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TOCILIZUMAB (ACTEMRA SC) TIEM DU'O’I DA
PIEU TRI BENH STILL NGU'O'I LON: BAO CAO 2 CA LAM SANG

TOM TAT

Banh Still khoi phét & nguoi 16n (AOSD) 12
mot bénh viém hé théng chua rd nguyén nhan.
Bén canh sir dung DMARDs ¢6 dién, diéu tri ché
phdm sinh hoc dang 13 xu huéng dé diéu tri
nhom bénh Iy viém hé thong. Trong 10 nam gan
day, da co nhiéu bao c&o vé sir dung thudc tc ché
Interleukin 6 str dung don doc hoic két hop véi
DMARDs khac dé diéu tri bénh Still ngudi l6n.
Chuing tdi bao cao hai bénh nhan AOSD diéu trj
tocilizumab c6 két qua tét. Hai ca bénh nay déu
tré tudi, thuoc hai kiéu hinh bénh khéac nhau: kiéu
hinh dién bién h¢ théng da vong va kiéu hinh
khép man tinh. Ca 2 trudng hop déu ¢ tién st
khoi phat bénh da lau va diéu tri bang
Methotrexate c6 hoac khong c6 corticoid dap
ng kém. Bénh nhén d3 dugc diéu tri tocilizumab
tiém dudi da hang tuan sau do6 gidn liéu khi triéu
ching 1am sang 6n dinh. Hiéu qua cia TCZ duoc
danh gia bang cac triéu chang 1am sang cua bénh
nhan nhu sét, phat ban trén da, dau khép va céc
xét nghiém nhu sb lugng bach cdu mau ngoai vi,
nong d6 CRP, ferritin trong huyét thanh. Két qua
cho thay bénh nhan thuéc nhém kiéu hinh dién
bién hé théng da vong co dap diéu tri tét hon,
gidn lidu nhanh hon, cit dwgc corticoid, giam
lidu Methotrexate. Bénh nhan thugc nhém dién
bién khép man tinh c6 mtc d6 hoat dong bénh
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cao hon, ddp tng diéu tri cham hon. Ca hai
truong hop déu cho thiy tinh an toan trong diéu
tri TCZ.
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SUMMARY

TWO CASES REPORT ON ADULT-
ONSET STILL’S DISEASE
SUCCESSFULLY TREATED WITH SC
TOCILIZUMAB (ACTEMRA SC)

Adult-onset Still’s disease (AOSD) is a rare
autoimmune disease of unknown etiology with
systemic inflammatory manifestations. Besides
the use of classic DMARDs, biologic DMARDs
are trending to treat systemic inflammatory
diseases. For the last ten years, there have been
many reports of IL-6 inhibitors used alone or in
combination with other DMARDs for the
treatment of AOSD. We report two successful
AOSD patients on SC tocilizumab. Both cases
are young, with two different phenotypes: the
intermittent or polycyclic systemic phenotype
and the chronic articularphenotype. They have a
long history of fever, joint pain and have had
poor response to methotrexate with or without
corticosteroids. The patients received weekly SC
tocilizumab, followed by a dose extension when
clinical symptoms were stable. The effectiveness
of TCZ was assessed by the patient's clinical
symptoms (fever, skin rash, joint pain) and
laboratory tests (WBC, CRP, ferritin). Results
showed that patients with the intermittent or
polycyclic systemic phenotype had better
response to treatment, faster dose relaxation,
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earlier discontinuation of corticoids, and faster
reduction in methotrexate dose. Patients with the
chronic articular phenotype have higher levels of
disease activity and slower response to treatment.
Both cases showed safety in the treatment of
TCZ.

Keywords:  Adult-onset  still's
(AOSD), tocilizumab, IL-6 inhibitors,

disease

I. DAT VAN DE

Bénh Still nguoi 16n (Adult-onset Still's
disease - AOSD) la mot bénh thugc nhom
bénh Iy viém hé théng hiém gap, nguyén
nhan chua rd vé6i biéu hién 1am sang kinh
dién gom sét cao, ban ca hoi, dau khép. Ban
dau AOSD dugc Bywaters mé ta 1a mot thuc
thé 1am sang khac biét & ngudi 16n khé gidng
véi bénh duoc quan sét thiy ¢ tré em duoc
goi 1 viém khép tu phat thiéu nién toan thé
(sJIA) [1]. AOSD c6 ty I& luu hanh uéc tinh
la 1/100.000 nguoi. N6 da dugc mo ta trén
toan thé gidi va co sy phan bé tudi ludng cuc
v6i 2 dinh, dinh dau tién anh huong dén
nhom bénh nhan 15-25 tubi va dinh tha hai
anh huong dén nhém bénh nhan 36-46 tudi
[2]. Bénh anh huong chu yéu dén nix gisi so
véi nam gidi.

Co ché bénh sinh chinh xac cia AOSD
van chua dugc nghién ctu rd. Mot sb yéu td
nhu di truyén, tac nhan truyén nhiém (vi
khuan va virus) va cac yéu té méi truong
dugc cho la c6 vai tro gdy bénh. Tuy nhién,
khong cd bang chiing manh mé& nao cho thay
mdi quan hé nhan qua caa nhitng yéu tb trén
V6i cin bénh nay.Co ché bénh sinh cua
AOSD lién quan dén sy tuong tac cta nhiéu
cytokine dwoc kich hoat. Trong s céc
cytokine khac nhau, IL-1p va IL-6 duong
nhu ¢6 vai trd quan trong hon trong co ché

178

bénh sinh cia AOSD. N6 ¢6 lién quan dén sy
kich hoat bach cdu trung tinh va ting kha
ning xuyén mach cua té bao nay. Cac nghién
ctru cho thay ca bénh Still ngudi 16n va bénh
viém khép thiéu nién ty phat déu c6 dap tng
tdt v6i Tocilizumab (thudc tc ché IL-6)
[3,4]. Trong bai viét nay, ching toi bdo céo
hai truong hop mac bénh Still nguoi 16n da
duoc didu tri véi Tocilizumab tiém dudi da
c6 cai thién 1am sang tot.

Il. BAO CAO CA BENH

Trwong hep 1

Bénh nhan nit 32 tudi, tién s khoe manh.
Thang 1 nam 2017 BN c6 biéu hién sét cao
thanh con cao nhat 40.2°C, mdi con kéo dai
2-3 gio, sdt vé chiéu; ndi ban trong con sot,
ban hong tap trung ¢ than minh, canh tay,
dui; dau khép co tay va khop gdi hai bén
kém theo dau rat hong doi khi dau bung
thuong vi. Bénh nhan nhap vién Nhiét Daoi
TW diéu tri 3 tuan 1am xét nghiém mau thay
bach cau, Ferritin ting cao. Sau khi loai trir
cac nguyén nhan nhiém tring, bénh mau,
bénh &c tinh, bénh nhan dwoc chan doan
bénh Still nguoi 16n theo tiéu chuan
Yamaguchi 1992 va chuyén khoa Co xuong
khép - Bénh vién Bach Mai diéu tri. Tur
thang 2/2017 dén thang 5/2020, bénh nhan
diéu tri  Medrol  4-32mg/ngady  va
Methotrexate duy tri liéu 10-12.5mg/tuan.
Sau mdi lan giam lidu hoic diung Medrol
bénh nhan tai phat triéu ching dau khép, sét,
n6i ban, mdi dot bénh tién trién kéo dai 2-3
tuan. Théang 6 nam 2020 bénh nhan duogc
tiém Tocilizumab dudi da (ACTEMRA®
SC) liéu 162mg/tuan tai Bénh vién da khoa
Medlatec. Sau 12 liéu tiém hang tuan, bénh
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nhan duoc gidn liéu 2 tudn/lan khi céc triéu  nhan duy tri Tocilizumab tiém 3 tuan/lan.
chang 1am sang 6n dinh. Bénh nhan di cat Hién tai bénh nhan khong dau khép, khong
dugc Medrol 2 thang sau d6 (thang 11/2020)  sét, khdng ndi ban. Cac xét nghiém bach cau,
va giam liéu Methotrexate tir 12.5mg/tuan >  mau ling, CRP, Ferritin trong gigi han binh
7.5mg/tuan. Pén thang 2 nim 2021, bénh thuong qua c4c lan truyén.

S6 lwong Bach cau qua cac lan tiém Tocilizumab
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Biéu dé 1: Sé Iwong bach cdu mau qua céc lan tiém Actemra.
Nhdn xét: Sau 7 lan tiém, sé luong BC méau ngoai vi ciia BN duy tri n dinh trong ngudng
binh thuong & céc lan tiép theo.

Chi s6 CRP qua cac lan tiém Tocilizumab
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Biéu do 2: Chi sé CRP qua céc lan tiém Tocilizumab.
Nhgn xét: Chi s6 CRP 6n dinh tir tuan thir 5 tiém tocilizumab va duy tri 6n dinh trong
ngudng binh thudng & c&c lan sau do.
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Chi so Ferritin qua cac [an tiém Tocilizumab
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Biéu do 3: Thay doi Ferritin qua céc lan tiém tocilizumab.
Nhgn xét: Sau 6 lan tiém, chi s6 Ferritin vé ngudng binh thuong va duy tri 6n dinh.

TRUONG HOP 2

Bénh nhan nam 29 tudi, tién s khoe
manh. Bénh khéi phat nam 2016, bénh nhan
c6 biéu hién sét cao timg dot, mdi dot 7-10
ngay, sot vé dém va sang, mdi con kéo dai 2-
3 tiéng, kém theo dau khép gbi phai, khép ¢o
tay hai bén, dau rat hong, khéng noi ban.
Bénh nhan da kham va diéu tri tai nhidu noi
véi chan doan “Viém mang hoat dich khép
c6 tay hai bén theo ddi bénh Iy cot séng
huyét thanh am tinh”, “Viém khép dang thap
huyét thanh am tinh” diéu tri Methotrexate
10-15mg/tuan, Methyprednisolon, bénh nhan
khong cai thién, con nhiéu dot st cao va dau
khap.

Thang 7 nam 2019, bénh nhan vao bénh
vién Viét Tiép- Hai Phong vai biéu hién st
cao ting con va dau nhiéu khap, khop 6 tay
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hai bén sung nong do, dinh khdp mat phan,
khong ndi ban, xét nghiém bach cau mau
ngoai vi tang (26G/L), Ferritin tdng cao
(>4000ng/mL). Bénh nhan da duoc lam cac
xét nghiém loai trir bénh mau, bénh ac tinh,
bénh nhiém trang, hoi chan chuyén gia va
dugc chan doan bénh Still nguoi 16n theo
tiéu chuan Yamaguchi 1992. Bénh nhan
duoc diéu tri Tocilizumab 162mg tiém dudi
da hang tuan va theo dai va diéu tri tai bénh
vién da khoa Medlatec. Hién tai bénh nhan
hét s6t hoan toan, con dau nhe khop co tay
hai bén, xét nghiém bach cau va Ferritin 6n
dinh. Hién tai bénh nhan da duoc gidn liéu
Tocilizumab 162mg 2
Methotrexate 12.5mg/tuan.

tuan/miii,
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Chi s6 bach cdu mau qua céc lan tiém
Tocilizumab
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Biéu do 4: Thay doi sé Iwong bach cdu mau ngoai vi.
Nhdn xét: C6 sy giam BC mau sau diéu tri tocilizumab tiém dudi da, tuy nhién so liéu dao
dong nhiéu.

Chi s6 Ferritin qua céc lan tiém Tocilizumab
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Biéu dé 5: Thay déi Ferritin khi diéu tri Tocilizumab.
Nhdn xét: Sau diéu tri tocilizumab, sb lwong Ferritin giam rd rét va duy tri 6n

Chi s6 CRP qua cac lan tiém Tocilizumab
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Biéu dé 6: Chi so CRP qua céc lan tiém TCZ.
Nhgn xét: Chi s6 CRP c6 xu hudng giam dan qua cac lan tiém TCZ
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Ca hai truong hop néu trén, chung toi
khong gap tac dung phu nao dang ké trong
thoi gian diéu tri thudc. Bénh nhan khéng c6
phan tng tai chd tiém, huyét &p 6n dinh,
khéng phu, khong cé biéu hién di @ng, cac
Xét nghiém vé& men gan, chic ning than
trong gidi han binh thuong. Xét nghiém sang
loc lao, viém gan B-C am tinh truéc va gitra
cac lan diéu tri.

IV. BAN LUAN

Bénh Still khoi phat & ngudi 1on 12 bénh
ly da duoc mo ta tir 1au. Bénh thuong biéu
hién 1am sang véi bo ba triéu ching bao gém
s6t cao, phat ban dic trung va viém khop/dau
khop. Sét thuong trén 39°C, thoang qua, kéo
dai dudi 4 gio, thuong sét vé chiéu va téi.
S6t cling ¢ thé bao trudc sy khoi dau coa
cac biéu hién khac nhu viém thanh mac, dau
hong, dau co va dau khop. Ty 18 sét trong
nam nghién cuu hdi cttu 16n nhat 13 95,7%.
Phét ban dién hinh 12 phat ban dang dat san,
mau hong cé& hoi, chu yéu duoc tim thay ¢
than minh va dau gan céc chi véi ty 18 gap
51% dén 87%. Pau khép duoc tim thdy &
phan 16n bénh nhan chiém 64-100%. Cac
khép thuong gap 1a khop gdi, ¢o tay, 6 chan
[5]. Trong hai case Iam sang chdng téi mo ta,
truong hop 1 bénh nhan c6 day du 3 triéu
ching dién hinh: sét, ban c& hoi, dau khop,
bénh nhan di dwoc chan doan bénh Still
ngudi 16n ngay tir lan vao vién dau tién.
Trong khi d6, & truong hop thir 2 bénh nhan
c6 biéu hién sbt va dau khop nhung khong
ndi ban (Mot tridu ching dac hidu gitp phan
biét phan biét bénh Still véi cac bénh ly viém
hé théng khac). Vi vay, qua trinh chan doan
bénh cua bénh nhan nay cham tré hon
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nhiéu.Trong 3 nim (tr nim 2016 dén nam
2019), bénh nhan da dén nhiéu trung tam Co
xuong khép 16n ¢ mién Bac Viét Nam véi
nhiéu chin doan khac nhau. Su cham tré
chan doan nay mot phan do cac triéu ching
ctia bénh nhan khong dién hinh, mét phan do
BN kham tai nhiéu noi khic nhau, diéu tri
theo nhiéu bac si (mot dic trung thuong gap
o bénh nhan Viét Nam).

Dua vao dién bién 1am sang, nguoi ta chia
dién bién bénh Still nguai Ion thanh 3 nhom.
Nhom 1: bénh dién bién kiéu hé thong khong
lién tuc hay da vong, cé su thuyén giam hoan
toan gitra cac dot bung phat va xu huéng nhe
hon nhitng dot dau. Nhém 2: tén thuong
khop man tinh, triéu chimg sung dau khép
noi bat va cé thé dan dén pha huy khop.
Nhoém 3: bénh tu gigi han, bénh nhan khoi
phat c4c triéu chung toan than va hau hét
thuyén giam trong vong 1 nam ké tir dot
bénh dau tién va duy nhat. Cac nhom nay
gap voi ty Ié tuong duong. Trong d6, bénh
nhan c6 kiéu hinh nhom 2 kém dap ng nhét
V6i thubc DMARDs ciing nhu corticoid va
tién lugng Xau hon ca [6]. C6 thé thay,
truong hop 1 thudc kiéu hinh 1 con trudng
hop 2 thudc kiéu hinh 2. Bén canh viéc chan
doan va diéu tri muon, kiéu hinh bénh ciing
gop phan ly giai tai sao truong hop 2 dap
g diéu tri kém hon. Truong hop dau bénh
nhan 6n dinh bénh va chuwa xuit hién di
chiing trén khép trong khi treong hop 2 bénh
nhan di co cing khép cb tay hai bén. Biéu
d6 cho thay diéu tri sém bénh Still nguoi 16n
s& han ché dang ké céc di chung, bién ching
cho bénh nhan.
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Trong sinh ly bénh cua bénh Still nguoi
I6n, cac cytokine gay viém chiém vai tro
trung tam, trong do co IL-6. Tuy chua dugc
dua vao cac Guideline chinh thic diéu tri
bénh Still ngudi 16n, song thudc e ché 1L-6
ngay cang c6 vai trd rd rét va cho nhiéu két
qua tét qua cac nghién cau trén thé gigi
[3,4]. Tocilizumab la khang thé don dong tai
t6 hop khang thu thé IL-6 & ngudi, thudc
nhom 1gG1. Thudc c6 tac dung Gc ché ca thu
thé mang va thu thé hoa tan caa IL-6. Mot
nghién cau hoi ciu da trung tim nam 2014
cua Francisco Ortiz va cong su trén 34 bénh
nhan bénh Still nguoi 16n didu tri TCZ. Thoi
gian khoi phét bénh trung binh trudc diéu tri
TCZ 12 4.2 nam. Két qua cho thay, sau 1 nim
diéu tri bang TCZ, ty Ié dau khép da giam tir
97,1% luc ban dau xudng 32,4%, biéu hién
ngoai da va st giam tir 58,8% xudng 5,9%.
Giam dang ké céc chi s6 viém bao gom CRP
va tbc @6 méu lang, nong do ferritin huyét
thanh. Liéu trung binh cua prednisone giam
tir 13,8 mg/ngay xuéng 2,5 mg/ngay sau 12
thang [8].

O hai truong hop ma ching t6i dua ra co
nhiéu diém twong dong véi nghién cuiu trén,
bénh nhan di dugc diéu tri truée d6 bang
Methotrexate va corticoid trong 4 nam, riéng
truong hop 2 da diéu tri khang TNF-o déu
khong cai thién nhiéu céc triéu chung lam
sang. Bénh nhan van con nhiéu dot sbt, dau
khép va khong cit dugc corticoid (trudng
hop 1). Sau khi chuyén sang Tocilizumab,
truong hop 1 da dat ACR20 tir lan tiém dau
tién, ACR50 sau 4 lan tiém (1 thang), ct
duogc coticoid sau 5 thang diéu tri, giam liéu
Methotrexate tir 12.5mg con 7.5mg/tuan.

Trong thoi gian diéu tri Tocilizumab, trudng
hop 1 khong xuét hién dot tién trién nao cua
bénh, xét nghiém bach cau, CRP, Ferritin vé
ngudng binh thuong. O truong hop 2, sau
khi Tocilizumab tiém dudi da, bénh nhan
nay dat ACR20 sau 3 lan tiém, dat ACR50
sau 8 lan tiém. Tuy nhién, bénh nhan chua
giam duoc lidu MTX, cac xét nghiém bach
cdu va CRP dao dong nhiéu. Bé ly giai
truong hop ndy, ching tdi cho ring TCZ
duong tinh mach c6 hiéu qua tc ché IL-6
trong thoi gian dau sau truyén khi cac thy the
bi trc ché hoan toan. Khi sé lugng khéang thé
giam, su wc ché thu thé khdng hoan toan dan
dén tinh trang tang phan ung viém thong qua
cac 1L-6 khong dugc Gc ché, vi vay bénh
nhan xuat hién triéu chang viém khép va sét
tro lai. That vay, thoi gian ban thai cua
Tocilizumab xdp xi thoi gian ban thai cua
lgG1 241,8 + 71,4 gio va phu thudc lidu
luong thube [7]. Biéu tri TCZ tiém hang tuan
da khic phuc duoc nhuoc diém nay. Bén
canh do, bénh nhan 2 thuoc nhém kiéu hinh
t6n thuong khép man tinh, mte d6 hoat dong
manh trong khi IL-6 khéng phai la cytokine
viém duy nhét trong bénh Still nguoi 16n, khi
sir dung TCZ chi tc ché mot phan bénh ma
khong phai toan bo. Vi vay, cai thién Iam
sang va xét nghiém cua bénh nhan nay cham
hon.

V. KET LUAN

Didu tri TCZ tiém dudi da c6 uu diém
thuan tién, an toan, d& chinh liéu, cai thién
lam sang va xét nghiém nhanh chéng va duy
tri bénh 6n dinh & bénh nhan mic bénh Still
nguoi lon. Tuy nhién, cac biéu hién khép
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dudng nhu kho diéu tri hon so vé6i céc biéu
hién toan than.
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