TAP CHi NGHIEN CPU Y HOC

BAO CAO TRUONG HOP TRE MAC HOI CHI’PNG TAFRO
Lwong Thi Phwong'2~, Nguyén Thi Kién?, Nguyén Thu Hwong?

'rirong Dai hoc Y Ha Noi,
2Bénh vién Nhi Trung wong

Héi chimg TAFRO duoc bao cdo dau tién ndm 2010 tai Nhat Ban, déc trung béi gidm tiéu céu, tran dich da
mang, xo héa tiy xwong cé reticulin, réi loan chirc néang than, phi dai co' quan. Bénh cé thé de doa tinh mang nén
cén duoc chan doan sém va thuong dap (g véi thuée tre ché mién dich. Bénh thuong gdp & ngudi gia hodc
trung nién, rat hiém gap & thanh thiéu nién. Chuing téi bao cdo mét ca bénh & tré nhé dau tién duoc chan doén
héi chirmg TAFRO va diéu tri thanh céng bang Cyclospron A tai bénh vién Nhi Trung wong. Tré nam 6 tudi vao
vién vi sét, kém theo phu, kho thé, tran dich mang phéi, mang tim, ¢é chuéng, gan léch to, thiéu mau, giam tiéu
céu, CRP ting, gidm albumin mau, suy than cép, protein niéu nhiéu, C3 gidm nhe, C4 binh thuong, sinh thiét tdy
xuong c6 téng sinh méu tiéu cau. Tré duoc chén doén héi chirng TAFRO, va diéu tri prednisone 1mg/kg/ngay
phéi hop cyclosporinA 4mg/kg/ngay duoc 2 tuén, tré hét sét, hét phu, tiéu cdu mau tang, chirc ndng than cai thién.

T khoéa: giam tiéu cau, tran dich da mang, suy than cép, hdi chirng TAFRO.

I. DAT VAN PE

Hoi chirng TAFRO [& mot bién thé cla
bénh Castleman, duwoc bao cdo lan dau tién
tai Nhat Ban nam 2010."2 Bénh dwoc dac
trung bdi cac triéu chirng giam tiéu cau, tran
dich da mang, xo hoéa tly xwong co reticulin,
rdi loan chirc nang than, phi dai co quan. Mac
du cac nha khoa hoc da nhan théy cod sy gia
tang noéng do interleukin-6 (IL-6) va yéu t6 ting
trwdng ndi md mach mau (VEGF) trong huyét
thanh va dich cGa bénh nhan méc héi chirng
TAFRO, co ché bénh sinh van chua rd rang.2
Cac béo céo trwdc day cho thy bénh thuwong
dap (rng voi liéu phap trc ché mién dich nhw
corticoid va/hodc ca thubc trc ché mién dich
nhw Cyclosporin A, Tocilizumab.®4% Corticoid
thwdng la diéu tri dau tay cho hdi chirng TAFRO
nhwng bénh nhan thwdng tai phat nén corticoid
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thwdng dwoc dung phdi hop véi cac thube tre
ché mién dich khac.® Bénh c6 thé gay tlr vong
& mot sb trwong hop." 7 Bénh thwong gap &
ngwdi gia hodc tudi trung nién,? rat hiém gap
& tudi thanh thiéu nién.® Cac tiéu chuén cua
hdi chirng TAFRO chwa hoan toan rd rang nén
dé gay cham tré trong chan doan va diéu tri.
Chung t6i bao cdo mét trudng hop tré dau tién
dwoc chan doan hoi chirng TAFRO va diéu tri
thanh coéng bang Cyclosporin A tai khoa than-
loc mau bénh vién Nhi Trung wong.

Il. CA LAM SANG

Tré nam 6 tudi vao vién vi sbt kéo dai 10
ngay khong rd nguyén nhan, sét tirng con, nhiét
dd cao nhat 40°C. Sau 5 ngay sét, tré xuét hién
phu mi méat va hai chi dwéi, khé thé ting dan.
Tré dwoc nhap diéu tri tai khoa cip ctu bénh
vién Nhi Trung wong. Kham |am sang tré phu
toan than, cd chwéng, hoi chirng 3 giam day
phdi 2 bén, khéng cé rale, tim nhip déu 130ck/
phut, khéng co tiéng théi, nhip thé 40 Ian/ phat,
co kéo co hd hap nhe, Sp0O2 90%, gan lach to,
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khong so thay hach. Xét nghiém mau sé lvong
bach cau 11.93 G/I, Bach ciu da nhan trung
tinh 70,9%, hemoglobin 90g/, tiéu cAu 41000/
mm3, Ure 6,98mmol/l, creatinin 52umol/l, AST
204 UI/l, ALT 155 Ul/, Albumin 22g/l, Protein
51g/l, CRP:197mg/l, ddng mau: PT 55%, APTT
36,8s, Fibinogen 5,09g/l, D-Dimer:13584ng/l.
Xét nghiém nuéc tiéu: Hong ciu niéu (-), Bach
cau it, Protein/creatinine niéu 325mg/mmol.
Xquang tim phdi ¢6 hinh anh tran dich mang
phdi 2 bén, day thanh phé quan. Siéu am co
dich tw do 6 bung 50mm, dich trong, tran dich
mang phdi 2 bén, bén trai day 14mm, bén phai
day 40mm, it dich mang tim 5mm, chlrc nang
tam thu that trai binh thuwong. Tré dwoc chan
doan theo déi nhiém khuan huyét va duoc thé
oxy mask, diéu tri khang sinh trong 14 ngay,
truyén albumin, plasma tuoi, lasic tiém tinh
mach. Trong qua trinh diéu tri, tré van sét con,
nhiét do khong giam, phu tang dan, tran dich
da mang, xét nghiém hemoglobin, tiéu cau
van gidam, C3 0,54, C4 0,11, dsDNA 5,7, ure
15mmol/l, creatinine 95umol/l, albumin 34gl/l,
protein/creatinine niéu 166 mg/mmol, dién giai
binh thwong, xét nghiém dich mang bung va
dich mang phdi thay rai rac lympho bao, khéng
c6 t& bao ac tinh. Chup cat 16p 6 bung, 16ng
ngwc théy hach to 8 — 10mm, gan to nhe v&i
kich thwéec do gan phai 123 x 147mm, lach to
103 x 50 x 102 mm, dich tw do & bung, dich
mang phdi, cé it dich mang tim. Tré dwoc
chuyén I1én khoa than-loc mau diéu tri. Theo
tiéu chuan ctia ACR8 hay SLICC9 tré khong du
tiéu chuan chan doan lupus, nhung theo tiéu
chudn chan doan lupus ACR/SLICC 201510
m&i cap nhat thi tré cé 3 diém gém viém mang
tim, mang phdi, protein niéu nhiéu, tiéu cau <
100000/mm? cho phép bac si nghi ng& lupus.
Va khi tinh diém SLEDAI dé danh gia lupus
hoat déng?® thi b&énh nhan cé diém SLEDAI Ia
14 diém (4 diém protein niéu nhiéu, 4 diém

cho tran dich mang phdi, 4 diém cho tran dich
mang tim, 1 diém cho sét, 1 diém cho tiéu cau
< 100000/mm?®). Tai thodi diém d6 tiéu ciu cla
tré 76000/mm3 nén chung t6i quyét dinh diéu
tri 3 mii methylprednisolone li&u cao 1000mg/
m2da/ ngay cho tré va loi tiéu tiém, tré giam
sbt, nhung kho théd ting dan, tiéu it, siéu am
dich mang phdi 2 bén day 45mm, dich mang tim
nhiéu c6 dau hiéu chén ép tim. Chung toi tién
hanh dan Iwu dich mang tim ra 135ml dich vang
trong (xét nghiém dich mang tim 230 t& bao
trong d6 32% la bach cdu mono, 48% la bach
cau da nhan trung tinh, 3% lympho, Rivalta (+),
cellblock 1a dich viém) va loc mau ngét quang
cho tré trong 2 ngay. Sau 2 ngay dirng loc mau
tré phu tang lén, dich mang phdi, mang tim
lai tang dan, xét nghiém bd thé binh thwong,
DsDNA va ANA déu am tinh, sinh thiét than cé
hinh anh viém cau than tang sinh gian mach
nén chung t6i khéng nghi tré bj lupus ban dé.
Sau khi tim cac bao céo vé cac ca bénh bao
gdm céc triéu chirng sét, tran dich da mang,
giam tiéu cau, suy than tién trién thi nhan thay
tré c6 du tiéu chudn chan doan hoi chirng
TAFRO theo Bo y té, Lao dong va Phuc lgi Nhat
Ban 2015 " v&i du 3 tieu chan chinh: Tran dich
da mang (tran dich mang phéi, cé trwéng va phu
toan than), giadm tiéu cau (< 100.000 / microL),
viem hé théng (sbét khéng ré nguyén nhan >
37,5°C va / hodc CRP huyét thanh ting cao).
Va 2 trong 4 tiéu chuén phu: Két qua sinh thiét
md bénh hoc phu hop véi bénh Castleman, xo
héa tdy va / hodc tdng mau tiéu cau trong tady,
tang kich thwéc cac co quan (gan to, lach to
va hach to), suy than tién trién. Chuing t6i tién
hanh sinh thiét tiy xwong cho tré thi chi thay
hinh anh tang sinh mau tiéu ciu, khong thay
hinh &nh xo héa tly c6 reticulin (+). Tinh diém
phan loai mirc d6 nang cla hdi chirng TAFRO
dwa vao 4 triéu chirng tran dich da mang, giam
tiéu ciu, sét hodc phan &ng viém va mic do
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suy than thi bénh nhan cta chung t6i & muirc
dé nang."

Vi hiéu qua diéu tri hdi chirtng TAFRO bang
cyclosporin A da dwgoc bao cdo,' chung toi
quyét dinh diéu tri cho tré bang prednisonlon
1mg/kg/ ngay phdi hop véi cyclosporin A 4mg/
kg/ ngay. Sau 2 tuan diéu trj tré hét sbt, hét phu,
khéng con tran dich cac mang, tiéu cau tré vé
binh thwong, khong suy than, protein niéu giam
dan. Tré dwoc ra vién va tiép tuc diéu tri ngoai
tra.

Ill. BAN LUAN

Bénh Castleman con co tén goi la tdng san
mach mau nang lympho ctia hach. D6 1a mét ton
thwong tang san hach lymphé lanh tinh. Bénh
nay mang tén Castleman do dwgc Dr. Benjamin
Castleman va cong sy mo ta 1an dau tién nam
1956.5 Bénh cé 2 thé la bénh Castleman khu
trd 1a chi anh hwédng mét hach bach huyét va
bénh Castleman da co quan (MCD) anh hwéng
nhiéu hach bach huyét va mé bach huyét c6 thé
lam suy yéu nghiém trong hé théng mién dich.
Co ché bénh sinh cGa bénh Castleman con
chwa rd va cac nha khoa hoc cling khéng ré vai
trd cla virus Herpes 8 (HHV-8), mac du sw xuét
hién ctia né cé thé gay tén thuwong cac té bao hé
thédng mién dich. Cac té bao hé théng mién dich
san xuét ra protein duoc goi la interleukin-6 (IL-
6) gop phan vao sy phat trién qua muirc clia cac
té bao bach huyét va dan dén nhirng dau hiéu
va triéu chirng clia bénh Castleman. Gan day
Takai et al. bao cao ba trwdng hgp c6 cung cac
triéu ching giam tiéu cau, tran dich da mang,
sbt, xo hda tly xwong cé reticulin va phi dai
co quan. Nhirng triéu chirng nay da dwoc dat
tén 1am sang la hoi chirng TAFRO dé mo ta
khai niém bénh mai." Nam 2013, cac cudc hop
quéc gia Nhat Ban da duoc té chirc dé dua ra
dinh nghia hdi chirtng TAFRO la mét bénh viém
toan than dac trwng béi cac triéu chirng: giam
tiéu cau, tran dich da mang, xo héa tly xwong
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co reticulin, réi loan chirc nang than va phi dai
co quan. C4c biéu hién lam sang khéac la thiéu
mau, rdi loan mién dich.2

Céc tiéu chuan cta héi chirng TAFRO chua
hoan toan ré rang nén dé gay cham tré trong
chan doan va diéu tri. O bénh nhan cla ching
ti, ban dau tré vao trong tinh trang sét cao, tran
dich cac mang, suy hé hép nhe, giam tiéu cau,
thiéu mau, CRP téng cao 197mg/l, réi loan déng
mau nhe nén tré da dwoc chan doan nhiém
khuan huyét va diéu tri khang sinh manh bao
phl ngay tir ddu bang Meronem + Vancomycin
+ Metronidazole trong 2 tuan nhwng tinh trang
tré khong cai thién. Theo tiéu chuan ctia ACRS
hay SLICC9 tré khong du tiéu chuan chan doan
lupus, nhung theo tiéu chuan chan doan lupus
ACR/SLICC 2015 mé&i cap nhat thi tré co6 3
diém gdm viém mang tim, mang phdi, protein
niéu nhiéu, tiéu cadu < 100000/mm? cho phép
bac sT nghi ng® lupus. Va khi tinh diém SLEDAI
dé danh gia lupus hoat dong? thi bénh nhan coé
diém SLEDAI 1a 14 diém nén ching t6i quyét
dinh dung Methylprednisolon 1000mg/kg/ngay
cho tré. Sau 3 liéu Methylprednisolon tré cé
gidam sbt, CRP gidm nhe, nhung tiéu cau va
hemoglobin van tiép tuc gidm va tré cé biéu
hién ctia qué tai dich: tan dich mang phéi tang,
tran dich mang tim c6 chén ép tim phai dan lwu
dich mang tim, tidu it. Chung t6i loc mau cho tré
trong 2 ngay.

Vitinhtrang gidm tiéu cau va thiéu mau khéng
hdi phuc sau khi diéu tri Methylprednisolon, va
tinh trang tran dich da mang lai ting dan sau
nghi loc mau, xét nghiém bd thé binh thwéong,
DsDNA va ANA déu am tinh, sinh thiét than cé
hinh &nh vai cau than cé tang sinh gian mach
chuang t6i loai trv lupus, va tré c6 thé méc bénh
Castleman da co quan. Trong do, chung toi
khéng nghi dén POEM vi tré khéng c6 thay ddi
& da va bénh da day than kinh. Tré c6 du tiéu
chuén chan doan hdi chirng TAFRO véi 3 tiéu
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chuén chinh 1a tran dich da mang, gidm tiéu
cau, sbt va CRP tang, va 2 tiéu chuan phu la
suy than tién trién, gan lach to. Mac du, sinh
thiét tdy xwong thay hinh anh ting sinh mau
tiéu ciu va xo hoa tdy cé reticulin gép & hau
hét bénh nhan méc hoi chirng TAFRO.™ Bénh
nhan clia chung t6i khéng cé hinh anh xo tly va
chi thdy tang sinh mau tiéu cau trong tay. Vi tré
khong c6 hach to nén chuing t6i khdng thé sinh
thiét hach dé thay hinh anh dién hinh ctia bénh
Castleman.

Diéu tri tét nhat cho hoi chirng TAFRO con
chwa rd." Trong loat bai viét ctia Iwaki va cong
sw,” corticosteroid don ddc cé thé kiém soat
bénh & 47,8% bénh nhan, trong khi cac trwong
hop con lai can diéu tri phdi hop, phd bién nhat
la st dung khang thé khang don dong thu thé
IL-6 (tocilizumab va siltuximab). Vai tro cla
khang thé khang thu thé IL-6 trong hdi chirng
TAFRO ciing chwa ro, vi nhiéu bénh nhan cé
n(“)ng do IL-6 binh thwong.™ Hién tai bénh vién
chung t6i chwa c6 ché phadm Tocilizumab, va
da co bao cao didu tri thanh cdng bénh nhan
hoi chirng TAFRO dé khang véi Tocilizumab
baéng CyclosporinA'2 nén chung téi quyét dinh
dung prednisolone 1mg/kg/ngay phdi hop véi
CyclosporinA 4mg/kg/ngay. Sau 1 tuan diéu tri
tré hét sbt, khdng kho thé, gidm phu, hemoglobin
va tiéu cau tdng dan, chirc ndng than cai thién,
protein niéu gidm. Sau 2 tuan diéu tri bang
CyclosporinA, tré hét phu, hemoglobin 135gl/l,
tiéu cu 325000/mm3, ure 5,4mmol/l, creatinine
43umol/l, protein/creatinine niéu 67mg/mmol
Hién tai, sau 6 thang theo déi va diéu tri tré
khoéng phu, cac xét nghiém déu tré vé binh
thwong, protein niéu (-) 4 thang. Két qua diéu
tri cling gép phan khang dinh thém chan doan
clia chung toi.

IV. KET LUAN

Hoi chirng TAFRO khéng chi xuét hién &
ngwdi I6n ma coé thé gép & tré em. Bén canh

Tocilizumab c6 hiéu qua trong diéu trj hoi chirng
TAFRO da dwoc bao cdo thi prednisolone phbi
hop véi CyclosporinA co thé 1a lwa chon ban
d4u trong diéu kién Viét Nam.
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Summary
A CASE REPORT OF A CHILD WITH TAFRO SYNDROME

TAFRO syndrome was first reported in 2010 in Japan. It is characterized by a constellation of
symptoms: Thrombocytopenia, Anasarca, reticulin Fibrosis of the bone marrow, Renal dysfunction and
Organomegaly (TAFRO). Prompt diagnosis of TAFRO syndrome is critical due to its life threatening
conditions. Patients with TAFRO syndrome usually respond to immunosuppressive therapy. TAFRO
syndrome often occurs in the middle-aged and the elderly, and is rarely seen in adolescents. Here we
report the first child case diagnosed with TAFRO syndrome, and successfully treated with Cyclosporin
Ain the national children hospital. A 6-year-old boy Viethamese was referred to us with fever. He had
edema, dyspnea, anasarca, hepatosplenomegaly, anemia, thrombocytopenia, elevated C-reactive
protein and hypoproteinemia, acute renal failure, high proteinuria, slightly decreased C3, normal C4,
bone marrow biopsy reveals increased number of megakaryocytes. He was diagnosed with TAFRO
syndrome, treated by prednisone 1mg/kg/day combined with cyclosporin A 4mg/kg/day for 2 weeks.
Improvement seen with no fever, no edema, increased platelets, and improved kidney function.

Keywords: Thrombocytopenia, Anasarca, acute renal failure, TAFRO syndrome
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