau tang néu > 400 G/L:

- Toc d6 méu lang gio du tang khi > 20 mm/h

- CRP tang néu > 10mg/dL, C3 binh thuong: 0,82 — 1,18 mg/I,
C4 binh thuong: 0,17 — 0,38 mg/l, lg G ting néu > 15 G/L.

- Yéu t6 dang thip RF: phat hién bang phuong phap dinh lugng
mién dich do do duc tai khoa sinh héa bénh vién Nhi Trung Uong,
(RF < 14 1U/m: (-), RF > 14 IU/ml : (+)). Yéu t& RF goi la (+) phai
duoc danh gia (+) it nhat 2 1an véi khoang thoi gian > 3 thang, trong
6 thang dau cua bénh.

- Khéng thé ANA: thyc hién tai khoa sinh héa bénh vién Nhi
Trung Uong, v6i phuong phap dinh tinh bang k¥ thuat mién dich gén
men.

- Khang thé khang CCP thuc hién tai khoa vi sinh bénh vién Bach
Mai, phuong phap ELISA dinh tinh, Két qua:< 25 Ul/ml (), > 25U1/ml:
(+).

- HLA - B27 lam tai khoa huyét hoc bénh vién Nhi Trung Uong,
vai phuong phap dong chay té bao, phéat hién boi khang thé gan huynh
quang.
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- Cytokine (IL6, TNFa) lam tai bénh vién Trung Uong quan doi
108, trén 32 bénh nhan Viém khép thiéu nién thé da khop RF (-) va
RF (+). Xét nghi¢m nay con dugc ching toi kiém chimng trén 18 tré
khoe manh < 16 tudi, lay & cong ddng. Xét nghiém duoc lam trén
may Immulite 1000 cua hang Siemen. Két qua: Anti ~-TNFa: 0 — 8,1
pg/ml, Anti — IL 6: 0 —5,9 pg/ml.

- X quang cac khop ton thuong: danh gié ton thuong trén X quang
do cac béc sy chuyén khoa chan doan hinh anh bénh vién Nhi Trung
uong dam nhiém.

* Thoi diém danh gia vé c4c trigu chieng 1am sang va can 1am
sang

Danh gié tai thoi diém T(0): thoi diém bat diu nghién ciu. Bénh
nhan duoc diéu tri theo phac dd, tai kham theo ddi danh gia lai tai
thoi diém T3 (sau diéu tri 3 thang), T6 (sau diéu tri 6 thang), T12
(sau diéu tri 12 thang).

- Khang thé khang CCP, HLA-B 27 chi Iam 1 14n tai thoi diém TO.

- IL6, TNFa d4nh gi4 trén 32 bénh nhan thé viém da khop tai TO va T12.
2.3.3.3. Mgt s6 yéu t6 tién luong vé thé viém it khép va viém da khoép

* Tién luong kha nang dat bénh én dinh (khdng hoat déng) sau
12 thang diéu tri. Tiéu chudn bénh khong hoar déng theo ACR:
Khong c6 biéu hién ciia khép viém dang tién trién; Khong cé sét,
phat ban, viém mang thanh dich, hach to; Khéng c6 viém mang b
dao dang tién trién
* Tién heong tinh trang hiy khép ciia céc bénh nhan thé viem da khop.
2.3.4. Xir ly s6 ligu: phan tich sé ligu bang phan mém SPSS 16.0.

Chuong 3
KET QUA NGHIEN CUU

3.1. Pic diém 1am sang chung cac thé bénh bénh Viém khép tu
phat thiéu nién theo phan loai ciia ILAR
3.1.1. Dac dtem chung ciza nhdm bgnh nhan nghién criu
Nghién ctu gom 107 tré, trong d6 nam (53, 5%) nir (46,7%).

e Phan bé cac ddi tuong nghlen ctru theo thé 1am sang
Thé viém it khop: (43,0%), thé viém da khop RF(-) (22%), viém da
khop RF (+) (19%), Viém khép hé thong (4%), viém diém bam gan
(11%), viém khap khéng phén loai 2%
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3.1.2. M0 td diic diém 1am sang ciia thé viém it khép (N=46)
3.1.2.1. Dac diém chung cua thé viém it khép

Thé viém it khép gom 46 bénh nhan (nam: 24; nix: 22), nam/
nie:1,1/1.

Tudi khoi bénh trung binh: 5,34 + 3,51, thoi gian phat hién bénh
trung binh: 6.67 + 9,29, mét mai, chdn an, sat can ty I€ lan luot la
23,9%, 21,9%, 8,7%
3.1.2.2. Tri¢u ching toan than tai thoi diém T(0) thé viém it khop:
Sét (2,2%).
3.1.2.3.Ddc diém viém khép thé viém it khop tai thoi diém nghién ciru

e S6 khop viém trung binh :1,65 + 0,85 khop. Mirc dg dau
khop theo VAS: 2,50 + 1,26. Ton thuong 1 khép: 26,56% (100% ton
thuong khép chi dudi). Ton thuong > 1 khép: 20,43% (khép chi
duéi: 100%, khap chi trén: 60%). Chuac nang van déng khdp theo
Steinbrocker: 100% giai doan 1. Hoat tinh bénh thip: 10%, hoat tinh
bénh trung binh: 63%, hoat tinh bénh cao: 26,1%.

e Ddc diém vé v tri céc khop ton thiong cia thé viém it khop:
khop gdi chiém ty 1& cao nhat (84,8%), khép ban ngon tay (4,3%),
khop cb chan (58,7%), cb tay (23,9%), khop hang (13%), khop
khuyu (10,9%).

3.1.3. M0 td dic diém |am sang thé viém da khép RF (+) va RF (-)
3.1.3.1. Mgt 86 ddc diém chung vé thé viém da khép RF(+) va RF (-)

e Thé viém da khép RF (+) gom 20 bénh nhan (niz: 65%, nam:
35%), tusi khai bénh trung binh: 6,89 + 3,20 thang, thoi gian phat
hién bénh trung binh: 7,10 + 11,15 thang.

o Thé viém da khép RF (-): 23 bénh nhan (niz:65,2%,
nam:34,8%); tugi khai bénh trung binh:5,79 + 4,18 thang. Thoi gian
phat hién bénh trung binh thé da khop RF (+):7,10 * 11,15 thang, thé
da khép RF (-): 8,05 + 8,39 thang.
3.1.3.2. Triéu chiing toan than tai thoi diém T(0) cia bénh nhan thé

viém da khop RF(+), RF(-):

Thé da khép RF (+): sbt (65%), da xanh (65%), gan/lach to (5%)

Thé da khép RF (-): sét (65,2%), da xanh (52,2%)
3.1.3.3. Pdc diém ton thirong khép cua thé viém da khép RF (+)/ RF

(-) tai thoi diém nghién ciu:
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- S6 khép ton thuong trung binh thé da khép RF (+): 8,70 £ 3,54,
the da khop RF (-):7,38+ 1,88
- Vi tri ton thuong khép cida thé viém da khop RF (+)/RF (-)

HRF (+) BRF (-)

75

80 - 65,2

60 -
40
20 13 58,7

0 T T T T T T
Khop Khop Khép Khép Ban Ban K
gdi cOtay cd khuyu ngon ngon

ALA L AhAK

Bidu dé 3.8. Vi tri ton thuong khép ciia thé viem da khop RF(+/-

60
556,5 78 456,5

1
(6]

)

o Muic do hoagt dong bénh cua thé viém da khop theo ACR 2011

Khong c6 hoat tinh bénh thip & hai thé nay. Thé da khép RF(+)
va da khdp RF (<) ¢6 hoat tinh bénh trung binh: 15% va 13%, hoat
tinh bénh cao: 85% va 87%.

o Chutc nang van dong khop theo Stein Brocker: 95% bénh nhéan
cua hai thé viém da khop RF (+) va RF (<) déu ¢ giai doan 1theo
Steinbrocker.

3.1.4. M td ddc diém 1am sang cia thé viém khép hé théng theo

ILAR

3.1.4.1. Pdc diém chung: Thé viém khép hé thong chi gap trén 4
bénh nhan nam, tudi khai bénh trung binh: 8,21+ 3,22 tudi, thoi gian
phat hién bénh trung binh 1,05 + 0,02 thang.

3.1.4.2. Pc diém toan than tai thoi diém T(0)u: 4 bénh nhan c6 day
du céc triéu chung toan than: sét con, phat ban, da xanh, gan va hoic
lach to. Tran dich thanh mac gap 3/4 bénh nhan.

3.1.4.3. Pdc diém ton thirong khop tai thoi diémT(0): s6 khp viém
trung binh 4,5 + 1,0. Vi tri khop tén thuong: khop gdi 75%, cb tay
50%, c6 chan 25%. Muc d6 dau khép danh gia theo VAS:7,25 +
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1,89, chirc ning van dong khdp 100% & giai doan 1, hoat tinh bénh

cao: 100%.

3.1.5. M0 td ddc diém lam sang cia thé viém d@iém bam gantheo
ILAR

Gap trén 12 tré trai, tudi khai bénh trung binh: 10,30 + 3,27, thoi gian

phéat hién bénh trung binh: 14,02 + 22,89 thang. Triéu ching toan

than: sbt 8,3%, s6 khép viém trung binh: 3,0 + 2,38, ton thuong khop

chi dudi 91,7. Chirc nang van dong khop: Giai doan 1: 66,7%, Giai

doan 2: 25%, Giai doan 3: 3,3%. Hoat tinh bénh thép: 16,7 %, trung

binh: 35%, cao: 58,3%.

3.2. Khio sat mgt sé diu 4n sinh hoc trong bénh VKTPTN thé

viém it khép va viém da khop
3.2.1. Mgt s6 chi sé sinh héa ddinh gid phdn ing viém tgi thoi diém T(0)
Bang 3.20. Mot s6 chi s6 sinh hoa danh gia phan @ng viém tai thoi
diém nghién ciru T(0)

14
Trung | 027 | 027t | 033% | 0.35% 032 | 026%
binh | 0,20 0,29 0.2 010 (9280271 o1 | 018
P M@ >005: @ @) > 005, @ @ >005

Thé bénh E‘f | h da khoo | Téda | Théhe | Théviem | Thé knong
op Rf: (i) (Zc;p khop RF| thong | diém badm | phénloai | Chung
Céc chi s6 vié Q) (4) gén (5) (6)
&c chi s6 viem (1)
n=46 n=20 n=23 n=4 n=12 n=2 N =107
m>1/(()1l 30 20 23 4 7 o 84
(ng% )| @2 | 000 | (000 | 1000 | (682 (78,5)
CRP Tt:il:]rr]]g Zf'??gst 49,18+ 36,83 Sgé?fsi 8?.6?:: 3§6A,1§7i %’,%:f 4&?35
P @ @ <001 D@) <00l (1) (4 <001
>2%“m 38 20 23 4 8 1 94
' () | €20 | (1000) | (1000) | (1000) | (6L5) | (500) | (87.8)
Toc do mau -
ling Tk;‘:]'r‘]g 47,02% | o) o1 1 0o 40| 8380% | 9902 | 77,15+ | 205+ |6784%
26,80 8421229401 Tog 45 | 3976 | 36,61 5,0 34,47
P @) @ <001 ") (3)<001 (1) (@) <0,01
;1'2 0 12 10 4 1 0 27
noy | © | @0 | @5 || 63 | © | @2
c3 '
Trung | 1,15+ 1,56 + 1,60 + 1,03+ 1,28+
binh | 020 | 18320311 “5o0" | g1 |132£024) To 0,29
P 1) <005, (1)(3)<005 (1) @A) <005
>|
T o 0 (215 7) (73 0) 0 0 (1%169)
ca (n, %) ' ' '
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3.2.2. Pdc diém vé yéu té RF, khang thé khang CCP, khang thé 3.2.3. Néng dp (IL6, TNFa) trong huyét thanh cia nhém bgnh

ANA, HLA- B 27 ‘, o ) - )

Bdng 3.22. Dic diém yéu t6 RF, khang thé khang CCP va ANA, HLA-B nhan viém da khop RF () va viem da khdp RF (+) _
27 ¢ Nong dé IL6 trong huyet thanh 32 bénh nhan viem da khop tai

T(0): 185,56 + 297,95pg/ml, tai T(12): 48,53+ 104,65pg/ml. Néng do

meeenh| [ heda| medn | VT“*;; kmg TNFa trong huyét thanh 32 bénh nhan viém da khép tai T(0): 204,1 +
knop | ARTD | KPR | thong | diem | phan | NS 296,35pg/ml, tai T(12): 170,22+ 256,09pg/ml.
Véuth bamgan] loai e Lién quan giiza nong dé 1L 6 huyét thanh véi marker viém
mién dich n=46 | n=23| n=20 | n=4 | n=12 | n=2 | N=107
G | G Ce ) 06 Gy ) 08 ) 06 IL6 | IL6tang | IL6 khong o
n=27 tan
RF () © | © | a0 |@o| © | e e Markers oo | nos | OO0 | P
viém (%)
Anti CCP (+) (8) 0 (15 0 | © 0 0 (129) sbt 6 2 1
(95,6) 43) 15,55
ANA (+) ( 42’3) 0 0 0 0 0 ( 1?9) khong 6 , | @RE-oey
555) | (44,4)
HLA B 27 (+) (8) 0 0 0 (759 0 (53 0 (91%)
: : : CRP tang 25 1
(96,1) (38) 38,15
Khong tang 2 4 (2,53 -2552)
@33) | (66,7)
ESR Ting 26 2
(92,8) 7.1) 30,13
Khong tang 1 3 (1,688 — 2119)
(25) (75)

e TNFa trong huyét thanh c&c bénh nhdn viém da khop ting
nhung chua trong quan cé y nghia véi biéu hién ting CR va toc do
méau ling
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3.3. Dic diém tién lwgng thé viém it khép va viém da khép
3.3.1. Tién lwong vé hoat tinh bgnh thé viém it khép va thé vém da

khdp RF (-), RF (+)

- Ty 1& dat bénh khdng hoat dong cua thé viém it khop: 36,9%, thé
da khép RF (+) /RF (-): 14,6%, viém khop hé thong: 25%, viém

diém badm géan: 25%

e Tién hupng vé hogt tinh bénh cuia thé viém it khop
Bang3.30. Tién luwgng vé hoat tinh bénh cta thé viém it khap

Cic dic diém Bénh hoat dong Bh‘f’gaht ';2%39 p
Tuoi khoi bénh (X £ SD) 4,43 + 2,99 6,86 + 3,94 | <0,005
Tuoi chan doan (X + SD) 5,06 + 3,21 7,15+4,14 <0,01
Thoi gian phat hién bénh (thang) 8,52 + 10,67 3,64+5091 <0,01
S6 khdp viém 1,96 + 0,92 1,18+ 0,39 <0,01
VAS (1) 3,18+ 1,33 2,47+1,62 < 0,05
CRP 32,61 + 17,65 13,39+6,70 | <0,01
Toc @6 mau lang gio dau 55,46 + 27,61 34,47 +20,24 | <0,01
e Tién hrong vé hogt tinh bénh cua thé viém da khop
Bang 3.31. Bac diém tién luong bénh cia thé viém da khop
Dic diém 1am sang, Bénh hoat dong Bénh krjong
can lam sang (n=35) hoat dong P
' (n=6)
Thoi gian phat hién bénh
(thang) + SD 10,66 +13,50 | 4,58+7,90 | <0,05
S6 khép viem
+SD |1028+254 [767+258 [<0,05
3.3.2. Tién hrpng huly khdp trén XQ ciia thé viém da khdp RF (- RF(+)
e Lién quan cua RF Véi ton thuong hiy khop trén XQ ]
Bang 3.33. Lién quan cua RF vai dic diém hay khép trén XQ thé
viém da khaop
Ton thuong Huy khép Khong hay khép
Khop OR P
RF n % n % (95%CI)
RF (+) 11 | 57,8 8 425 13,75 < 0,005
(2,47 - 76,42)
RF () 2 9,1 20 90,9
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Chuong 4
BAN LUAN

4.1. Nhan xét vé dic diém 1am sang cac thé bénh VKTTN theo
phan loai caa ILAR 2001
4.1.1. Nh@n xét vé dic diém chung ciia cdc déi twong nghién ciru

VKTPTN Ia mét nhdm cac bénh thap khép phd bién nhit ¢ tré
em, nhung it dugc nghién ctu tai Viét Nam Can bénh nay c6 phan
phéi trén toan ciu nhung khac nhau giira cic chung toc. Hoi thip
khop hoc quéc té (ILAR) da dua ra cach phéan loai bénh theo 7 thé
lam sang, va phan loai nay trong nhitng niam gan day da duoc sur
dung trén toan thé gioi. Nghién ciu ciia chung t6i ciing dung tiéu
chuén phan loai cac thé 1am sang cua bénh theo tiéu chuan ciia ILAR
2001, két qua gom co: thé viém it khép: 46/107 bénh nhan (43,0%),
thé viém da khép RF (-): 23/107 bénh nhan (21,5%), viém da khop
RF (+): 20/107 bénh nhan (18,7%), thé viém khop hé thong: 4/107
bénh nhan (3,7%), thé viém diém bam gan: 12/107 bénh nhan
(11,2%), va thé viém khép khong phan loai: 2/107 (1,9%). Chung tdi
chua gap bénh nhan nao thudc thé viém khop vay nén.

Két qua tir nghién ciru caa chdng toi ciing tuong ty nhu nghién ctu
cua tac gia & cac nudc dang phat trién. Hon nita nghién ciru cua ching
t61 dugc tién hanh tai bénh vién, d6 déu 1a cac bénh nhan VKTPTN
mai khai phét bénh dugc vao vién dé theo ddi chan doan, diéu tri. Co
thé vi ly do d6 nén chung toi thiy rang thé viém it khép theo nghién
ciru cua chdng toi chiém ty 1é cao nhét (43%).

* Pgc diém vé giéi tinh

Trén 107 bénh nhan VKTPTN trong nghién ciru cia chdng toi, ty
Ié bénh nhan nit: 46,7%, nam: 53,3%. Ty |é nam/nix: 1,14/1. Theo H.
M. Albers (2010) ty Ié méic bénh cua nir 68,8%, Samia Naz (2013) la
50,3%. Ngoai ra nghién ctu coa tré em chau A khac véi céc tré da
traing vé bénh VKTPTN, biéu hién cha yéu & tré trai véi tudi khoi
bénh khéc nhau tdy theo thé 1am sang. Nghién ciu caa ching toi phi
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hop VGi c4c tac gia & chau A.Tuy nhién ty 1& v& gigi con khac nhau
gitra c4c thé 1am sang cua bénh.
4.1.2. Nhdn xét vé dgc diém 1am sang ciia cac bénh nhan thé viém
it khop

Biéu hién 1am sang cua bénh VKTPTN c6 thé gidng véi cac bénh
khac nhung déu c6 dic diém ton thuong khép. Dic diém khéc nhau
cua cac thé 1am sang theo phan loai cua hoi thip khép hoc quéc té 1a
dua vao sé khép ton thuong bén canh nhitng biéu hién toan than.
Thé viém it khép: Day 1a mot thé 1am sang hay gap biéu hién ndi bat
| chi ton thuong tai khop (dudi 5 khop), va it co cac biéu hién toan
than. Nghién cau caa chdng toi chi gap mot vai bénh nhan co triéu
chirng toan than: sét (2,2%), khéng c6 bénh nhan nao cé céc biéu
hién do phan tng viém kéo dai nhu da xanh, gan lach to... Theo Oen
K. dic trung cua thé bénh nay Ia it giap céc biéu hién toan than hon so
V6i cac thé 1am sang khac, trir biéu hién ton thuong tai mit.
Vé triéu chang ton thuong tai khop ching tdi thiy chi tén thuong 1
khop chiém 56,5%; ton thuong trén 1 khép (43,5%). Lién quan Véi
tén thuong cua khép gdi chiém cao nhit so véi vi tri ciia cac khop
khac (82,6%). Theo David S. Gibson (2012) thé viém it khép c6 ton
thuong trung binh 12 2,3 khép, cao hon so véi két qua nghién ciru cia
ching toi (1,65 * 0,85 khép). Nam 2011, Mathew L Stoll nghién ciru
trén 36 bénh nhan thé viém it khép véi tudi khoi bénh trung binh 13
5.3 + 2.8, ton thuong cac khép hay gap 1a khép gbi :80% ; khop ¢b
chan: 15%, cb tay: 10%, khp ban ngén tay chan: 25%.
4.1.3.Nh4n xét vé dzc diém 1am sang thé viém da khépRF+ va RF (-)

Pay 1a mot trong nhitng thé 1am sang ma ngoai biéu hién ton

thuong tai khép con biéu hién nhing triéu ching toan than kha ndi
bat. Thiéu méau 12 mot biéu hién ngoai khop phd bién nhét cua thé
nay. Nguyén nhan cua thiéu mau la do thiéu st va thiéu méu do bénh
ly viém man tinh, clng véi tac dong cua IL 6 gdy tong hop cac
protein trong pha viém cip, va gay nhirng biéu hién toan than khac
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nhu sét. Thé viém da khop RF (+) sét chiém 65%, thé viém da khop
RF (-) sbt gap 65,2%. Theo Samia Naz1 trong viém khép thiéu nién
thé da khop sét chiém (68,4%). Tuy vay cac triéu chung toan than
nady con gap nhiéu hon & thé viém khop hé théng. Chang-
Ching Shen, biéu hién ngodi khép nhu sét, phat ban, gan lach to hay
gap trong thé viém da khép va viém khép hé thong.

Pic diém ton thuong tai khop: thé viem da khép RF (+), ton
thuong khop hay gap nhét 1a khép ban ngén tay (75,%), khép cé tay
(60,%), khop ¢6 chan (45,%). Pac diém viém khop ddi ximg thuong
gap nhat 12 khép cb tay, cac khop nho ban ngén tay trong d6 thé da
khop RF (-) chiém 47,8%, thé da khép RF (+) chiém 80%. Theo
James Chipeta dac diém viém khop déi ximg thuong gap nhit 12 vi tri
khop cb tay. Biéu hén viém khop khong ddi ximg thuong gap o thé
viém it khop, con viém khép dbi xtng thuong gap 1a thé viém da
khop, viém khép thé hé théng.

4.1.4. Nhdn xét vé ddc diém 1am sang thé viém khép hé théng

Nghién ctru cua ching toi thé viém khop hé thdng, tat ca 4 bénh
nhan nam nay déu cé biéu hién ram r voi céc triéu ching toan than
nhu sét cao, da xanh, phat ban, gan lach to, bén canh triéu chiing
sung dau khép. Day l1a thé 1am sang phé bién nhit cé lién quan voi
tinh trang thiéu mau, ting sb luong bach cau, sé lwong tiéu ciu, ting
CRP va téc do mau lang.

4.1.5. Nh@n xét vé dgc diém 1am sang thé viém diém bam gan:

Nghién ctru ctia ching toi rat it bénh nhan c6 biéu hién toan than,
sét (8,3%), da xanh (8,3%). Piéu nay ciing phu hop véi nghién ciru
cua CAc tac gia nudc ngoai, dic diém toan than chu yéu chi gap ¢ thé
viém da khép va viem khép hé théng. Ty 1é (+) cua HLA - B 27 &
thé viém gén theo chung t6i twong ddi cao 9/12 tré (chiém 75%), két
qua ndy phi hop véi cac nghién ciru ctia Pai Loan (Shen CC, 2013)
[94]. Dic diém ton thuong khdp ndi bat 13 cac khop cia chi dudi nhu
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khop ¢ chan chiém phan 16n (91,7%), khép gdi (75%), ngoai ra con
gap & cac khop ban ngoén chén (16,7%).

Thé viém khép viy nén 12 mot thé hiém gip. Chlng tdi ciing
chwa gip bénh nhan ndo c6 viém khop vay nén trong thoi gian nghién
ctru dé tai nay. Tuy vay ching t6i gap hai bénh nhan thugc thé viém
khép khong phéan loai.

4.2. Ban luan vé mgt s6 dau 4n sinh hoc thé viém it khép va viém
da khép

Nghién ciru ciia chdng toi hiu hét cac bénh nhan VKTPTN déu c6
gié tri ting 1én cua CRP va tdc do mau ling, dic biét ting cao hon &
hai thé viém da khép va cao nhat 1a thé viém khép hé thong. Theo
Andrei, CRP, téc &6 mau ling 1a nhitng chi s6 quan trong dé danh gia
vé hoat tinh cia bénh va dap tng véi didu tri, chung co tuong quan
chit ché vai cac chi s6 danh gia vé chire nang van dong khép [1].

Khéang thé khang nhan chung toi d4 phat hién 2 bénh nhan c6
khang thé ANA (+), dat ty 1& 1,9%. Day la 2 bénh nhan thudc thé viém
it khop. Theo Chang Chien Sang ty 1¢ khang thé ANA ciing thip
trong nghién ctru ctia 6ng [101]. Theo Samia Naz, ty 1é khang thé
khang nhan 100% (-), ho cho rang do xét nghiém phat hién khang thé
ANA thyc hién boi phuong phap ngung két hdng cau gian tiép [93].
Két qua nghién ctru cua ching t6i vé ty 18 (+) cua khang thé ANA
phtl hop vé6i mét sb tac gia & An Do, Dai Loan, va Srilanca.

Yéu té dang thap RF: theo chiing tdi ty 1& RF (+) chiém (19,6%),
trong d6 100 % & thé viém da khop RF (+) ¢6 yéu t& RF (+). Nghién
Cclru Clia Samia Naz, RF (+) chiém 10,27% ciia cac thé 1am sang,
trong d6 thé viém da khop RF (+) chiém 95%, 1 bénh nhan (5%)
thudc thé viém khop khong phan loai , khéng c6 bénh nhan nao thé
viém khop hé thong vai RF (+)[93].

- Khang thé khang CCP (anti-CCP): chlng t6i gap 2/107 (1,9%)
s6 bénh nhan. Céc bénh nhan nay déu thugc thé viém da khop RF (+)
va ¢6 ton thuong khép dang bao mon trén X quang ngay tir thoi diém
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bit ddu dugc chan doan va diéu tri. Theo Andrea, mot trong nhiing
chi sb sinh hoc ¢6 thé giup phan biét nhimg ca bénh c6 kha ning tién
trién nang ngay tir dau d6 1a khéng thé khang CCP [1].

Nong dp cita IL6, TNFa trong huyét thanh ciia bénh nhan thé viém
da khop

Nghién ciru ciia chiing ti ndng do 1L 6 trong huyét thanh cua cac
bénh nhén thé viém da khép giai doan bénh hoat dong cao tai T(0) Ia:
185,56 + 297,95 pg/ml; ndng do TNFo 1&: 204,1 + 296,35 pg/ml, tang
cao hon so v&i nhdm chirng & cac tré khoe manh, sy khac biét co y
nghia (p < 0,05). Theo Wilco de Jager, ndng do cytokine trong huyét
thanh cua cac bénh nhan VKTPTN giai doan hoat dong tang cao tir 2-
35 lan so v6i nhém ching [79]. Ching t6i thiy ndng do IL6 ting 1én
twong xung Vvoi ddu hiéu sét trén 1am sang, v6i mic ting cao cia
CRP va toc d6 méu ling. Pay déu la nhiing chi sé quan trong danh
gi4 mirc d6 hoat dong caa bénh. Theo Spirchez M va cs (2012) ndng
d6 IL6 trong huyét thanh dugc xem nhu mét chi s6 giup danh gia
hoat tinh cta bénh, cung cap thém nhiing thong tin trong cac tinh
huéng 1am sang [78].
4.3. Mt s6 yéu t6 tién lwgng thé viem it khép, viem da khép.
4.3.1. Tién Iwong khd néng dat bénh khong hoar déng thé viem it
khép va thé viém da khop

Thé viém it khép ty 18 bénh khong hoat dong sau 1 nam theo doi

va diéu tri dat cao nhét (36,9%) so vdi cac thé 1am sang khac cua
bénh. Ngoai ra danh gia vé hoat tinh ciia bénh chung t6i nhan thay s
khop viém, diém dau VAS giam c6 y nghia trén nhirng bénh nhan dat
dugc bénh khong hoat dong sau 1 nam. Két qua nay cua ching toi
ciing phi hop véi cac tac gia khac. Shenoi S (2010) ciing cho biét
VKTPTN thé it khép tir 1au d& dugc coi 1a thé ¢6 tién luong tét nhét
trong sé cac thé 1am sang cua bénh [132]. Tim hiéu vé thé viém it
khop chdng t6i nhan thay néu tudi khai bénh > 6 tudi, thoi gian méc
bénh < 4 théng, c6 ton thuong < 2 khdp, diém dau danh gia theo VAS
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< 5 diém, CRP < 20mg/dI, téc d6 mau ling gio diu < 40 mm/h thi kha
nang dat bénh khong hoat cao hon ¢ nhom di dién. Sy khac biét nay
c6 y nghia vai p < 0,05. Theo Berit Flat@, tién luong ciia thé viém it
khop gdm: khéi bénh som, téc d6 mau ling ting cao tir lic khai bénh
thi tién luong bénh s& hoat dong dai déng [86].

Thé viém da khdp ching tdi thay ty 1& dat bénh khong hoat dong
& nhom tré viém da khop 1a: 14,6%. Xét cac yéu té gdy anh huong
dén hoat tinh cua bénh tai thoi diém sau diéu trj 12 thang, chung toi
nhan thiy néu thoi gian méc bénh < 5 thang, s6 khdp viém ban diu <
10 khép thi khi ning dat bénh khong hoat dong cao hon nhom ddi
dién. Theo tac gia Berit Flat@, yéu t6 tién luong vé mot dién bién
bénh khong thuan loi ciia thé viém da khép bao gom tdc do mau ling
tang cao kéo dai, RF (+), tén thwong khép md rong, bénh khoi phét
som, dic biét & tré gai [86]. Wallace CA (2014) cho biét tién luong
vé kha nang dat bénh khong hoat dong cta thé viém da khép sau mot
liéu phap diéu tri tich cyc va s6m gdm c6: thoi gian phat hién bénh
s6m, bénh nhén ¢ dép tmg t6t sau 4 thang diéu tri, mot dap g tét
Voi liéu phap diéu tri s€ c6 thoi gian dat bénh khong hoat dong kéo
dai [135].
4.32. Tién lwong Vé khd nang giy hity khép & cac bgnh nhan thé viém
da khop. o

Chung toi thay ton thuong hiy khdp trén X quang lién quan

V6i su co mit ciia yéu té RF (+), va hodc voi khang thé khang CCP
(+).TAc gia Gupta R va cs ciing thdy ring khang thé khang CCP c6
thé duoc phat hién thuong xuyén hon & cac bénh nhéan thé viém da
khop RF (+) so v6i cac thé 1am sang khac ctia bénh. Khang thé khang
CCP (+) lién quan c6 ¥ nghia véi ton thuong khép dang bao mon va
bién dang khop.
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KET LUAN
1. Pic diém 1am sang cac thé bénh VKTPTN theo phan loai cia
ILAR

Thé viém it khép: chiém 43%, ty 1& nam = ni, tudi khoi
bénh:5,34+ 3,51tudi, thoi gian phét hién bénh: 6,67 + 9,29 thang. Tén
thuong chi 1 khop: 56,5%, t6n thuong 2 — 4 khop: 43,5%, ton thuong khop
gdi: 84,8%., s6t: 2,2%.

Thé viem da khop RF (+): chiém 19%: tré gai (65%), woi khoi
bénh:7,45 + 3,95; thoi gian phat hén bénh:7,10 + 11,15 thang, s
khop tén thuong : 8,70 + 3,54, vi tri khép thuong gap: ban ngon tay
(75%), cb tay (60%), khop gdi (50%), cung vai biéu hién sbt: 65%,
da xanh (65%)

Viem da khop RF (-): chiém 22 %: tré gai 65,2%, tudi khai bénh: 6,57
+ 4,53 tudi, thoi gian phat hién bénh: 8,05 + 8,39, tén thuong trung
binh:7,38 + 1,88 khap; vi tri thuong gap: khop ban ngon tay (65,2%),
khop géi (56,5%), ¢6 chan (56,5%), va biéu hién sét:65,2%.

Thé viém khép hé thong: (3,7%). Chi gap ¢ 4 tré trai , triéu
chirng toan than ram rd: sét con, phat ban, gan lach to, da xanh, t6n
thuong trung binh: 4,5+ 1,0 khap.

Thé viém diém bam gan: ( 11%), déu l1a nam, tudi khoi bénh:
10,30 £ 3,27, thoi gian phat hién bénh: 14,02 + 22,89 thang. Tén
thuong khdp chi dudi: 91,7%, khop ¢d chan: 91,7%, gbi: 75,0%, biéu hién
sbt, da xanh: chi 8,3%.

2. Pic diém mét s6 dau 4n sinh hoc trong bénh VKTPTN thé
viém it khép, va thé viém da khép

Thé viém it khép: Hb: 115,6 + 27,34g/dL, Sé lugng bach cau 10,18
+ 3,05G/L, sb luong tiéu cau: 369,50 + 126,54 G/L, CRP: 24,93 +
17,26mg/dL, téc d6 mau ling 47,02 + 26,8, C3: 1,15 + 0,29mg/l, C4:
0,27 + 0,20mg/l, khang thé ANA(+): 4,3% .
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Thé viém da khép RF (+):Hb: 99,2 + 10,67mg/dL, s6 lugng bach
cau: 11,78 + 5,32 G/L, s luong tiéu ciu: 519,08 + 189,66G/L, CRP:
49,18 + 36,83mg/dL, téc do mau ling: 84,21 + 29,40. RF (+):100%
thé da khop RF (+), khéng thé Anti CCP chi gap trén thé da khop RF
(+), chiém 10% thé nay.

Thé viém da khép RF (-): Hb: 89,99 + 37,25mg/dL s6 lugng bach
cau: 17,15 + 7,4G/L, s6 lwong tiéu ciu: 496,05 + 127,07G/L, CRP:
58,95 + 39,18mg/dL, téc d6 mau ling: 83,80 +29,42.

Nong dj 1L6 huyét thanh ciia thé viém da khép RF (+)/ RF (-) giai
doan bénh hoat dong cao: 185,56+ 297,95ng/ml, ¢d lién quan véi dau
hiéu sét, taing CRP va toc d6 méau ling, 1a mot chi s6 ¢6 y nghia danh gia
bénh hoat dong.

Néng d¢ TNFa huyét thanh cia thé viém da khop RF (+)/ RF (-)
giai doan bénh hoat dong: 204,1 + 296,35ng/ml, van ting cao & nhdm
bénh khong hoat dong, 1a mét chi sé gitp theo di diéu tri bénh.

3. Mt sb yéu to tién lweng thé viém it khép va thé viem da khép

- Tién luong bénh khong hoat dong cua thé viém it khop: tudi
khoi bénh > 6 tudi, thoi gian phat hién bénh < 4 thang, ton thuong <
2 khép, diém dau khop theo VAS < 3 diém, CRP < 15mg/dL tc do
mau ling gio ddu < 40 mm/h thi kha niang dat bénh khong hoat cao
hon ¢ nhom ddi dién.

- Tién luong bénh khong hoat dong ciia thé viém da khép thoi
gian phét hién bénh < 5 thang, va s6 khop viém < 10 khdp, bénh nhan bt
dAu 6 dap tmg didu tri tir thoi diém 6 thang,

- Thé viém da khép v6i RF (+) va hoac khéng thé khang CCP
(+) c6 gia tri tién luong tinh trang huy khop trén X quang goi y vé mot
liéu phap diéu tri sém, tich cuc tranh tan phé cho tré.
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KIEN NGHI

1- Nghién ciu vé bénh VKTPTN cin duoc tiép tuc mé rong
trén mot mau 16n hon & nhiéu khu vya trén pham vi ca nuéc va thoi
gian nghién ciru can dugc tién hanh dai hon. Trén co sé do két qua
nghién ciru méi co6 tinh dai dién thuc té cho tinh hinh bénh VKTPTN
cua tré em Viét Nam, dé tim duoc ty 16 méi mic va ty 1é mic chung
cua cac tré VKTPTN.

2- Sy phéi hop cua cac bién phap diéu tri hd trg (vat ly tri
liéu, chinh hinh...) giGp ndng cao hon hiéu qua diéu tri.
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BACKGROUND

Juvenile idiopathic arthritis (JIA) is the most common chronic
rheumatic disease of childhood. It is defined as an inflammatory
arthritis of unknown origin in at least one joint persisting for more
than 6 weeks in children younger than 16 years of age, with diagnosis
made after other specific diseases that also cause arthritis have been
ruled.

Currently, in Vietnam as well as many countries around the world,
while the incidence and prevalence of acute rheumatic fever have
been decreasing in developed nations since the early 1900s thanks to
primary prevention program for Group A § hemolytic Streptococcus.
Emerged in models of pediatric arthritis is juvenile idiopathic
arthritis. Prevalence rates ranging between 1 - 10 /1000 children have
been reported in the countries. The incidence of JIA in the US is
about 10/100 000, and 80 - 90/100000 children in Singapore.. This
disease is not easy to diagnose because there is no specific criteria
that help confirm the diagnosis. As our understanding of the complex
network of immune cells and inflammatory cytokines has improved,
biologics have been developed to modulate the inflammatory
processes. Biomarkers with the potential to diagnose, differentiate,
monitor those patients with aggressive JIA have recently studied. In
Vietnam JIA has not been studied much, especially about the clinical
characteristics according to the ILAR classification and some
biomarkers of the disease.

Respond those fact isues we performed the study named: "Study
clinical characteristics and some biomarkers of juvenile idiopathic
arthritis" with three objectives:

1. Describe the clinical characteristics the subtypes of juvenile
idiopathic arthritis according to ILAR classification.

2. Survey some biomarkers in oligoarthritis and polyarthritis
subtype.
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3. A number of possible prognostic factors in oligoarthritis and
polyarthritis subtype.

*Impact of the thesis

Juvenile idiopathic arthritis (JIA) is the most common chronic

rheumatic disease of childhood. The disease if not early diagnosed

and treated will result the irreversible sequelae. Early diagnosis,

proper treatment, control active joint arthritis is necessary, taking into

current events, science. It is also useful recommendations for

pediatricians.

*New contributions of the thesis

This is the first study described the clinical characteristics of the JIA in

children classified by the ILAR in northern Vietnam and at National
Hospital of Pediatric . The study results showed that the most
common phenotypes of the disease is oligoarthritis and polyarthritis.
Discribes the change in the concentration of IL6, TNFa in serum of
patients with polyarthritis and to find the association with disease
activity before and after 1 year of treatment. Mention the prognostic
factors in the oligoarthritis and polyarthritis help clinicians to manage
long-term for patients with JIA.
CONTENTS OF THE THESIS
The thesis consists of ... pages. Place the problem (2 pages), Chapter
1. Overview (... .trang), chapter 2: Subjects and Methods (pages),
Chapter 3: findings (p), Chapter 4. Discussion (page), conclusion (p),
the new location of the subject (... page), and recommendations (1
page). According to the thesis include (,,,,,, chart table, paintings. The
thesis with one reference in Viethamese, English: 133.
CHAPTER 1: OVERVIEW

1.1. Review of Juvenile idiopathic arthritis
1.1.1. Classifycation of JIA according to ILAR 2001

- Definition of arthritis: Arthritis is defined as a clinical finding of
swelling within a joint, or limitation in the range of joint movement
with joint pain or tenderness, excluding primarily mechanical
disorders and other identifiable causes
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JIA diagnostic criteria: Juvenile idiopathic arthritis is, according to
the International League Against Rheumatism (ILAR), defined as
swelling within a joint, or limitation in the range of joint movement
with joint pain or tenderness, which persists for at least 6 weeks in a
child under 16 years of age, observed by a physician, and not due to
primarily mechanical disorders or to other identifiable causes.
International League of Associations for Rheumatology
Classification of Juvenile lidiopathic Arthritis Subtypes.

- Systemic arthritis: Arthritis with or preceded by quotidian
(daily) fever for at least 3 days, accompanied by one or more of the
following:1. Evanescent erythematous rash, 2. Lymphadenopathy, 3.
Hepatomegaly and/or splenomegaly, 4. Serositis. Exclusions
criteria: A. Psoriasis or a history of psoriasis in the patient or a first-
degree relative; B. Arthritis in an HLA-B27 positive male beginning
after the 6th birthday, C. Ankylosing spondylitis, enthesitis-related
arthritis, sacroiliitis with inflammatory bowel disease, Reiter’s
syndrome, or acute anterior uveitis, or a history of one of these
disorders in a first-degree relative; D. The presence of IgM
rheumatoid factor on at least 2 occasions at least 3 months apart
Oligoarthritis: Arthritis of 4 or fewer joints during the first 6 months.
Persistent Affecting not more than 4 joints throughout the disease
course. Extended Extending to affect more than 4 joints after the first
6 months. Exclusion: A-D above, plus E. The presence of systemic
JIA in the patient

- Polyarthritis: Arthritis of 5 or more joints during the first 6
months. Subdivided according to presence of RF. Exclusion: A, B,
C,D,E

- Psoriatric arthritis: Arthritis and psoriasis or arthritis and at
least 2 of the following: 1. Dactylitis, 2. Nail pitting or onycholysis,
3. Psoriasis in first-degree relative. Exclusion: B, C, D, E

- Enthesitis-related arthritis :Arthritis and enthesitis or arthritis
or enthesitis with 2 of the following: 1. Sacroiliac joint tenderness or
inflammatory lumbosacral pain, 2. HLA-B27 antigen, 3. Onset of
arthritis after age 6 years in males, 4. Acute (symptomatic) anterior
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uveitis, 5. History of HLA-B27-associated disease in a first-degree
relative. Exclusion:A, D, E

- Undifferentiated arthritis: Arthritis that fulfils criteria in no
category or more than 2 of the above categories

The ILAR criteria of JIA: the onset-type is the type of JIA defined 6
months after the onset of the disease, and course-type is the type
which the disease develops later.

1.1.2. Clinical characteristic, treatment JIA

A composite disease activity score has recently developed and
validated. Juvenile Arthritis Disease Activity Score according to
ACR 2011 includes the following measures; (1) number of joints
with active arthritis joints, (2) parent/patient’s global assessment of
well-being, (3) physician’s global assessment of disease activity, and
(4) ESR. The sum of these four components yields a number on a
continuous scale to quantify disease activitys [16]

o Assess function of joints by Steinbrocker criteria (4 stages):
1.2. Some biomarkers were evaluated in patients JIA
1.2.1. Some inflammatory factors: CBC test, ESR, CRP, C3, C4, IgG.
1.2.2. Some immunological factors:

Rheumatoid factor (RF): a marker was detected more frequently
in children with polyarthritis compared others subtypes, with joint
destruction is a poor prognosis [11, 17].

Anti CCP antibodies: a biological indicator distinguish aggressive
JIA patients, mainly in RF (+) polyarthritis and joint erosion [67].

ANA antibodies :. more common in girls, early onset, particularly
in children with uveitis complication [68]

HLA B27: most associated with Enthesitis-related arthritis
subtype [69].

Cytokine: IL1, TNFa and IL6 plays an important role in
pathogenesis of JIA. Evaluation concentration of serum cytokines can
replace the evaluation of disease activity, outcome treatment [70, 72].

TNFa: a cytokine that stimulates cells and other inflammatory
cytokines, promotes osteoclast differentiation, cause bone resorption,
bone erosion [71, 72].
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IL-6: a "multifunctional” cytokine, causs the acute phase
response of inflammation, synovial cell proliferative, forming panus,
activate osteoclasts causes cartilage destruction [72]

CHAPTER II: SUBJECT AND METHODOLOGY
2.1. Subject of study: 107 patients < 16 years of age, firstly
diagnosed JIA by ILAR 2001 criteria
2.2. Location and time study:Allergy, Immunology and
Rheumatology Department, National hospital of Pediatric from
9/2010 to 9/2013
2.3. Methodology
2.3.1. Design of study: A prospective observational cohort study
2.3.2. Sample size: sample size formula

N = Z¢ . : (152 P)
We had choosed 107 JIA patients
2.3.3. Contents of study
2.3.3.1.Describe the clinical characteristics subtypes of the JIA
classified according to ILAR 2001

* General characteristics the subjects of study, classify the
subtypes

*The clinical features all the subtypes of JIA according to ILAR 2001

- The first symptom of patients JIA

- Initial diagnosis before confirmed JIA

- Systemic symptoms at the time of research on every subtupes of JIA

- Joint involvement: number active joint count, position, arthritis
feature, pain VAS score (VAS 1), Physician global assessment of overall
disease activity score on VAS score (VAS 2), Patient/parent global
assessment of overall well-being score on the VAS score (VAS 3).

- Assess function of joints by Steinbrocker criteria (4 stages):
I - Complete functional capacity with ability to carry out all the usual

duties without handicaps
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Il - functional capacity Adequate to conduct normal activities despite
handicap of discomfort or limited motion of one of the joints
Il - functional capacity Adequate Limited to little or none of the
duties of usual occupation or self-care
IV - Incapacitated largely or wholly bed-ridden or confined to a
wheelchair with little or no self-care
- Assess of active disease according to ACR 2011. Active disease
levels vary according to the guidelines of the ACR 2011: number
active joint count, assess VAS pain score (Visual Analog Scale),
Physician global assessment of overall disease activity score on VAS
score, Patient/parent global assessment of overall well-being score

on the VAS score as follows:

Table 1. Features disease
activity for a history of arthritis
of 4 or fewer joints

DISEASE ACTIVITY LEVELS

Low disease activity (must satisfy
all): 1 or fewer active joints, ESR
or CRP level normal; Physician
global assessment of overall
disease activity 3 of 10;
Patient/parent global assessment
of overall well-being 2 of 10.

Moderate disease activity (does
not satisfy criteria for low or high
activity)

1 or more features greater than
low disease activity level AND
fewer than 3 features of high
disease activity

High disease activity (must
satisfy at least 3): 2 or more
active joints, ESR or CRP
reactive protein level greater than

Table 2. Features of disease
activity for a history of arthritis
of 5 or more joints

DISEASE ACTIVITY LEVELS

Low disease activity (must satisfy
all) 4 or fewer active joints, ESR
or CRP level normal; Physician
global assessment of overall
disease activity 4 of 10;
Patient/parent global assessment
of overall well-being

20f 10

Moderate disease activity (does
not satisfy criteria for low or high
activity)

1 or more features greater than
low disease activity level AND
fewer than 3 features of high
disease activity

High disease activity (must satisfy at
least 3): 8 or more active joints, ESR
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twice upper limit of normal,
Physician global assessment of
overall disease activity 7 of 10;
Patient/parent global assessment
of overall well-being 4 of 10

or CRP level greater than twice
upper limit of normal; Physician
global assessment of overall
disease activity 7 of 10;
Patient/parent global assessment
of overall well-being 5 of 10

Table 3. Feature and disease

activity

for active sacroiliac arthritis
DISEASE ACTIVITY
LEVELS

Low disease activity (must
satisfy all): Normal back flexion,
ESR or CRP level normal,
Physician global assessment of
overall disease activity 4 of 10,
patient/parent global assessment
of overall well-being 2 of 10
Moderate disease activity (does
not satisfy criteria for low or high
activity)

1 or more features greater than
low disease activity level AND
fewer than 2 features of high
disease activity

High disease activity (must
satisfy at least 2): ESR or
CRPgreater than twice upper
limit of normal; Physician global
assessment of overall disease
activity 7 of 10; Patient/parent
global assessment of overall
well-being 4 of 10

Table 4. Features disease
activity

for systemic arthritis with
active systemic features (and
without active arthritis)
DISEASE ACTIVITY LEVELS
(2 levels)

Active fever AND physician
global assessment of overall
disease activity 7 of 10

Active fever AND systemic
features of high disease activity
(e.g., significant serositis) that
result in physician global
assessment of overall disease
activity 7 of 10

2.3.3.2 Subclinical characterisits in JIA

Basic tests of hematology, biochemistry were done in specialized

departments of Paediatrics Hospital.
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- CBC test: Hb decreased if <10 mg /dL, white blood cell count
increased if > 12G/L, platelet count increased if > 400 G/L.

- Erythrocyte sedimentation rate > 20 mm / h

- CRP elevated if CRP > 10 mg /dL, normal C3: 0.82 - 1.18 mg /
I, normal C4:0.17-0.38 mg /1, Ig G elevated > 15 G / L.

- Human leukocyte antigen (HLA)-B27 antigen (by
microlymphocytotoxicity

assay or direct immunocytometry) was analyzed at onset.
Antinuclear antibodies (ANA; by indirect immunofluorescence
assay) and rheumatoid rheumatoid factor (RF; by nephelometry were
analyzed twice, at least 3 months apart, in the first 6 months of
disease. RF values > 14 IU/mL or titers of ANA 1:40 were classified
as positive) in the Biochemistry Department of Paediatrics Hospital

- anti CCP antibodies performed at the Microbiology department
of Bach Mai Hospital, by ELISA method, result: > 25UI/ ml: (+).

- Cytokines (IL6, TNFa) were performed at 108 Hospital, 32
patients with RF (-) and RF (+) polyarthritis This cytokines were also
tested on 18 healthy children <16 years of age, from the community.
This test were done in 1000 Immulite machine, Siemens firm.
Results: Anti TNFa: 0 - 8.1 pg /ml, Anti IL 6: 0 - 5.9 pg /ml.

- Radiographic evaluation by the Pediatric Rheumatologist in NHP

Assess the clinical and subclinical chracterisitcs: at T(0): started
to study. All the patients were treated according to the protocol,
following and revaluation at T3 (after 3 months of treatment), T6 (6
months after treatment), T12 (12 months after treatment).

- Anti CCP antibodies, HLA-B 27 only tested at T(0); IL6, TNFa
assessed in 32 patients with polyarthritis at T(0) and T(12).
2.3.3.3. Predictors of outcome in oligoarthritis and polyarthritis

- Determine the proportion of inactive disease all subtypes JIA
after 1 year treatment. ACR provisional criteria for inactive disease
(JIA): No joints with active arthritis, No fever, rash, serositis,
splenomegaly, or generalized lymphadenopathy attributable to JIA,
No active uveitis, ESR or CRP level within normal limits or, if
elevated, not attributable to JIA, Physician’s global assessment of
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disease activity score = best possible on the scale used, Duration of
morning stiffness of <15 minutes
- Prognosis of inactive disease in oligoarthritis and polyarthritis types.

- Prognosis of joint erosion in polyarthritis subtype
2.3.4. Data analysis: SPSS 16.0 by statistical software.

Chapter 3: STUDY OUTCOME

3.1. Clinical characteristics the JIA subtypes according to ILAR 2001
3.1.1. General characteristics:

e Gender: The study included 107 children of patients, male
(53.5%), female (46.7%), male- female ratio:1,1/1

o Distribution the studied subjects according to ILAR
classification

Oligoarthritis:(43.0%), polyarthritis RF(-) (22%), polyarthritis
RF (+) (19%), systemic onset JIA (4%), Enthesitis related arthritis
(11%), undifferentiated arthritis (2%).

3.1.2. Clinical characteristics of oligoarthritis subtype (N = 46)
3.1.2.1. General characteristics of oligoarthritis subtype

o Gender: 46 patients (male: 24, female: 22),male/female
ratio:1,1/1.

e The mean age of onset: 5,34 + 3,51; Disease duration at
study visit: 6,67 £ 9,29
3.1.2.2. Systemic symptoms at the firt study visit: fever (2,2%)
3.1.2.3. Active arthritis characteristics:

e mean active joints:1,65 £ 0,85. VAS Pain score: 2,50 + 1,26.
Involvment of 1ljoint: 26,56% (100% lower limb joint). Involvment
of 2 - 4 joints: 20,43% (lower limb: 100%, upper limbs: 60%).
Function status by Steinbrocker: 100% stagel; active disease by
ACR 2011: low 10%, moderate: 63%, high: 26,1%

o Position of active joint: The knee (84.8%), finger (4,3%),
ankle (58,7%), wrist (23,9%), hip (13%), elbow (10,9%).
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3.1.3. Describe the clinical features of RF (+) and RF (-)
polyarthritis subtype
3.1.3.1. General characteristic of RF+/RF- polyarthritis subtypes

- RF (+) polyarthritis: 20 patients (female: 65%, male: 35%),
mean age of onset 6,89 + 3,20 months, disease duration at first study
visit:: 7,10 + 11,15 months.

- RF (-) polyarthritis: 23 patients (females: 65,2%,, male: 34,8%),
mean age of onset: 5,79 + 4,18, disease duration at first study visit:
8,05 + 8,39 months.
3.1.3.2. Systemic symptoms at T(0) of (RF+/-) polyarthritis

- RF(+): fever (65%), pale (65%), hepatospleenomegaly (5%), the
mean active joints count: 8,70 £ 3,54.

- RF(-): fever (65,2%), pale (52,2%), the mean active jount count
7,38+ 1,88
3.1.3.3. Active arthritis characteristics of RF+/- polyarthritis

- RF (+): the mean active joints count: 8,70 * 3,54;

- RF(-): the mean active jount count 7,38 + 1,88

o Posion of active joint in RF (+)/RF(-) polyarthritis subtypes
Diagram 3.9 Posion of active joint in RF (+)/RF(-) polyarthritis
subtypes

=RF (+) =RF ()

75 o
80 - 5565 60, 565 !
60 - 84

40 - 13
20 3)
0 T T T T T

* The level of active disease polyarthritis according to ACR 2011
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No low activity disease in these subtypes, moderate active
disease: RF (+)15% and and RF (-): 13%, high active disease in RF
(+/-): 85% and RF (-) 87%.
 Function status acording to SteinBrocker: the RF (+) and RF (-)
polyarthritis phenotypes: 95% at the 1 stage Steinbrocker.

3.1.4. Describe the clinical characteristics of systemic onset JIA
3.1.4.1. General characteristic of systemic onset JIA

4 male patients, mean age of onset: 8,21 + 3,22 years, disease
duration at first study visit: 1,05 £ 0,02 months.

3.1.4.2. Systemic symptoms features:4/4 patients had systemic
symptoms: quotidian fever, rash, pale skin, hepatosplenomegaly.
Serositis 3/4 patients.

3.1.4.3. Characteristics of active joint at T(0): mean active joint
count: 4,5 £ 1,0, VAS pain score: :7,25 = 1,89, function sattus by
Steinbrocker: 100% at 1 stage; 4/4 patients: high disease activity,
knee: 75%, wrist: 50%, ankle: 25%

3.1.5. Describe the clinical characteristics of Enthesitis related
arthritis subtype

3.1.5.1.General characteristics of Enthesitis related arthritis subtype:

- Gender:12 male, mean age of onset: 10,30 £ 3,27, disease
duration at first study visit: 14,02 + 22,89 months,

- Systemic symptoms features fever : 8,3%,

- Joint involvement: mean active joint count: 3.0 £ 2.38 lower
limb: 91,7%. Functional joint status by Steinbrocker: 1 Stage: 66,7%,
2 Stage: 25%, 3 Stage: 3,3%. Low disease activity:16,7%, moderate
active disease :35%, active disease high: 58,3%.
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3.2. Biomarkers features in oligoarthritis and polyarthritis
3.2.1. Inflamamtion markers features at T (0)
Table 3.20. Biomarkers in JIA subtypes according to ILAR
classification

. . . . .| Enthesiti§ Undiffe
Subtypes oligoarticular | Polyarticula | Polyarticular | Systemic _ related| rentiate | Total
1 rRF (+) (2 RF(-) (3 4
@ QIO () @) 4 ) d6)
Inflamed =46 =20 =23 =4 =12 | n=2 | N2
biomarkers n= n= n= n= n= n= 107
84
>10 mg/dl 30 20 23 4 7 0 (785
(n, %) (65,2) (100,0) (100,0) 100,0) | (58,3) )'
40,2
49,18 + 8825+ | 3444+ | 6,6+ 5+
+ +
CRP Mean 249321726 | g g3 | 989523908\ o | 3057 | 084 | 340
1
P (2) (2<0,01 (1) (3) < 0,01 (1) (4) <0,01
>20mm/h 38 20 23 4 8 1 (89748
(n,%) (82,6) (100,0) (100,0) (100,0) (61,5) (50,0) ) ’
ESR 84,21+ 99,0 + 7715+ | 205+ 647:3
+ T + T U ~T -
mean 47,02 + 26,80 29,40 83,80 + 29,42 39,76 36,61 5.0 344
7
P 2) (2)<0,01 (1) (38) <0,01 1 (1) @4)<0,01
>1,6 mg/l 0 12 10 4 1 0 (22572
(n, %) 0) (60,0) (435) (100,0) | (8,3) (0) ) '
C3 1,28
1,15+ 1,60 £ 1,32+ | 1,03+ '
Mean 0,29 1,63+0,31 | 1,56+0,23 0.16 0,24 0.1 +
0,29
P (2) (2)<0,05 (1) (3) <0,05; (1) (4)<0,05
16
>0,4mg/l 5 3
(n, %) 0 0 (21,7) (75,0) 0 0 (131'9
ca M 0,27 + 0,27+ 033+ 02 0,35+ 0,28 + 0,32 0’56
ean 0,20 0,29 Dt 010 | 027 [x01]| "
0,18
P 1) (2)>0,05; @) (3) > 0,05; (1) (4) >0,05
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3.2.2. Features of RF, Anti CCP antibodie, ANA, HLA- B 27
e Features of RF, Anti CCP antibodie, ANA, HLA- B 27
Bang 3.22: Features of RF, Anti CCP antibody, ANA, HLA-B 27
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3.2.3.Concentrations of serum IL6, TNFa of ( RF +/RF -)
polyarthritis subtypes
Serum IL6 concentration at T (0): 185,56 + 297,95pg/ml, at
T(12): 104.65 * 48.53pg/ml. Serum TNFa concentration at
T(0): 204.1 + 296.35pg/ml, at T(12): 170.22 + 256.09pg/ml
Crrelation between serum IL 6 with infmamation marker

Subtypes
_— Polyarticular | Polyarticular .| Enthesitis — | Undifferentiate
Oliarticular RF () RF (4) Systemic related d (6) Total
Immune
factors
_ o n=23 n=20 n=4 n=12 n=2 N =107
A0 ) ) *) ) )
0 20 0 1 21
RF() ©) 0 (100,0) (25,0) 0 (50,0) (19,6)
. 0 2 2
Anti CCP (+) 0 0 100) 0 0 0 L9)
2 2
ANA (+) @.3) 0 0 0 0 0 (1.9)
0 9 1 10
HLA B 27 (+) ©) 0 0 0 (75,0) (50,0) 9.3)

IL6 Elevated IL6 | No elevated IL6 OR P
n=27 n=5 (95% CI)
Inflammation (%) (%)
biomarkers
Fever yes 22 1
(95.6) (43) 15,58
o 5 2 (1,221 -904,3)
(55,5) (44,4)
CRP Elevated 25 1
(96,1) (38)
38,15
No elevated 2 4 (2,53 - 2552)
(33,3) (66,7)
ESR elevated 26 2
(92,8) (7.1) 30.13
No elevated | 1 3 (1,688 - 2119)
(25) (75)

Serum TNFa IL6 elevated but no correlated significantly
with CRP elevatd and ESR elevated in polyarthritis subtype

3.3. Predictors of outcome in oligoarthrits and polyarthritis
3.3.1. Predictor of outcome active disease in oligoarthritis and
polyarthritis subtype.

Percentage of

inactive disease

in all

subtype

JIA:

Oligoarthritis (36,9%), polyarthritis RF(-)/RF (+): 14,6%, systemic

onset :1/4 (25%), Enthesitis: 25%, undifferentiated subtype: (0%)

Predictor of outcome active disease in oligoarthritis
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Table 3.27. Predictors of outcome active disease in oligoarthritis
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Comment: inactive disease associated with disease duration < 5
months, active joint count < 10 . Statistical diference with p< 0,05.
3.3.2. Predictors joint destruction in RF (+)/RF (-) polyarthritis
subtype

o Correlation between RF and joint destruction in polyarthritis
Table 3.33. Corelation between RF and joint destruction

subtype
Features at T(0) Active disease | Inactive disease P
Mean age at disease onset (i + SD) (yr) 4,432,939 6,86+ 3,94 <0,005
Mean age at presentation (i +SD) yr 5.06£3.21 7,15+4,14 <001
Mean disease duration (month) 8,52 +10,67 3,64+591 <0,01
Active joint count 1,96 + 0,92 1,18 +0,39 <0,01
Mean of joint pain score (VAS (1)) 3,18+1,33 2,47 £1,62 <0,05
CRP 32,61+17,65 13,39 +6,70 <0,01
ESR 55,46 + 27,61 34,47 £ 20,24 <0,01

o Predictor of outcome active disease in polygoarthritis subtype
Table 3.28. Predictors of outcome active disease polygoarthritis

Active disease Inactive
Clinical feature at T(0) disease P
(n=35)
(n=6)
Age of disease oneset <5 years 16 3
>0,05
> byears 19 3
Mean disease duration (month) | 10,66 +13,50 4,58 + 7,90 < 0,05
Gender male 16 0
>0,05
female 19 0
Active joint count (X + SD) 10,28+£2,54 | 7,67+258 [ <0,05
Joint involvment
Symmetric 25 2 >0,05
Asymmetric 10 4
RF + 18 1 >0,05
RF () 17 5
Anti CCP (+) 2 0 >0,05

Joint destruction Joint No joint
destruction destruction OR p
(95%CI)
RF n % n %
RF (+) 11 57,8 8 42,5 13,75 < 0,005
(2,47 -76,42)
RF (-) 2 9,1 20 90,9

Chapter 1V: DISCUSSION
4.1, Disscussion the clinical charactrerisitics of subtypes JIA
according to ILAR 2001 classification.

4.1.1 Disuss the general characterisits of the JIA patients

Juvenile idiopathic arthritis is a group of the most common
chronic rheumatic disease of childhood, but less studied in Vietnam.
This disease is distributed worldwide [91] but differences between
the races. International Association of Rheumatology (ILAR)
classified JIA into 7 subtypes and this classification in recent years
has been used all over the world. Our study also used the ILAR 2001
classification. Our results include: oligoarthritis: 46/107 patients
(43.0%), polyarthritis RF (-): 23/107 patients (21.5%), polyarthritis
RF (+): 20/107 patients (18.7%), systemic onset : 4/107 patients
(3.7%), enthesitis: 11,2% , undifferentiated arthritis (1,9%). We have
not seen any patient belonging to psoriatic arthritis.
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Our study results is similar to the author's research in developing
countries. Moreover, our study was conducted in the hospital, all new
JIA patients was hospitalization for diagnosis and treatment. Maybe
for that reason, oligoarthritis is the most common subtype (43%) in
our result.

About the gender: 107 JIA patients in our study comprised
female: 46,7%, male: 53,3%, male / female ratio: 1,14 /1. HM Albers
(2010), female JIA: 68,8% [96], Samia Naz (2013) the female JIA:
50,3% [93]. In addition, studies of other Asian countries different to
studies in white colour children: mainly in boys, age of onset varies
depending on the subtype [97]. Our research is in accordance with
the Asian studies. However, the gender ratio varies between clinical
subtypes.

4.1.2. Disscuss about the clinical symptoms of oligoarthritis

The clinical manifestations of the JIA disease may resemble with
other diseases, but they are characterized by joint involvment. The
different between these JIA subtypes according to ILAR 2001
classification is based on the number of joint involvement and the
systemic manifestations.

Oligoarthritis is the common subtype, affected less than 5 joints
and systemic manifestation is rare. Our study, there was very few
patients with systemic symptoms, fever only 2,2%, no patient with
the symptoms of anemia, hepatosplenomegaly. According to Oen K.
characteristic of this subtype is the systemic symptom rarely unless
the eye symptom [95]

Acrticular involvement: only one joint involved: 56,5%; more than
1 joint involved: (43,5%), Oligoarticular disease affected the lower
limbs predominantly. The pattern of joint involvement at presentation
was asymmetric in those with oligoarticular disease. The knee was
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the most involved joint (82,6%). By David S. Gibson (2012) in this
subtype, mean active arthritis count: 2,3 [102], compared with our
study (1,65 = 0,85 joints). In 2011, Mathew L Stoll studied 36
patients oligoarthritis, he said mean age of onset 5,3 £+ 2,8, the most
common affected joint is the knee (80%), ankle (15%), wrist: (10%),
small joint 25% [103].

4.1.3. Disscuss about the clinical symptoms of RF (+)/(-)

polyarthritis subtypes

This subtype manifestation is joint involved and systemic
symptoms  (striking fever). Anemia is the most common
manifestations, the cause of anemia is iron deficiency and chronic
inflammatory diseases. IL 6 causes synthesis of acute phase proteins,
and other systemic manifestations such as fever. Our result study, in
RF(+) polyarthritis subtype: fever (65%), in RF(-) polyarthritis: fever
(65,2%). By Samia Nazl study, JIA polyarthritis subtype, fever
(68,4%). However, this systemic symptoms also manifested more in
onset systemic JIA [93]. According to Chang-Ching Shen study:
fever, rash, hepatosplenomegaly is more common in onset systemic
subtype JIA [101].

Features active arthritis: in this subtype, the small joints of the

hands were affected mostly in patients with the polyarthritis. As
our study fingers affected (75%), wrist (60%), ankle (45%).

We found that symmetrical arthritis in wrist and in the small joints
is the most common features of the polyarthritis: 47, 8% RF (-), RF
(+): 80%. According to James Chipeta, among patients with
polyarticular disease (seronegative and seropositive), the frequency
of upper and lower limb involvement was similar and in those with
symmetrical arthritis mainly the wrists . The pattern of joint
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involvement at presentation was symmetric in polyarticular and
systemic onset disease [99].
4.1.4. Disscuss about the clinical symptoms systemic onset disease

Our study, there were 4 patients belonged to this subtype, they
were all male, with aggressive manifestations of systemic symptoms
such as striking fever, pale, rash, hepatosplenomegaly, besides
symptoms of joints. This is the most common phenotypes associated
with anemia, white blood cell count increased,and platelet count
increased, CRP and erythrocyte sedimentation rate elevated [93]
4.1.5. Disscuss about the clinical symptoms of Enthesitis related

arthritis (ERA) subtype

In our study, very a few patients of this type had systemic
manifestations. We found that fever (8,3%), pale (8,3%). This is
similar to studied results of other foreign authors. Systemic symptom
mainly in systemic onset and polyarthritis subtype. A  high
prevalence of HLA - B 27 (+) in this subtype: 9/12 (75%). The
results are similar with Taiwwan study (CC Shen, 2013) [94].
Features of joint involment notably, mainly in lower limb joints: the
ankle (91,7%), knee (75%), toe joint (16,7%).
- Psoriatic subtype is rarely. We also have not seen any patients
with psoriatic arthritis during our study. However, we have two
patients belong to undirrerented subtype.
4.2. Discussion about the biomarkers in oligiartular and RF (-)/
RF (+) polyarticular

In our study showed that almost JIA patients have initial highly

elevated CRP, ESR levels. The highest value of CRP and ESR
particularly in two types: polyarthritis and systemic onset disease in
compare with other types . According to Andrei, CRP and ESR is
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important indicators for assessment of active disease and treatment.
It is correlation with active disease markers.

- ANA (+): We have two patients (1,9%) with ANA antibody
(+) belong to oligoarrthritis subtype. According to Chang Chien
Sang, low propotion of ANA (+) in his study [101]. By Samia Naz,
ANA (-): 100% , they said that the test ANA performed by the
method of indirect hemagglutination [93]. The result of our study on
the ANA (+) propotion is suitable for authors in India, Taiwan, and
Srilanca.

- Rheumatoid factor RF: our study, prevalence RF (+): 19,6%
in all subtypes, of which 100% RF(+) in seropositive polyarthritis
subtype. According to Samia Naz study, RF (+): 10,27% of all the
subtypes but in polyarthritis RF (+) 95%, only 1 patients in
undifferentiared, no patients RF (+) in Systemic onset disease

- Anti - CCP antibody:We have 2/107 patients (1,9%) anti CCP
antibodies (+). These patients is belonged to RF (+) polyarthritis
with erosion joint on x-ray from onset of diagnose. According to
Andrea, one of the biomarkers may help distinguish these cases such
as anti CCP antibodies (+) at the onset of diseas.[1].

- Concentrations of 1L6, TNFa in serum of patients in
plyarthritis:

In our result, serum IL6 concentration in polyarthritis subtype on
active disease stage (T (0)) was: 185,56 £ 297,95 pg / ml; serum
TNFa concentration were: 204,1 + 296,35 pg/ml, higher than the
control group in the healthy children, the statistical difference (p <
0,05). By Wilco de Jager, During active disease, cytokine
concentrations in plasma of patients with JIA increased 2-35-fold.
We detected increased levels of several cytokine (IL6, TNFa) in
plasma of patients with JIA, It correlated with clinical signs of active
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disease such as: fever, elevated CRP and ESR . These are the
important indicators in evaluating the level of active disease.
According Spirchez M et al (2012), serum IL6 concentrations is an
indicator for assessing the active disease, provides additional
information in the clinical situation. They will be recommended early
aggressive treatment.
4.3. Prognosis the oligoarticular and polyarticular subtypes
4.3.1. Prognosis the inactive disease ofoligoarthritis and
polyarthritis subtypes:

Oligoarrthritis subtype: Oligoarticular-onset JIA is known to be
a chronic pediatric inflammatory disease with a generally favorable
prognosis. Furthermore, our results suggest that independent clinical
and biologic parameters at disease onset might be predictive of
inactive disease after following and treatment 1 year. The inactive
disease race of this subtype is the highest (36,9%) compared to other
subtypes. We found that active joints count and VAS pain score
decreased significantly after 1 year of treatment during inactive
disease. Our result is similar to other authors. By Shenoi S (2010)
oligoarrthritis is the subtype with he best prognosis of the JIA. Some
factors predictive of a favourable outcome are age of onset > 6 years
of age, active disease duration < 4 months, active joint count < 2
joints,VAS pain score < 5 points, CRP < 15 mg /dL, ESR <40 mm/h.
It is possible to achieve inactive disease higher than in the opposite
group. This difference was statistically significsnt with p <0.05. Berit
Flato, the best prognosis of oligoarthritis include: early onset, high
erythrocyte sedimentation rate increase from the onset.

In polyarthritis subtype: the proposion of inactive disease in
polyarthritis is: 14,6%. Good prognosis of inactive polyarthritis
associated with disease duration at first study visit < 5 months,
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number of active joint < 10 joint. This group will achieve the inactive
disease higher than the opposite group. According to Berit Flato,
prognostic factors of an unfavorable polyarthritis including early
onset, female sex, duration of elevated ESR, and presence of IgM
RF, it were predictors of persistent disease [86]. Wallace CA (2014)
reported that the prognosis of the inactive disease is early detected
time, good response after 4 months of treatment, a good response to
therapy will have time to achieve lasting inactive disease.

4.3.2. Prognosis of potential joint destruction in polyarthritis
subtype.

We found joint destruction associated with the presence of RF (+)
factor and /or anti CCP antibodies (+). The Gupta R et al also found
that anti CCP antibodies may were detected more frequently in RF
(+) polyarthritis subtype compared to other subtype. Anti CCP
antibodies (+) associated with joint destruction significantly and
correlation with deformity joint.

CONCLUSION

1. The clinical characteristic the JIA subtypes classified by ILAR
2001

Oligoarthritis: 43%: male/female ratio equivalent, age of onset:
5.34 £ 3,5; Disease duration:6,67 £ 9,29 months, Only 1 active joint:
56,5%, 2 — 4 joints involvement:43,5%, active knee: 84.8%,

Polyarthritis RF (+):19%, female (65%), age of onset: 7,45 +
3,95; disease duration: 7,10 + 11,15 months, active joint count: 8,70
+ 3,54, fingers (75%), wrist (60%), knee (50%). Fever: 65%, pale
(65%)
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Polyarthritis RF (-): (22%): female (65,2%), age of onset: 6,57 £
4,53 years,disease durration: 8,05 * 8,39, active joint count: 7,38 +
1,88; finger (65,2%), knee (56,5%), ankle (56,5%), fever: 65,2%.

Systemic onset JIA: (3,7%). Just in 4 boys, aggressive systemic
symptoms: striking fever , rash, hepatosplenomegaly, blue, active
joints count: 4,5 + 1,0.

Enthesitis related arthritis: (11,2%) all male, age of onset: 10,30 +
3,27,disease duation: 14,02 + 22,89 months, lower limbs: 91,7%,
ankle: 91,7%, knee: 75%. Fever and pale: 8,3%.

2. Biomarkers characterisitc in JIA oligoarthritis and
polyarthritis

Oligoarthritis: Hb: 115,6 £ 27,34 g/dL, white blood cell count: 10,18
+ 3,05G/L, platelets: 369,50 + 126,54G/L, CRP: 24,93 + 17,26
mg/dL, ESR: 47,02 + 26,8mm/h, C3: 1,15 + 0.29mg/l, C4: 0,27 +
0.20mg/l, ANA (+): 4.3%.

Polyarthritis RF(+): Hb: 99,2 £ 10,67g/dL,white blood cell count:
11,78 £ 5,32 G/L, platelet :519,08 + 189,66,G/L, CRP: 49,18 + 36,83
mg/dL, ESR: 84,21 + 29.4mm/h. RF (+): 100% in polyathritis
subtype RF (+), Anti CCP (+): 10%, only in RF (+) polyarthritis.
Polyarthritis RF (-): Hb: 89,99 + 37.25 mg/dL, White blood cell
count: 17,15 + 7,4 G/L, platelet: 496,05 + 127,07 G/L, CRP: 58,95 +
39,18mg/dL, ESR: 83,8 + 29,42mm/h

Serum IL6 concentrations in polyarthritis group at high active
disease: 185,56 + 297,95ng / ml, correlated with fever, increased
CRP and ESR. IL6 is an indicator to assess active disease .

Serum TNFa concentrations in polyarthritis group at high active
disease: 204,1 + 296,35ng / ml. TNFa is an index to follow treatment.
3. Prognosis factors in oligoarthritis and polyarthritis
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- The favorable prognosis factors of inactive disease the
oligoarthritis: age of onset > 6 years of age, duration disease < 4
months, active joint count < 2 joints, VAS pain score < 3 points,
CRP < 15 mg/dL, ESR < 40 mm/h

- The favourable prognosis factors of inactive disease in
polyarthritis: duration disease < 5 months, and active joint count <10
, patients began responding to the treatment after 6 months of
treatment.

- RF (+) and or anti CCP antibodies (+) have the prognostic value
of joint destruction, suggests an early, aggressive therapy .



