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clfu clia ching t6i cao han trong nghién cltu cla
tac gia K. Yoo (2020)* véi CR la 12,9% va tac gia
vGi HM. Kantarjian (2012)> CR la 15,7%, tuy
nhién lai thdp han nghién cru cla tac gia H. Park
(2017)3 véi CR la 25% va tac gia A.Cashen
(2010)¢ vGi CR la 23,6%. Ti 1é dap Uing tdng thé
trong nghién cdu cta ching t6i (OR =
CR+PR+HI) 13 32,5% (13/40 bénh nhan), két
qua nay thap han trong nghién cltu cia 2 tac gia
H. Park (2017)3 (50%) va tac gia K. Yoo (2020)*
(52,9%), trong khi d6 lai cao han nghién ctru cla
tac gia A.Cashen (2010)° (25,5%) va tac gia HM.
Kantarjian (2012)? (30,2%).

3.3. DPoc tinh va mat s6 bién chirng. Hau
hét bénh nhan déu gdp suy tay sau hoa tri liéu
tugng tu nhu cac nghién clu cla cac tac gia H.
Park (2017)3, A.Cashen (2010)5, K. Yoo (2020).
Thi€u mau, giam tiéu cu, giam bach cu trung
tinh 1a bién chiing thufc‘ing gap nhat, ¢ chu ki 1
ty 1€ thi€u mau gap ¢ 100% bénh nhan, giam
ti€u ciu 6 90% bénh nhén trong nhom nghlen
ctu. Ti Ié cac bién chiing nay gidm dan sau moi
chu ki diéu tri. Ngoai ra, doc tinh thudng gap
khac la sot giam BCTT, gap 45% & chu ki 1,
giam dan sau mai chu ki va khéng gap & chu ki
5, 6. Cac bién ching lién quan dén tim mach,
gan, than khéng dugc ghi nhan trong nhom
bénh nhan nghién clru clia chdng toi.

V. KET LUAN

Qua nghién cru 40 bénh nhan Ld xé mi cap &
ngudi cao tubi dugc diéu tri bdng phac dd
Decitabine don tri tai Vién Huyét hoc — Truyén

mau Trudng udng giai doan 2019-2021, chlng
t0i rdt ra mot s6 két luan sau:

- Ty |1& dap (ng tong thé la 32,5%, 17,5%
bénh nhan lui bénh hoan toan, 5% bénh nhan lui
bénh mot phan, 10% bénh nhan cai thién vé
huyét hoc.

- Boc tinh va bién ching: Poc tinh thu’dng
gap nhat la suy tuy sau diéu tri (thi€u mau, gidm
ti€u cau, giam bach cau hat trung tinh).
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HGi ching thuc bao t€ bao mau (HLH:
hemophagocytlc lymphohistiocytosis) 1 mdt nhém cac
r&i loan biéu hién chung la sy tang sinh bat terdng va
gia ting hoat tinh tiéu huy cac té bao mau cla cac dai
thuc bao. Viéc diéu tri s6m g|up giam ty 1€ tr vong o}
bénh nhi mic HLH. Muc tiéu: Nhan xét két qua diéu
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tri hdi chirng thuc bao t&€ bao mau bang phac d6 HLH
2004 tai Bénh vién Nhi Trung ucng. Poi tugng va
phu‘dng phap: Nghién cltu 122 bénh nhan dudc chan
doan mac HLH, diéu tri, theo ddi doc va nhan xét két
qua diéu tri theo phac @6 HLH 2004 tir thang 6/ 2016
dén thang 5 / 2021. K&t qua: Ti € lui bénh sau diéu
tri tan cong 8 tuan la 87,7% (107/122). Xac suat s6ng
thém toan bd (OS) 3 ndm va 5 nam theo Kaplan-
Meyer la 71,2.+ 0,042 (%) va 70,1+0,043 (%). Xac
suat s6ng thém khong bénh (EFS) 3 ndm va 5 nam
theo Kaplan- Meyer la 68,5 £ 0,043 (%) va 67,4 £
0,044 (%). Ty Ié tai phat la 6,6%. Ty I tir vong tai
thdi diém két thldc nghién clru 1a 28,7% (35/122). Két
ludn: Bénh nhan mac HLH c6 dap Ung tot khi dugc
diéu tri theo phac d6 HLH -2004 vdGi ty I€é song dat
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71,3%. Viéc diéu tri s6m va tich cuc gitp clru song
ngudi bénh mac HLH.

SUMMARY
OUTCOME IN CHILDREN WITH
HEMOPHAGOCYTIC LYMPHOHISTIOCYTOSIS
TREATED USING HLH 2004 PROTOCOL IN
NATIONAL CHILDREN HOSPITAL

Objective: To evaluate the effective treatment of
HLH 2004 guideline in patients with hemophagocytic
lymphohistiocytosis in national children hospital from
6/2016 to 5/ 2021. Method: We conducted a
retrospective study in 122 HLH children who were
hospitalized from 6/2016 to 5/ 2021 at Clinical
Hemotology Department — National Children Hospital.
All patients were treated with HLH- 2004 protocol. The
outcome of patients was clasified into groups: non —
active disease, active disease, reactivation of disease
and death group. Results: A total of 122 patients
were enrolled, with the rate fatality in the initial period
was 12,3% (15/122), at the end of study was 28,7%
(35/122). The 3 — year and 5 — year overall survival
(OS) rate of all patients was 71,2% and 70,1%. The 3
— year and 5 — year event free survival (EFS) rate of
all patients was 68,5% and 67,4%. Conclusion: OS
rate was relatively high with 5 — year overall survival
(0OS) rate of all patients was 71,2% so we need to
continue treating HLH- 2004 protocol early for HLH
patient to reduce mortality rate.

I. DAT VAN DE

HLH la mét nhdm cac r6i loan khong dong
nhat vdi cac triéu chiing 1am sang hau qua cua
tdng phan Ung viém hé théng qua mic dan tdi
mat diéu khién cadn bang mién dich.!Cic biéu
hién cta bénh bao gém: sét kéo dai, gan lach to,
gidam cac dong té€ bao mau, tang triglyycerid,
tang ferritin va tim thay hinh anh t€ bao thuc
bao t€ bao mau trong gan, lach, hach, tay
xudgng. Néu khong dugc phat hién s6m va diéu
tri kip thdi bénh sé dién bién nang Ién va gay tu
vong nhanh chéng.?

Hién nay trén thé gidi va Viét Nam s dung
rong rai hudng dan chan doan va diéu tri HLH
cla hiép h6i m6 bao 2004 (phac d6 HLH-2004)
bé sung cho phac d6 HLH 1994 trong chan doan
va diéu tri bénh nhan HLH. Nh&d c6 phac do nay
ma ti 1é bénh nhan dugc clu séng cao han va

han ché ti 1& t&r vong. Tai Viét Nam mdi ¢ téng
két hiéu qua clta phac do6 sau 8 tuan diéu tri tan
cong ma chua co6 danh gia két qua diéu tri day
du theo phac d6 HLH 2004. Vi vay ching t6i tién
hanh nghién citu v&i muc tiéu: "Whdn xét két qua
diéu tri hoi ching thuc bao té€ bdo mau bang
phdc dé HLH 2004 tai Bénh vién Nhi Trung uong’”.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1 Poi tuong nghién clu. Doi tudng
nghién cru gém 122 bénh nhan dugc chan doén
HLH va diéu tri theo phac d6 HLH 2004 tai khoa
Huyét hoc lam sang, bénh vién Nhi Trung udng
tlr thdng 6/2016 dén thang 5/2021.Tiéu chuén
Iva chon bénh nhan: Tat ca cac BN cd du tiéu
chudn chan doan HLH theo tiéu chudn cua hiép
hoi mé bao (Henter 2004.).Tai vién Nhi Trung
uong chan doan khi du 5/6 tiéu chuén: sét, lach
to, giam it nhat 2/3 dong té€ bao mau
(Hemoglobin < 90g/L, ti€u cau < 1x10%L, bach
cau trung tinh < 1x103/ml), tang triglycerid > 3
mmol/l hodc gidm fibrinogen < 1,5g/I, tang
ferritin > 500ug/l, thdy t€ bao thuc bao mau
trong tiy xuong. Tré dudc diéu tri day da va
theo doi theo phac d6 HLH-2004 bao goém 8 tuan
diéu tri tdn cong bang etoposid, dexamethason,
cyclosporin A. Sau do ti€p tuc qua trinh diéu tri
duy tri dén 40 tuan bao gom cac thudc:
Etoposide 2 tuan/1 [an, dexamethasone: 3 ngay/
2 tuan, cyclosporine hang ngay. Theo doi, danh
gia lam sang, can lam sang sau 2,4,8 tuan diéu
tri tan cong. Panh gia tinh trang bénh nhan 2
tuan/lan khi diéu tri duy tri.

2.2 Phuong phap nghién ciru. Nghién cru
h6i cru va theo doi doc cac bénh nhan dugc diéu
tri theo phac do HLH 2004. XU ly sO liéu theo
phuong phap théng ké y hoc.

Ill. KET QUA NGHIEN cU'U

Két qua cd 122 bénh nhan diéu tri phac do
HLH- 2004, trong d6 114 bénh nhan da diéu tri
hét duy tri va 8 bénh nhan dang diéu tri duy tri.
Tilé nam : nif = 1: 1.

3.1. Két qua diéu tri qua giai doan

Bang 3.1. Két qua diéu tri theo cadc giai doan

Pap 'ng cia bénh | Bénh khong hoat Bénh hoat T vong
Thdi diém dong n (%) dong n (%) n (%)
8 tuan (n=122) 75 (61,5) 32 (26,2) 15 (12,3)
40 tuan (n=114) 78 (68,5) 3 (2,6) 33(28,9)
Tai thdi Dép (ing ctia bénh (n=122) 84 (68,8) 3(2,5) 35 (28,7)
diém nghién Tai phat (n=122) 8 (6,6)
clru Dap U'ng sau tai phat (n=8) 3 (37,5

Nhan xét: Ti | tir vong thay dGi theo cac giai doan. Giai doan tr vong nhiéu nhét I3 giai doan
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diéu tri duy tri (8- 40 tuan) 18 bénh nhan. Ti |é t&r vong tai thdi diém nghién clu 1a 28,7%.C6 8 bénh
nhan tai phat (6,6%) trong dé cé 3 bénh nhan dap (ng vdi diéu tri tai phat, 5 bénh nhan t&r vong.

3.2. Nguyén nhan tir vong
Bang 3.2. Nguyén nhan tr vong

Nguyén nhan S6 bénh nhan (n=35) Ti lé (%)
Suy da tang 25 71,4
DIC 5 14,3
Nhiém khudn huyét 5 14,3
Tong 35 100

Nhan xét: Nguyén nhan gay tir vong hang dau & bénh nhan HLH la suy da tang (71,4%).

3.3. Xac suat song thém toan b (0S)
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Biéu db 3.2. Xdc sudt séng (EFS) theo udc tinh Kaplan — Meyer

IV. BAN LUAN

4.1 Két qua diéu tri khi hét 8 tuan. Ty |é
lui bénh sau 8 tuan diéu tri tdn cong dat 87,7%
(105/122). C6 15/122 bénh nhan chiém ti I&
12,3% bénh nhan tr vong sau 8 tuan diéu tri tan
cong. Két qua nay thdp hon rat nhiéu so vdi cac
nghlen cltu da dugc bao cdo tai Viét Nam. Tac
g|a Nguyén Thanh Liém va cong sy mo ta két
qua diéu tri cta 35 bénh nhan chin doan HLH tai
bénh vién Nhi Trung uong tir 2007 — 6/2008. Két
qua cd 41,6% bénh nhan tr vong sau 8 tuan
diéu tri dau tién.? Nghién clru clda L3 Thi Bich
HOng mo ta két qua diéu tri trén 53 bénh nhan
mac bénh HLH tai bénh vién Nhi Trung udng tu
8/2010 dén 7/2011. Két thuc 8 tuan cd 58,5%
bénh nhan ti vong.? Nghién cltu clia Lam Thi My
va cong su’ phéan tich két qua diéu tri trén 97

bénh nhan trong thai gian tir 1/2007 dén 3/2011
ti 1é t& vong la 25,8%.° Nhu vay két qua diéu tri
da dugc cai thién dang k€ theo thdi gian. Day la
két qua két hgp cla nhiéu yéu t6. Trudc tién la
bénh d3 dugc chan doan sém han, bdo cdo cua
La Thi Bich Hong thgi gian tur khi s6t dén luc
chén doan xac dinh trung binh 25 ngay,* nghién
clru cta ching t6i thai gian nay rGt ngan con 16
ngay. Viéc chdn doan sém gilip cho dap (ng vdi
diéu tri cia bénh nhan tét hon khi con bao
cytokin chua ram rd, chua cé biéu hién cla cac
triéu chi’ng suy cac cg quan tram trong. Hon
nifa gan nhu tat ca cac bénh nhan tai thoi diém
chén doan déu cé bach cau hat giam va hon mét
nfa bénh nhan c6 bach cau hat giam ndng, vi
thé tré rat d& bi bdi nhiém dic _biét la nhiém
tring bénh vién. Kiém soat nhiém khudn tot
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bdng cach s’ dung khang sinh va cac thudc
ch6ng nam hgp ly cing gidp giam ty Ié tif vong &
giai doan tan cong. Két qua nghién clu cua
chiing t6i tuong tu’ két qua cua Elisabet Bergsten
cong bé nam 2017 trén 369 bénh nhan HLH két
qua sau 8 tuan ti lé tr vong la 13,6%.°

4.2 Két qua diéu tri theo udc tinh theo
Kaplan Meier. Biéu d6 3.1 va 3.2 13 xac suét
song thém toan bd (0OS) va xac suat s6ng thém
khong bénh (EFS) sau 3 nam va sau 5 nam, theo
udc tinh nay két qua xac suat séng toan bd cua
chling tdi Ian Iugt I3 70,1 + 0,043 (%) va 67,4 +
0,044 (%). Két qua nay tucng tu’ nghién cru cua
Ryu Yanagisawa 2018 & Nhat Ban trén 73 bénh
nhan nhi mdc HLH thi xac suat s6ng thém toan
bd sau 3 ndm la 74%,’ nghién cltu clia Tanusree
Paul ndm 2020 tai An D0 trén 122 bénh nhan nhi
két qua cho thay xac suat séng thém toan b va
xac suat song thém khoéng bénh udc tinh [&n lugt
la 62% va 61%,% nghién clu cia Elisabet
Bergsten trén 369 bénh nhan < 18 tudi diéu tri
phac do HLH 2004 tir 2004 — 2011 dén tir 27
quoc gia trén thé gidi xac suat song thém khong
bénh sau 5 nam udc tinh 61%°®, cao han nghién
ctu cla Li Xao va cong su trén 83 bénh nhan &
Trung Qudc, xac suat song thém toan bo sau 3
nam la 55,8+7,9%°

CH thé thdy phac d6 HLH 2004 la mét budc
tién dai, cai thién dang keé ti 1é sdng sét cho bénh
nhan HLH. TU nhitng nghién clfu dau tién cla
Janka ndm 1983 thi 96/101 bénh nhan da tu
vong trong vong 1 nam.! Mot su thuyén giam
bénh dau tién dugc thdy khi nguGi ta dung
etoposid sau nay dugc kiém chirng béng cdo bdo
cdo vé hiéu quad cua két hgp etoposid vdi
corticoid va methotexat tuy song. Tuy nhién cac
trudng hgp HLH gia dinh hau nhu tat ca tai phat
va chi cd kha nang khoi bang ghép tuy séng. Sau
dd Arico et al. bdo cdo sO liéu & 122 bénh nhan
v@i xac sudt s6ng thém toan bd sau 5 nam la
21% bao gbm ca ghép t€ bao goc tao mau. Vdi
HLH th(r phat, nghién cu ciia Imashuku trén 82
bénh nhdn & Nhat Ban giai doan 1986 — 1995
thdy xac sudt s6ng thém toan bo sau 4 nam la
57% va ciing tir nghién clfu nay ngugi ta thay
hoa tri liéu ciia phac d6 HLH 1994 rat hiéu qua
trong diéu tri HLH do nhiém EBV.! MGt nghién
ctru vé hiéu qua cla phac d6 HLH 1994 da dugc
thuc hién trén 249 bénh nhan bdi hdi mé bao.
Két qua xac suat séng thém toan bd sau 5 nam
udc tinh la 54 + 6%.1° Theo két qua cta hdi mo
bao xac suat OS khong cd su khac biét cd y
nghia thong ké gilra phac do HLH 2004 vdi phac
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d6 HLH 1994, tuy nhién cac nghién cru cho thay
ti 1é t&r vong trudc ghép té€ bao gbc cia bénh
nhan diéu tri phac d6 HLH 2004 thap han bénh
nhan diéu tri phac d6 HLH 1994.7 Két qua nghién
ctu cta ching t6i xac sudt OS cao hon cao bao
cao ctia hdi md bao co I1€ nghién clru cla ching
toi gan 90% bénh nhan nhiém EBV - nguyén
nhan ma van dugc bdo cdo cé tién lugng tét han
nhom khac.

V. KET LUAN

Bénh nhan mac hdi chirng thuc bao HLH c6
dap Ung tot véi phac d6 HLH -2004, ty Ié song
sau diéu tri tan cong dat 87,7%. Ty Ié song OS
sau 5 nam dugc 70,1% va ty |é sGng EFS sau 5
nam la 67,4%. Vi vay phac do6 can ti€p tuc ap dung
diéu tri s6m dé giam ti |& tr vong cho bénh nhan.
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