TAP CHI NGHIEN ClPU Y HOC
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Viém khép tw phat thiéu nién thé hé théng (sJIA: Systemic Juvenile Idiopathic Arthritis) la mét bénh tw viém voi

céc biéu hién hé théng ndi troi (sét kéo dai, phat ban, gan lach hach to) xuét hién sém, kém theo viém khép man

tinh sau d6. Bénh thuong bj chdn doén tré do khé phan biét véi cac nguyén nhan gay sét kéo dai & tré em, khéng

c6 xét nghiém déc hiéu va han ché cla céc tiéu chudn chén doan. Ching t6i bao cao mét trurong hop tré nam 7

tudi biéu hién sét cao kéo dai, phat ban trong con sét va viém khép, xét nghiém céc chi diém viém tang cao, duoc

chén doan ban déu tai bénh vién khéc la may day cép do nhiém trung (diéu tri khang sinh khéng dép tng) va sau

dé 1a viém khép tw phét thidu nién thé it khép (diéu tri glucocorticoid va methotrexate 4 théng nhung khéng kiém

soat). Chiing téi chdn doan tré méc sJIA va kiém soéat bénh hoan toan béng thuée tocilizumab. Ching t6i ciing

ban ludn vé céc tiéu chuén phan loai gitip chédn doan sém sJIA va su thay déi trong céch tiép can diéu tri bénh.

T khéa: Viém khép tw phat thiéu nién thé hé théng, bénh Still, chan doan, diéu tri.

I. DAT VAN BE

Viém khép tw phat thiéu nién thé hé théng
(sJIA: Systemic Juvenile ldiopathic Arthritis -
sdIA) la mot thé cta bénh viém khop tw phat
thiéu nién (JIA: Juvenile Idiopathic Arthritis)
theo phan loai ILAR (International League of
Asociations of Rheumatology). Trong khi JIA |a
bénh ly viém khép man tinh & tré em thi sJIA la
thé bénh cép tinh va nghiém trong nhat." sJIA
khac biét so v&i cac thé bénh khac trong nhém
b&i cac biéu hién toan than ndi tréi (nhw sét kéo
dai, phat ban, gan lach hach to, tran dich cac
mang) c6 thé xuét hién trwdc tinh trang viém
khép thwe sy, dat ra nhiéu thach thic trong
chan doan.2

Bénh nhan mac sJIA cé thé phai dbi mat
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v&i cac bién chirng nguy hidm cla bénh. Bién
chirng cép tinh dwoc nhéc dén nhiéu nhat dbi
v&i sJIA 1a héi chirng hoat héa dai thyc bao
(MAS: Macrophage Activation Syndrome). Day
la mot dang clia héi chirng thywe bao mau the
phat, cé thé xay ra ngay tlr nhivng ngay dau khéi
phéat bénh va de doa tryc tiép dén tinh mang (ti
I& t&r vong 8 - 12%) néu khéng duoc diéu tri kip
thdi.34 Bién ching lau dai lién quan dén qua
trinh viém pha hay khép néu phat hién didu tri
bénh & giai doan mudn va mét sé bién chirng
hiém gap nhw viém mang bd dao, amyloidosis.?

Theo tiéu chuén cda ILAR, JIA dwgc chan
doan & tré < 16 tudi, viem khép kéo dai > 6
tudn va loai trir cac nguyén nhan viém khop
khac.® Nhw vay, d& chan doan xac dinh sJIA
(la mét thé cua JIA theo ILAR), tinh trang viém
khép ciing can diéu kién thdi gian dién bién
trén 6 tudn. Theo ddng thuan mé&i nhat cla
EULAR/PreS 2024, sJIA va bénh Sill khéi phat
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& nguoi trwdng thanh (AOSD: Adult-Onset
Still's Disease) da duwgc thdng nhat la cung mét
bénh, v&i mét tén goi duy nhat la bénh Still.6
Bénh Still kh&i phat & ngudi tredng thanh s
dung cac tiéu chuan phan loai nhw Yamaguchi
va Fautrel khéng y&u cau viém khop 1a tiéu
chi bat buéc dé chan doan nén bénh cé thé
chan doan & giai doan sém hon. Do d6, dé
gidi quyét nhirtng khé khan trong chan doan
s&m sJIA can nhivng bd tiéu chuan khac ngoai
tiéu chuan phan loai ILAR.

M6 hinh bénh hai pha (pha sém: rdi loan
dap (rng mién dich bam sinh v&i sy gia ting
cula cac cytokine viém IL-1, IL-6 va pha mudn:
rbi loan dap ng mién dich thu dwoc véi vai
trd ctia Th17) va khai niém “clra s6 co hoi” (1a
co hdi cé thé ngan phat trién sang pha muén)
gan day da lam thay dbi chién lwoc diéu tri
sJIA.78 Thay vi tiép can diéu tri trng bwédc
(kh&i dau bang steroid toan than, sau do két
hop methotrexate va khang IL-1, IL-6 khi bénh
khong kiém soat) nhuw trwéc day, tiép can diéu
tri theo dich (str dung khang IL-1, IL-6 ngay
tr dau) duwoc khuyén cao dé tan dung clra sb
co hoi.®

Chung t6i bao cao mdét trwdng hop bénh
nhi 7 tudi dwoc chan doan méc viém khop
tw phat thiéu nién thé it khép tai mot bénh
vién khac, didu tri badng glucocorticoid va
methotrexate (MTX) udng trong 4 thang
nhung bénh khoéng kiém soat. Véi sy thay
déi chan doan viém khdp tw phat thiéu nién
thé hé thdng va st dung thuéc khang IL-6 tai
bénh vién chang téi, tinh trang bénh cua tré
dwoc kiém soat hoan toan.

Il. GIOI THIEU CA BENH

Tré nam, 7 tudi, tién s&r chwa phat hién bat
thwong trwdc khi khéi phat bénh. Ban dau tré
sbt cao 2 - 3 con/ngay, nhiét dd dinh 40 - 41°C.
Trong con sbt tré mét, rét run va ndi ban. Ban
dd dang dat san, khéong ngtra, tap trung & hai

chan, hai tay, bung va mat, xuat hién trong con
sbt va 1an khi tré cat sbt. Tré dwoc nhap vién
tai bénh vién dia phwong, xét nghiém mau
thdy sé lwong bach cidu va CRP tang, dwoc
chan doan la may day cap do nhiém trung va
diéu tri khang sinh 15 ngay. Trong thoi gian
nay, tré xuat hién dau khép cb chan, khép géi
va khé&p hang hai bén, dau lién tuc ca khi nghi,
van dong kho khan; hai khép cb chan va gdi
swng nhe.

Do tinh trang bénh khoéng céi thién nén
tré dwoc chuyén dén mot bénh vién tuyén
trung wong. Tai day, tré tiép tuc dwoc diéu tri
khang sinh va dwogc chi dinh cac xét nghiém
tim nguyén nhan sbt kéo dai. Két qua cac xét
nghiém cho thdy céac chi diém viém tang cao
(sb lwong bach cAu mau ngoai vi 20 G/L, bach
cau trung tinh chiém 76,9%, mau ldng 82/101
mm, ndng dd CRP 100 mg/L), siéu am khép gdi
va khép cd chan hai bén cé it dich, cdy mau am
tinh, té bao hoc tlly xwong binh thuwéng, khang
thé khang nhan (phwong phap ELISA) am tinh.
Tré dwoc chan doan theo ddi viém khép tw phat
thidu nién thé it khép (oligo-JIA), didu tri bing
ibuprofen udng 10 mg/kg/lan, ngay 3 1an phéi
hop véi MTX ubng 10 mg/m?/tuan. Sau 8 ngay
diéu trj tré hét sét, hét ban, con dau khép nhe,
duoec tiép tuc didu tri ngoai tri bang ibuprofen
va MTX. Sau 16 ngay, tré sbt lai, phat ban kém
dau khop cb chan, cb tay hai bén, xét nghiém
cac chi sb viém tang cao. Tré dwoc nhap vién,
diéu tri methylprednisolone tinh mach 2 mg/
kg/ngdy, nglrng ibuprofen va tiép tuc udng
MTX. Sau khi diéu tri methylprednisolone, cac
biéu hién l1am sang va xét nghiém cac chi sé
viém cai thién, tré dwoc diéu tri ngoai tri bang
prednisolone uéng hang ngay gidm dan liéu va
MTX hang tuan. Sau khi diéu tri phac dé nay
hon 3 thang, tinh trang bénh cla tré tai phat
sau 2 tuan gidm liéu prednisolone uéng < 0,5
mg/kg/ngay, tré dwoc gia dinh dwa dén kham
tai bénh vién chang téi.
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Chung t6i kham tré thay: can nang 23 kg,
chiéu cao 120 cm, huyét ap 100/60 mmHg,
nhiét d6 40°C, bé mat Cushing, ban dé dang dat
san & hai tay, hai chan, bung (Hinh 1). Tré mét
trong con sét, kham tim phéi binh thwdng, gan
lach hach ngoai vi khéng s& thay; swng nhe va
4n dau khop gdi, khép cd chan hai bén, khéng
han ché van déng; dau mai co toan than, co luc
binh thwérng. Két qua mot sd xét nghiém mau:
sb lwong bach cau 20,3 G/L, bach ciu trung

tinh 85%, sb lwong tiéu cau 328 GI/L, ndéng do
hemoglobin 125 g/L, mau lang 57/86mm, CRP
116 mg/L, IL-6 420 pg/mL, ferritin 5324 ng/mL,
LDH 255 U/L, CK 75 U/L, AST 22 U/L, ALT
11 U/L, ure 3,6 mmol/L, creatinine 39 umol/L.
Ngoai ra, chung téi cling chi dinh nudi cdy mau
tim vi khuadn cho két qué am tinh, khang thé
khang nhan (ki thuat mién dich huynh quang)
va RF déu am tinh, cac chi sé déng mau co ban
binh thwéng.

Hinh 1. Hinh anh ban da ctia bénh nhan trong con sét

Chung t6i chadn doan tré méc viém khép
tw phat thiéu nién thé hé théng (sJIA) voi
tinh trang bénh hoat déng manh, diéu tri
methylprednisolone tinh mach liéu cao 10
mg/kg/ngay trong 3 ngay va tocilizumab
12 mg/kg truyén tinh mach. Sau truyén
methylprednisolone, biéu hién |am sang cua
tré khong cai thién nhwng ngay sau truyén

tocilizumab tré da cat sbt, hét ban. Ching toi
chi dinh cho tré truyén tocilizumab méi 2 tuan,
chuyén sang prednisolone udng 2 mg/kg/ngay
gidm dan xubng 0,2 mg/kg/ngay sau 8 tuan va
ngrng sau 4 thang, khéng st dung MTX. Bénh
nhan khéng tai phat cac biéu hién 1am sang,
céac chi s viém gitr 6n dinh trong gi¢i han binh
thwerng trong thdi gian diéu tri (Biéu dé 1).
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Glucocorticoid

Tocilizumab 2 tuan/lan

Biéu dé 1. Thay d6i néng dd CRP va s6 lwgng bach cAu mau ngoai vi
ctia bénh nhan sau diéu tri

Il. BAN LUAN

Chéan doan sJIA duoc thiét 1ap theo tiéu
chuén ILAR khi tré c6 biéu hién viem khop dién
bién trén 6 tuan, biéu hién hé thdng gébm sbt
kéo dai trén 2 tuan véi dang sét dac trung va co
1 trong 4 triéu chrng khac (phat ban dac trwng,
hach to toan than, gan hoac lach to, viém thanh
mac).? Ngoai ra, chan doan sJIA 13 mot chan
doan loai trir khi cAn xem xét phan biét v&i cac
tinh trang khac gay sét kéo dai nhw cac bénh
ly ac tinh, nhiém trang hay bénh tw mién khac.
Tiéu chuan ILAR chét ché trong van dé chan
doan xac dinh, loai trir va phan biét sJIA voi
céac thé bénh khac cta JIA, nhwng tao ra nhirng
thach thirc trong chan doan bénh sém. Trong
sJIA, sét thwong la trieu ching ndi troi, xuét
hién dau tién va co vai trd dinh hwéng trong
tiép can chan doan bénh. Tuy nhién, chi khodng
37% trwong hop sbt dac trung (sét cao trén

39°C, 1 - 2 con/ngay, ha sét nhanh sau vai gio,
trong con sbét tré mét, ngoai con sbt tré binh
thwdng). Nguwoc lai, viem khép thye sy thwdng
xuat hién muén hon, trung binh sau 1 thang ké
tir khi kh&i phat." Vi vay, bénh thwdng bi chan
doan tré.

Trong trwdong hgp ma chung t6i bao cao,
bénh nhan dwoc dwa dén bénh vién chung toi
sau 3 thang ké tir thoi diém khéi phat bénh dau
tién. Tai thoi diém nay, bénh nhan da dap wng
day du céac tiéu chudn dé chan doan sJIA cta
ILAR (viém khép > 6 tudn, sét kéo dai = 2 tuan
kém theo ban da dd xuét hién trong con sbt).
Chung t6i cling da chi dinh mét s xét nghiém
dé loai trlr nguyén nhan nhiém khuan (cdy mau
am tinh), &c tinh (t& bao hoc tly xwong binh
thwdng), tw mién (ndng d6 bd thé C3, C4 binh
thworng, khang thé khang nhan, RF am tinh).
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Cau hdi dat ra la c6 thé chan doan sJIA cho tré
nay sém hon khéng?

Trong mét nghién clru cla tac gid Xiaohua
Tan kh&o sat trén 310 bac si nhi khoa & nhiéu
bénh vién tai Trung Qudc cho thay thoi gian
doi chan doan sJIA rat dao dong tir 1 - 2 tuan
(chiém 41,6%), 3 - 4 tudn (chiém 27,1%) va
1 - 3 thang (chiém 19,4%). Sw khac nhau nay
duworc tac gia Ii gidi do sw khac biét vé ngudn luc
chan doan va kinh nghiém lam sang cla bac si
didu tri."" Mat khac, 53,8% bac si trong nghién
cu st dung ddng thuan cta Hoéi Nhi khoa
Trung Qubc dé chan doan, 18,06% s dung
tiéu chuadn ILAR va 24,84% theo tiéu chudn
PRINTO." Bén canh sy khac biét vé diéu kién
xét nghiém gilra cac co s& lam sang va kinh
nghiém chi quan, cac bac si trong nghién ctru
nay da s dung cac tiéu chuan chan doan bénh
khac nhau ciing cé thé dan dén sw khac biét
trong thoi gian doi chan doan.

Céac tiéu chudn chéan doan sJIA khac da
duwoc phat trién nham cai thién nhitng nhuoc
diém cua tiéu chuén ILAR nhw CARRA 2012,
PRINTO 2019.°'2 Ngoai ra, theo déng thuan
md&i nhat ciia EULAR/PreS 2024, sJIA va bénh
Sill khéi phat & ngwoi trwdng thanh (AOSD:
Adult-Onset Still's Disease) da dwoc théng nhét
& cung mét bénh, véi mot tén goi duy nhét Ia

bénh Still.5 Vi vay, c6 thé st dung tiéu chuan
Yamaguchi va Fautrel, 1& nhitng tiéu chuan
dwoc xay dung trwdc day dé chan doan bénh
Still kh&i phat & ngwoi trwdng thanh, trong chan
doan sJIA. So v6i tiéu chuan ILAR, tiéu chuén
CARRA yéu cau thoi gian viém khop tdi thiéu
dé thiét 1ap chan doan rut ngén xuéng 1 tuan,
trong khi do, déi véi cac tiéu chuan PRINTO,
Yamaguchi va Fautrel, viém kh&p khéng con
la tiéu chi bat budc dé chan doan bénh (Bang
1).6 Mac du Yamaguchi 14 tiéu chuan truéc day
danh cho ngudi I&n, tuy nhién khi &p dung vao
dbi twong la tré em, bd tiéu chudn nay cho do
nhay 1én dén 96,3% (cao hon so vé&i ILAR -
2004 1a 93,1%)."*" Cac tiéu chi dwgc EULAR/
PreS 2024 dé xuét dé chan doan sém bénh
Still bao gdm: (i) st cao = 39°C c6 dinh trong
it nhat 7 ngay, (i) phat ban xuét hién trong con
sbt, thwong & than minh, dién hinh a héng ban
mau thit ca héi nhwng cé thé gap nhirng dang
ban khac nhw may day, (i) biéu hién co xwong
khép hay gap la dau co khép, viém khop céd
gia tri cho chan doan nhwng khong bat budc va
c6 thé xuat hién muodn hon, (iv) cac chi sb viém
tdng cao nhw sé lwong bach cau trung tinh,
ndng dd CRP va ferritin. Nhirng thay dbi trong
cach tiép can chan doan nay sé mé ra co hdi
m&i dé chan doan sJIA sém.
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Vé diéu tri sJIA, hién nay da cé nhirng thay
ddi dang ké&. Theo CARRA 2012, viéc diéu tri
sJIA dwoc thye hién theo tieng bwéc, bénh nhan
sé dwoc bat dau diéu tri bang glucocorticoid
toan than véi prednisolone liéu 1 - 2 mg/kg/ngay
hodc sau methylprednisolone tinh mach 30 mg/
kg/ngay trong 3 - 5 ngay. Sau d6, bénh nhan
duoc giam dan liéu theo mirc d6 hoat dong cuia
bénh sau 1 va 3 thang, cé thé thém MTX néu
sau 3 thang van can = 50% liéu steroid ban dau
va thém thubc sinh hoc (khang IL-1 hoac IL-
6) néu sau bd sung MTX 3 thang van can =
50% liéu steroid.® Tuy nhién, trong cac huéng
dan diéu tri gan day, glucocorticoid khéng con
dwoc wu tién la thudc didu tri ban diu do nhirng
tac dung phu ma thuéc duwdng toan than gay
nén khi diéu tri 1au dai. Hwéng dan diéu tri cta
ACR 2021 dbi v&i sJIA da khuyén céo viéc st
dung céac thudc khang IL-1 hodc khang IL-6
nhw thudc diéu tri ban dau (diéu tri theo dich).
Glucocorticoid chi st dung khi khéng cé diéu
kién s dung thuéc sinh hoc ho&c dé kiém soat
triéu chirng toan than va tai khép trong thoi
gian doi bt dau thudc sinh hoc.'® EULAR/PreS
2024 ciing khuyén cao nén bat diu s dung
thudc khang IL-1 ho&c khang IL-6 cang sém
cang tét va duy tri muc tiéu diéu tri nhdm mang
lai lgi ich lau dai cho bénh nhan.®

Bénh nhan trong bdo cao cla chung toi
duoc diéu tri tai mot bénh vién khac bang
glucocorticoid toan than, sau d6 duy tri bang
MTX va glucocorticoid giam liéu dan. Ban dau,
bénh nhan cé dap (rng v&i phac dd diéu tri nay,
tuy nhién, khi gidm liéu prednisolone xubng
dwadi 0,5 mg/kg/ngay, bénh tai phat. BEénh nhan
nhap vién tr& lai véi chi sé viém tang cao, du
dwoc diéu tri bang methylprednisolone 10 mg/
kg/ngay, tinh trang van khéng cai thién. Ching
t6i da chi dinh tocilizumab - mot khang thé don
dong khang IL-6 truyén tinh mach 12 mg/kg méi
2 tuan va prednisolone dwdng ubng, khong st
dung MTX. Ngay sau khi liéu tocilizumab dau

tién, tré da cat sét, ndng d6 CRP trd vé binh
thuwdng sau 5 ngay, sb lwong bach cau tré vé
binh thwérng cham hon (biéu dé 1). Chung toi
gidm dan liéu prednisolone xubng 0,2 mg/kg/
ngdy sau 8 tudn va ngirng sau 4 thang, tiép
tuc truyén tocilizumab méi 2 tuan. Bénh nhan
khong tai phat cac biéu hién 1am sang, cac chi
sb viém git 6n dinh trong gii han binh thuwéng
trong thoi gian diéu tri.

Hién nay, chwa cé thtr nghiém lam sang cé
dbi chirng ngau nhién vé thoi gian bat dau diéu
tri thuéc sinh hoc trén bénh nhan sJIA nhung
EULAR/PreS 2024 van khuyén céo nén diéu tri
cang s&m cang tét khi cé chan doan xac dinh.®
S& dung thubc sém gitp lam gidm sb lvong
bénh nhan cé dién bién bénh man tinh dai
dang, déng thoi, bénh nhan co thé dat duwoc
tinh trang thuyén gidm kéo dai bang nhém
thudc nay. Nhirng thay déi trong diéu tri nay sé
han ché dang ké cac tac dung phu cua diéu tri
glucocorticoid kéo dai, trong d6 cé nhirng bién
chirng nghiém trong nhw héi chirng Cushing,
lodng xwong, cham téng trwdng phat trién.

IV. KET LUAN

Viém khép tw phat thiéu nién thé hé théng
can dwoc chan doan sém va diéu tri kip thoi
do nhirng bién chirng nghiém trong, trong khi
bénh thwérng bi chan doan tré do kho phan biét
v&i cac nguyén nhan gay sbt kéo dai khac & tré
em. Sbt kéo dai trén 1 tuan kém phat ban trong
con sét, dau khép va cac chi s viém téng cao
la nhirng triéu chirng sém goi y cho chan doan
sJIA.

Viéc sir dung céc tiéu chuan nhuw PRINTO,
Yamaguchi, EULAR/PreS 2024 gilup cai thién
duwoc nhuoc diém cla tiéu chuan ILAR trong
chan doan. Diéu tri theo dich, bing viéc st
dung thuéc khang IL-1, khang IL-6 ngay t&» dau
dé tan dung “ctra s co hoi” ngan tién trién viém
pha hly khép va gidm st dung steroid.
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Idiopathic Arthritis: Therapeutic Approaches

Summary

CHALLENGES IN THE DIAGNOSIS AND TREATMENT OF
SYSTEMIC JUVENILE IDIOPATHIC ARTHRITIS: A CASE REPORT

Systemic juvenile idiopathic arthritis (sJIA) is an auto-inflammatory disease characterized by early
predominant systemic manifestations (e.g., prolonged fever, evanescent rash, hepatosplenomegaly,
and lymphadenopathy), followed by chronic arthritis. Confirm diagnosis is often delayed because
of challenges in distinguishing sJIA from other causes of prolonged fever in children, the lack of
specific diagnostic biomarkers, and the limitations of current diagnostic criteria. We report the case
of a 7-year-old male presenting with prolonged high-grade fever, fever-associated rash, arthritis, and
significantly elevated inflammatory markers. The patient was initially misdiagnosed at other hospitals
with acute infectious urticaria (unresponsive to antibiotic therapy) and subsequently with oligoarticular
JIA (refractory to a 4-month course of glucocorticoids and methotrexate). We established a diagnosis
of sJIA and achieved clinically inactive disease with tocilizumab. We also discuss classification
criteria that facilitate early diagnosis and recent changes in treatment approaches for sJIA.

Keywords: Systemic juvenile idiopathic arthritis, Still’s disease, diagnosis, treatment.
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