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HOI CH’NG HOAT HOA PAI THU'C BAO O’ TRE EM
CHAN POAN SO'M - PIEU TRI THANH CONG

TOM TAT

Hoi ching hoat hoa dai thuc bao
(Macrophage activation syndrome - MAS) la mét
tinh trang de doa tinh mang, va nd la mét dang
hoat hoa dai thuc bao lymphohistiocytosis
lymphophagocytic (HLH). Céc biéu hién 1am
sang bao gém sét cao dai dang kéo dai, gan lach
hach to, biéu hién xuit huyét va cac biéu hién
lam sang giong nhu nhiém tring huyét. Tir cac
dic diém 1am sang, thuong rat kho dé phan biét
gitta nhiém trung huyét thuc su, dot bung phat
bénh hoac hoi chirng hoat hoa dai thuc bao MAS.
Mic di cac xét nghiém vé can 1am sang tuong tu
nhu nhitng dau hiéu cua rdi loan doéng mau ndi
mach lan toa, giam céc té bao mau, réi loan dong
mau, giam fibrinogen mau, va d-dimer tang, nd
cling co thé 1a giai doan muon caa hoi ching
hoat hoa dai thuc bao. Hién tai, MAS van con bi
bo s6t chan doan hodc chan doan mudn, dan dén
ty 16 méc bénh va tir vong cao. Trong bai béo nay
chiding toi tong hop cac triéu chirng 1am sang, céc
bit thuong vé xét nghiém & MAS, dé cung cip
mot s6 diém luu y chan doan sém. Hién nay, da
c6 cac tiéu chuan chan doan cho HLH, viém
khép tu phét thiéu nién hé thong lién quan dén
MAS, va Lupus ban d6 hé thong lién quan dén
MAS. Do d6, dua trén céc tiéu chuan chan doan
thich hop dé ap dung la diéu can thiét boi vi
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SUMMARY
MACROPHAGE ACTIVATION

SYNDROME IN CHILDREN EARLY
DIAGROSIS — SUCCESSED TREATMENT

Macrophage activation syndrome (MAS) is a
life-threatening condition, and it is a subset of
hemophagocytic  lymphohistiocytosis  (HLH).
The clinical features include a persistent high-
grade fever, hepatosplenomegaly,
lymphadenopathy, hemorrhagic manifestations,
and a sepsis-like condition. From the clinical
features, it is usually difficult to differentiate
between a true sepsis, disease flare-ups, or MAS.
Although the laboratory abnormalities are similar
to those of a disseminated intravascular
coagulation,  which  shows  pancytopenia,
coagulopathy, hypofibrinogenemia, and an
elevated d-dimer test, it can also be a late stage
of MAS. Currently, MAS is still underrecognized
and usually results in delayed in diagnosis, which
leads to high morbidity and mortality. This
literature review was conducted in the context of
the clinical manifestations and the laboratory
abnormalities in MAS, which might provide
some clues for an early diagnosis. The best ways
for an early recognition and a satisfactory
diagnosis were based on the relative changes in
the overall parameters from the baseline, together
with a thorough and continuous physical
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examination for these kinds of patients. At
present, diagnostic criteria have been proposed
for HLH, MAS-associated systemic juvenile
idiopathic arthritis, and an MAS-associated
systemic  lupus erythematosus.  Therefore,
selecting the proper diagnostic criteria for use is
essential because not all of the criteria are
suitable for every autoimmune disease

Keywords: hemophagocytic
lymphohistiocytosis, systemic juvenile idiopathic
arthritis, systemic lupus erythematosus, early
diagnosis.

I. DAl CUONG

Hoi ching kich hoat dai thuc bao
(Macrophage activation syndrome - MAS) la
mét bién chimg de doa tinh mang, can duoc
chan doan som, diéu tri kip thoi va phd hop
Véi cac biéu hién cua mdi ca thé. Pay 1a mot
rbi loan lién quan dén hoi chiing thuc bao té
bao mau HLH, bao géom HLH nguyén phat
va HLH tht phat. HLH nguyén phat hoac
HLH gia dinh 1a mot bénh di truyén, trong
khi HLH thr phat dugc Kich hoat boi céc
bénh khac, bao gdm bénh ly nhiém tring,
bénh &c tinh va bénh tu mién. MAS la mot
hoi ching HLH tht phat, c6 lién quan dén
cac bénh ly tu mién. Cac bénh tu mién phd
bién nhét lién quan dén MAS la viém khép
ty phéat thiéu nién thé he théng (systemic
juvenile idiopathic arthritis — sJIA), tiép dén
la bénh lupus ban do6 hé théng (systemic
lupus erythematosus - SLE), bénh Kawasaki,
va bénh viém da co thiéu nién (juvenile
dermatomyositis - JDM) [1]. MAS xay ra do
mét can bang cua hé théng mién dich, su
tang kich thich cac té bao mién dich lién tiép.
Cac triéu chung cua MAS rat gidng véi céc
triéu chung cua bénh ty mién hoat dong,
hodc bénh canh nhiém tring huyét ning. Do
do, rit kho dé d& dang nhan ra chan doan

MAS. Viéc diéu tri thuong bi tri hodn, dan
dén ty 18 tir vong ting cao. Cac bénh nhan
méc hoi chang MAS c6 céc dau hiéu va triéu
ching kinh dién cua bénh 1a sét cao dai
dang, gan lach hach to, cac biéu hién xuat
huyét. Xét nghiém cho thay giam cac dong té
bao mau, rdi loan déng mau, ting ferritin
méu. Nhimg dic diém ndi bat nay thuong
Xay ra trong giai doan muon cua MAS, gay
ra su cham tré chan doan, va dan dén mot két
qua toi té hon. Do d6, viéc nhan biét sém
MAS Ia rat quan trong. Pay 1a chia khoa dé
cai thién ty 1& mac bénh, ty 1& tir vong ¢ cac
bénh nhan mic hoi chang hoat héa dai thuc
bao [2] [3].

Muc dich cua bai bdo ndy nhim dua ra
cac trigu ching lam sang giai doan som,
nhitng thay doi vé cac xét nghiém can lam
sang trong giai doan dau cia MAS, diém
quan trong la phai cha y phat hién cac dau
hiéu can nghi ngo vé hoi ching MAS, tng
hop céc dau hiéu 1am sang, cac bat thuong vé
xét nghiém, va do do s€ soém dua ra dugc Ccac
quyét dinh quan trong.

I1- DICH TE HOC

Ty 1& mac bénh thyc té cia MAS trong
cac bénh thap khop van con chua rd, do chua
duoc chan doan. Hau hét cac nghién ctru déu
chan doan MAS dua theo cac tiéu chuan
chan doan cua HLH-2004 hoic céc tiéu chi
duoc dé xuat boi Ravelli [4]. Uéc tinh ty 1é
méc hoi chang hoat hoa dai thuc bao & cac
bénh nhan viém khép tu phat thiéu nién thé
hé thong ~ 10%, ting dén 40% & cac bénh
nhan chi biéu hién thay doi vé cac xét
nghiém can 1am sang, cho thay bing chung
vé hoi chang MAS chi xay ra tai tiy xuong
[5]. Ty 1é mic hoi ching hoat hoa dai thuc
bao MAS trong SLE thay ddi tir 0,9% dén
4,6% va tang 1én 9,4% & nhitng bénh nhan
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nay bi réi loan chic ning gan. Su xuat hién
cua hoi chung thuc bao té bao mau khong
lién quan dén mutc d6 ning cua bénh lupus.
Tan xuit méc hoi chiing thuc bao té bao mau
trong bénh Kawasaki thip hon trong bénh
viém khap thiéu nién va bénh lupus, udc tinh
khoang 1.1%. Ty Ié tir vong thay doi tly
ting trung tam, sy hiéu biét vé bénh nay.
Cac béo céo trude ddy cho thiy ty 18 tir vong
& bénh nhan viém khop tu phat thiéu nién thé
hé théng thay doi tir 8% - 23%, ty 1é tir vong
¢ bénh lupus ban do la 5%-35% [6]. Ty I¢ tir
vong nay ¢ ngudi 16n cao hon, khoang 50%.

111-CO’ CHE BENH SINH

Co ché bénh sinh cua hoi ching hoat hoa
dai thuc bao hién chua ro boi vi dic diém
Ilam sang cua hoi ching hoat hoa dai thuc
bao khé gidng véi HLH gia dinh va c6 thé c6
mot sb co ché co lién quan gitra hai hoi
chang nay. Biéu hién vé sy bat thuong cua
cac té bao mau, giam hoat dong cua cac té
bao NK trén cac bénh nhan c6 hoi chang
hoat héa dai thuc bao thir phat sau cac bénh
nén nhu viém khép ty phét thiéu nién trong
nhiéu nghién ctu. Nhitng bat thuong nay xay
ra do cac bién thé protein cua cac gen khac
nhau bao gém PRF1, MUNC13-14, STX11,
STXBP2, LYST, and RAB27A, lién quan
dén con dudng gay doc té bao qua trung gian
cac té bao hat. Dot bién di hop tar & mot sb
gen nay co thé lién quan voi sy phat trién cua
hoi chimng hoat hoa dai thuc bao MAS, dac
biét néu c6 yéu t6 thuc day nhu nhiém tring.
Hon ntra tinh trang tang viém dac biét trong
viém khop thidu nién thé hé théng lam tang
nong do IL6. Pidu nay di dwoc ching minh
la mot yéu té gop phan cho 1am giam thoang
qua hoat dong gy doc té bao cua céac té bao
NK. Céc co ché chinh cua hoi chang hoat
hoa dai thuc bao MAS c6 thé duoc kich hoat

boi su gia ting cac hoat dong muc do cao
cua bénh ty mién hoic cac tac nhan nhiém
tring, dan dén kich hoat phan tng mién dich
kéo dai, chu yéu 1a do céc té bao Tc giy doc
va cac dai thuc bao. Bét ky su khiém khuyét
trong viéc cham dut cac phan tng mién dich
déu dan dén ting nong do cac cytokine trong
méu hoic dan dén con bio cytokine. Nhitng
cytokine nay bao gom interferon gamma
(IFNy), TNFa, IL-2, IL-1, IL-6, IL-18, ciling
nhu yéu t6 kich thich dong dai thuc bao - yéu
t6 M-CSF. Mot nghién ciru trude day ciing
da chitng minh ndng d6 tang cao dang ké cua
IFNy va chemokine gdy ra boi IFNy,
chemokine (C-X-C motif) phéi tr 9
(CXCLY9), trong bénh nhan sJIA bi MAS va
bénh nhan HLH thu phat khac, trong khi
nong do cua ching 13 binh thudng trong ca
sJIA hoat dong khéng c6 hoi chiing MAS va
sJIA khéng hoat dong [3]

Mot s6 nghién ctu trude ddy da ching
minh duoc c6 thay ddi cua cac cytokine
trong khi xay ra MAS va diéu nay dan dén
su nghi ngo vé bénh Iy sJIA lién quan toi
MAS. Ty I¢ IL18/IFN gamma giam di cang
lam tang sy nghi ngd vé su xuat hién cua
MAS trong sJIA. Ngoai ra, Shimizu va cong
su ciing bao cdo rang nhiéu bénh nhan sJIA
c6 nong d6 IL18 ting cao, dac biét vai nong
dd > 47750 pg/ml, c6 nguy co cao xuét hién
MAS. Theo di ndng do IL18 trong co thé c6
loi ich nham tién doan kha ning xuat hién
MAS [7].

IV. TRIEU CHU'NG LAM SANG, XET NGHIEM,
CHAN DOAN SOM

Céc triéu chiing cua MAS kha gidng véi
biéu hién dot hoat dong cua céc bénh Iy tu
mién hoic bénh canh nhidm tring huyét
nang, do do rat kho dé chan doan phan biét
MAS véi cac tinh hudng 1am sang néi trén
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va diéu tri thuong bi muon dan dén tang ty 18
tir vong. Trong hau hét cac trudng hop tré co
sbt vai tinh chét dién hinh 1a st cao lién tuc
hoac st khéng giam gidp phan biét giita cac
dot hoat dong cua bénh va MAS. Gan lach
va hach to déu c6 & dot hoat dong cua mot sb
bénh nhu sJIA, SLE va MAS, tuy nhién nang
hon khi xay ra MAS. Tuy nhién, trong mot
nghién ctu cua Kosstik va cong su, cac triéu
chirng ndy mac du c6 d6 nhay cao nhung d6
dic hiéu rat thap [8].

Khoang 35% bénh nhan c6 réi loan chic
ning than kinh nhu co giat, thay doi tri giac
(kich thich, lo mo, hon mé, dau dau) mic do
c6 thé xay ra khdng cung maot lic. Ngoai ra
bénh nhan ciing c6 thé kich thich, li bi, hon
mé, dau dau. Nhiing triéu chang lién quan
dén than kinh trung wong nay dugc quan sat
thiy trong MAS sém va ram ro hon so Vi
sJIA, SLE giai doan hoat dong, tuy nhién cac
triéu chung nay khong duoc coi la cac dau
hiéu khoi phat va la triéu ching dé chan
doan sém cua MAS. Cac biéu hién xuét
huyét thuong duoc thdy ¢ MAS toan thé
(khoang 20%) tir c4c triéu chitng bam tim téi
chay mau niém mac, xuat huyét tieu hoa va
dong mau ndi mach lan téa. Cac ca bénh
MAS ning can nhap vién tai cac don vi ICU
khi c¢6 suy da tang (tim, phdi, than...).
Nhiing dau hiéu nay thuong thiy & giai doan
mudn caa MAS. Khi xay ra MAS tat ca cac
triéu ching 1am sang khdng cling xuét hién
mot 1Gc, ma c6 thé xuat hién sau mot thoi
gian xut hién MAS. Vi vay néu chi str dung
cac triéu ching 1am sang khong phai la mot
cach hiéu qua dé c6 thé chan doan sém
MAS. Viéc chan doan s6m MAS la mot
thach thac do khdng c6 mét triéu chung 1am
sang hay xét nghiém don 1é nao dac hiéu cho
bénh mac du doi khi chung rat hitu ich dé

6

tién lugng bénh. Ngoai ra, cac triéu chang
ciia MAS rat kho phan biét voi cac biéu hién
gidng nhu dot cip cua JIA thé hé théng hay
tinh trang nhiém trang huyét [6]. Vi vay, trén
mdt bénh nhan méc bénh 1y ty mién c6 nguy
co MAS, xuit hién tinh trang sét cao lién
tuc, gan lach to, hach to toan than, réi loan
chtre nang hé than kinh va céc biéu hién xuat
huyét chiing ta can nghi dén hoi ching MAS
va 1am thém cac xét nghiém hd tro chén
doan bénh.

Sy thay ddi trong cac xét nghiém cing
vé6i phét hién cac dau hiéu 1am sang sém khi
khoi phat MAS rat quan trong dé c6 thé chan
doan s6m MAS. Cac chi s6 xét nghiém bao
gom tiéu cau, AST, ALT, ferritin, LDH,
Triglycerid va d-dimer thay doi > 50% giira
tredc MAS va khi khoi phat MAS. Ngoai ra,
sy giam tuong d6i sd luong tiéu cau la dau
hiéu c6 gia tri dé phan biét gitra khoi phat
MAS va dot hoat dong ctia bénh. Thiéu mau
la triéu chiing & cac dot bénh hoat dong hoac
khoi phat MAS, nhung ty 1& phan trim sy
thay d6i Hb nhé hon so véi cac théng sb
khéc [6]. Tang cao ferritin huyét tuong ciing
la mot du 4n sinh hoc quan trong chan doan
MAS. Vi viy, dinh luong nong do ferritin
huyét twong duoc s dung dé sang loc bénh
nhan c¢6 nguy co phat trién MAS [9]. Bang
chang vé thuyc bao mau khi sinh thiét tay
xuong, hach bach huyét, lach hoic bat ky co
quan nao khac cta bénh nhan, cling 1a mot
dic diém cua MAS. Khoang 60% bénh nhan
sJTA da ching minh c6 hién tuong thuc bao
méu khi sinh thiét tiy xwong va ~ 30% trong
s6 nhiing bénh nhan nay cho thay thuc bao
mau khi sinh thiét cac hach bach huyét
va/hoic gan [6]. Do d6, khi khong thé phét
hién thyc bao mau qua sinh thiét tay xuong,
hach bach huyét hoic gan cua bénh nhan thi
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cling khong loai trir chan doan MAS, dic
biét 13 giai doan dau cia MAS.

V- CHAN DOAN

Chén doan sém va diéu tri ban dau kip
thoi 1a ca hai yéu té chinh dé c6 mot két qua
diéu tri hiéu qua. Tuy nhién, cé4c triéu chang
cia MAS tuong tu nhu tri¢u ching dot hoat
dong cua bénh va nhiém tring huyét, khién
cho viéc chan doan sém tré nén khé khin. Vi
MAS I mét tap hop con caa HLH, mot sb
bac si van su dung tiéu chi HLH-2004 dé

chan doan MAS. Tuy nhién, tiéu chi HLH-
2004 khong phd hop véi bénh nhan mic
bénh tu mién, dac biét 1a d6i véi nhitng bénh
nhan sJIA.

Nam 2016, lan dau tién 28 chuyén gia
khép hoc va huyét hoc nhi khoa d3 phan tich
cac triéu chang lam sang, can lam sang cua
428 bénh nhan véi chan doan MAS, sJIA
hoat dong va nhiém khuan huyét . Ho déng
thuan dua ra tiéu chuan chin doan MAS nhu
sau (bang 1) [2]

Bdng 1: Tiéu chudn chdn dodn MAS & bénh nhan JIA thé hé thong [2]

bit ctr 2 trong s6 4 tiéu chuan sau:

Tré mac/nghi ngd mac JIA thé hé thong cd sét nghi ngd MAS néu Ferritin > 684 ng/ml va

Tiéu cau <181 G/L
AST >48 Ul/I
Triglycerid >156 mg/dl
Fibrinogen <360 mg/dl

tinh chét gia dinh

Cac xét nghiém nay khong thé giai thich dugc boi cac tinh trang bénh ly khac nhu xuét
huyét giam tiéu cau mién dich, nhidm leishmania noi tang, viém gan hay ting lipid mau c6

Nho c6 tiéu chuan chan doan MAS ¢
bénh nhan sJIA nay c6 thé gilp chan doan
som tinh trang MAS va phén biét MAS véi
sJIA hoat dong va nhidm khuan huyét. Tiéu
chuan chan doan nay chi bao gom céc chi s6
xét nghiém can 1dm sang, khong st dung cac
triéu chirng 1am sang trir triéu chang sot.

Trén thyc té, mac di ¢ nhiéu huéng dan
chan doan hoi chimg MAS, dic biét khi co
cac bénh nén khac nhau, cich tét nhat dé
nhan biét va chan doan sém 1a thim kham
k¥, lién tuc va nghi dén bién chiing MAS khi
c6 nhitng triéu chung 1am sang goi y trén ¢
nhitng bénh nhan nay la rat quan trong, tir d6
tién hanh céc xét nghiém can 1am sang dé
chan doan MAS dic biét la xét nghiém

ferritin trong mau. Két hop chat ché giira
tham kham lam sang va can lam sang nay
gilip cac bac si chan doan va diéu tri som
MAS, dan dén cai thién két qua diéu tri cua
bénh.

VI- DIEU TRI

Nén tang chinh trong diéu tri MAS Ia
lieu phép glucocorticoid. Hau hét bat dau
bang methylprednisolone tiém tinh mach 30
mg/kg/liéu (t6i da 1g) trong 1-3 ngay. Néu
bénh nhdn dap wung tét, giam lidu
methylprednisolon 2-3 mg/kg/ ngay. Néu
tinh trang 1am sang cua bénh nhan 6n dinh,
chuyén prednisolone duong udng. Nhiing
bénh nhan khong déap g, nén su dung li¢u
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phap b sung Cyclosporin A 2-7 mg/kg/ngay
[11].

Bénh nhan khang tri vai corticosteroid
va cyclosporin A, nén can nhic diéu trj theo
phac d6 HLH-2004, bao gdm etoposide
(hoic VP16). Etoposide khong duoc khuyén
c4o 1a liéu phap dau tién cho MAS, vi cac tac
dung phu nghiém trong [12]. Bénh nhan
méac MAS khang tri, suy gan, suy than, ding
thudc chdng té bao tuyén uc (ATG).

Phuong phap diéu tri khéc, bao goém
immunoglobulin tiém tinh mach,
cyclophosphamide va trao d6i huyét tuwong
mang lai két qua khong nhat quéan. Gan day,
d4 c6 nhiéu bao cao vé viéc st dung céc ligu
phédp sinh hoc cho MAS nhu Anakinra,
Canakinumab, Tocilizumab, mac du chi cé
dir liéu han ché trong diéu tri tinh trang sJIA
lién quan dén MAS. Can theo ddi cac bién
chang khéng mong mudn phéat sinh sau khi
diéu tri thudc sinh hoc cho nhitng bénh nhan
nay [13].

VII- KET LUAN

Mac du cac triéu ching ldm sang cua
MAS va cac dot hoat dong cua cac bénh tu
mién khéa gidng nhau. Tuy nhién mot s6 dac
diém 1am sang goi y sot cao lién tuc, gan
lach to, hach to toan than, réi loan chirc ning
hé than kinh va cac biéu hién xuat huyét va
dic biét 1a su thay ddi cua mot sb chi sb xét
nghiém nhu giam cac dong té bao mau, ting
men gan, LDH, triglycerid, D-dimer va thu
thé hoa tan IL2 (CD25 hoa tan), hinh anh
thuc bao khi choc hat hodc sinh thiét tuy
xuong, hach va dac biét 1a tang ferritin trong
méu c6 thé giup cac bac si chan doan som
MAS. Tir d6 str dung cac b tiéu chuan chan
doan MAS trong cac bénh ty mién khac nhau
c6 thé gilp ching ta chan doan dwgc MAS

sém hon, tir 46 dua ra quyét dinh diéu trj kip
thoi va cai thién tién luong bénh.
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