PAC DIEM HOI CHUNG THUC BAO MAU
KHONG DO NHIEM EPSTEIN-BARR
VIRUS TAI BENH VIEN NHI DONG |

Ngw&i thuwe hién: Bs Nguyén Hoang Phlung Ha



NOI DUNG

Pat van de
Muc tiéu nghién ctru
Phwong phap nghién ctru

Két qua va ban luan

Két luan va kién nghi




PAT VAN DE

= HOi chirng thwec bao mau:

= Hoi M6 Bao The Gi&i: gi¢i thiéu phac do Cb va BT

HLH 1994: chan doan 5 TC, diéu tri: etoposide + steroids + CSA —

ghep

HLH 2004: CD di truyén hay 5/8 TC, diéu tri: etoposide + steroids
+ CSA — gheép

Tir 2013: CP di truyén hay 5/8 TC, diéu tri: etoposide + steroids *
CSA — ghép

CHAN DOAN: HCTBM Nguyén phét(di truyén) va HCTBM thr phat
( nhiém tring, mién dich, 4c tinh...)
DiEU TRI PHAC DO TBM KHI: HCTBM NP hay biéu hién nguy kich.



PAT VAN DE

= HCTBM nhiém EBV: ti l1& cao trén the gi®i va Viét
Nam
= HCTBM khong nhiém EBV: HCTBM do tac nhan

nhiém tring khéng phai EBV, mién dich va ac tinh
dwoc bdo cao trén the gi®i. Tai BUND 1 CHUA CO
TONG KET.

= Cau hoi nghién cwwru cua chuang toi la



MUC TIEU NGHIEN CUU

MUC TIEU TONG QUAT

M6 tad dac diém cua hoi chirng thwe bao méau khong

kém nhiém EBV tai bénh vién Nhi Pong 1 tir thang
01/2012 den thang 04/2017



MUC TIEU NGHIEN CUU

MUC TIEU CHUYEN BIET

Xéac dinh ti 1& bénh nhan HCTBM khong nhiém EBV va Xxac
dinh ti I& cia cac nguyén nhan HCTBM khong nhiém EBYV tai
bénh vién Nhi Pong 1

MO ta dac diém dich t&, co dia, IaAm sang va can lam sang
trwde diéu tri cla benh nhan HCTBM khong nhiém EBV
tai bénh vién Nhi Bong 1

Xac dinh ti 1& diéu tri HCTBM khong nhiém EBV theo phéac
do HLH 2004 c6 chinh stra va xac dinh ti 16 HCTBM khong
nhiém EBV khong diéu tri theo phac d6 HLH 2004

Xac dinh ti 1& két qua diéu tri HCTBM & nhirng bénh nhan
4 HCTBM khong nhiém EBV diéu tri theo phac d6 HLH 2004 c6
chinh stra trong 8 tuan dau




PHUONG PHAP NGHIEN CUU

= THIET KE NGHIEN CU’U: M6 ta hang loat ca
= DOl TWUONG NGHIEN CUU

Dan s6 muc tiéu: Bénh nhan dwoc chan doan hoi

chirng thwec bao mau tai BVND1 TP.HCM.

Dan so nghién ciru:

Tat ca nhirng bénh nhan da tiéu chuan chan doan
hdoi chirtng thwec bao mau khong kém nhiém EBV
dwoc chan doan, dieu tri va theo ddi tai BVND1 tir
01/2012 - 04/2017.



PHUONG PHAP NGHIEN CUU

= Tiéu chi chon mau: 5 trong 6 tiéu chuan HLH — 2004:
Sot

Lach to

Giam 2/3 dong ngoai bién: Hb <9g/dL, bach cau <5.0 x
109/L, bach cau hat <1.0 x 10%/L, tiéu cau <100 x 109/L
Triglyceride > 3 mmol/L hoac Fibrinogen < 1.5g/L
Ferritin >500 pg/L
Tay do c6 hién twong thwe bao.

Va c6 xét nghiéem EBV: DNA EBV am tinh thoi diém

chan doan.



PHUONG PHAP NGHIEN CUU

= [Iéu chi loai ra:

Gia dinh bénh nhan khéng doéng y tham gia nghién
clru
Bénh nhan khong tai kham theo hen

= CO MAU: Lay tron tat ca cac trwong hop théa tiéu

chi dwa vao.



SO PO NGHIEN CUU

PCR EBV(-)
HCTBM khong nhiém EBV A
(NT, Mién dich, ac tinh, khong ré NN) )

HCTBM nguy HCTBM khong
kich nguy kich

HCTBM diéu tri HCTBM chi diéu tri bénh
phac dé6 HLH nén / chuyeén vién/
2004 chuyén khoa

Dap rng Dap wng khong . Muc tiéu 4
hoan toan hoan toan i




KET QUA VA BAN LUAN

T 01/2012 -04/2017 co
co xet nghiem PCR EBV am tinh.

9 Ll MAEK 26 70 bénh nhan
tal kham -




MUC TIEU 1

Ti LE BENH NHAN Bl HCTBM KHONG NHIEM EBV

Ti LE TWUNG NHOM NGUYEN NHAN HCTBM
KHONG NHIEM EBV



Ti LE BENH NHAN HCTBM KHONG NHIEM EBV
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Ti LE TWUNG NHOM NGUYEN NHAN
HCTBM KHONG NHIEM EBV

m NHIEM TRUNG
2,9% }
1MIEN DICH

m AC TINH

I KHONG RO NGUYEN
NHAN

TRUNG QUOC: NHIEM TRUNG 74%, BENH KHOP 2% AC TINH 2%, SAU
HOA TRI 1%, VA KHONG RO NGUYEN NHAN 21%

DAl LOAN _ : NHIEM TRUNG 53%, BENH MiEN DICH 29%, KHONG RO
NGUYEN NHAN 18 %




Ti LE NHIEM TRUNG CO QUAN TRONG
HCTBM
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Ti LE CAC TAC NHAN TRONG NHOM NHIEM
TRUNG KHONG EBV/HCTBM

TAc nhan S6 BN/Tong s6 BN (ti 16%)
Vi rat
CMV 12/70 (17,1)
Sot xuat huyeét 9/70 (12,8)
Vi trung
Staphylococcus coagulase negative 5/70 (7,1)
Thwong han 2170 (2,8)
Lao 2170 (2,8)
Acinetobacter ESBL (-) 2170 (2,8)
Klebsiella spp ESBL (-) 2170 (2,8)
Enterobacter spp 1/70 (1,4)
Burkholderia, Enterococcus faecium 1/70 (1,4)

VETY

Candida tropicalis, Pneumocystis jiroveci

1/70 (1,4)




Ti LE CAC NGUYEN NHAN TRONG NHOM BENH
TY MiEN /HCTBM VA BENH AC TiNH /HCTBM

Ti LE CAC NGUYEN NHAN TRONG NHOM TU MIiEN

Nguyén nhan

S6 BN/Téng s6 BN (Ti 18%)

JRA
Lupus 1/70 (1,4)
Sjogren 1/70 (1,4)

Ti LE CAC NGUYEN NHAN TRONG NHOM BENH AC TINH

Nguyén nhan

S6 BN/Tong so6 BN (Ti 16%)

Langerhans Cell Histiocytosis

1/70 (1,4)

Bénh mau ac tinh

1/70 (1,4)




MUC TIEU 2

MO TA PAC DIEM LAM SANG, CAN LAM SANG
CUA BENH NHAN HCTBM KHONG NHIEM EBV
THOI BPIEM CHAN DOAN



PAC DPIEM DICH TE CUA BENH NHAN

HCTBM KHONG NHIEM EBV

) 5 5 ) Khoéng ro .
Pac diem |Nhiéem trung | Mién dich | Ac tinh AN Tong so
Tubi
41/36
<5tudi/>5 | 33/17 (1,94) | 2/6 (0,33) | 1/1(1) | 5/12(0,42) L
tuoi ’
Gié&i tinh 39/31
28/22 (1,3) 4/2 (2) 0/2 7/5 (1,4)
Nam/nir (1,26)
Dia chi
TPHCM 7/43 (0,16) 0/6 0/2 5/7 (0,71) | 12/58 (0,2)
/ noi khac

PHU HOP NHIEU NGHIEN

cuu




DAC DIEM TIEN CAN BENH NHAN HCTBM
KHONG NHIEM EBV

. _ _ ) Khong rd Tong sb
Pac diem |Nhiém trung | Mién dich | Ac tinh
N\ BN
Tién can
2/50(4 %) | 2/6(33,3%) | 0/2(0%) 1/12(8,3%) | 5/70(7,1%)
bénh ly
Tién can
P 0/50(0%) 0/6(0%) 0/2(0%) 1/12(8,3%) | 1/70(1,4%)
gia din

Tién can gia dinh:
- Chudng téi: TC canhan 7%, TC gia dinh 1,4%

- Nghién ctru trwéc dé caa bénh vién Nhi Pong 1: 3%
:10%

- Nghién ctlru tai Han Quéc




DAC DIEM LAM SANG

i Nhiém 3 ) Khong rd X .
Dac diem Mién dich | Ac tinh Tong so6
trung NN
TG sot PB- NV (ngay) 7 4.5 12 10
Tvi ( ranh gi&i) (1-44) (1-34) (7-17) (1-30) (1-44)
TG sot PB- CP (ngay) 18 17.5 17.5 13.5 17
Tvi( ranh gi&i) (2-110) (4-37) (17-18) (5-40) (2-110)
7 8 5.5 4 6
TG tr NV — CD (ngay)
(0-85) (2-17) (1-10) (Ke) (0-85)
TG nam vién (ngay) 27.5 25.5 21 22 26
T.Vi (ranh gi&i) (6-139) (5-48) (7-35) (8-49) (5-139)
TG tr CD - DT (ngay) 1 1 () 1
T vi (ranh gi&i) (0-10) (0-8) (0-20) (0-20)




DAC PIEM LAM SANG

Pic diem |Nhiém Trung| Tw mién Ac tinh Khznl\? 0 Tong s6
Gan to 45/50 (90%) | 4/6 (66,7%) | 2/2 (100%) | 12/12 (100) | 63/70 (
Lach to 29/50 (58%) | 3/6 (50%) | 1/2 (50 %) | 6/12(50%) | 39/70 (
Phat ban | 18/50 (36%) |1/6 (16,7%)| 0/2 (0%) | 6/12 (50%) | 25/70 (
Hach ngoai vi | 10/50 (20%) 0/6 (0) 1/2 (50%) |1/12 (8,3%) | 12/70 (
XH tiéu héa | 10/50 (20%) | 1/6 (16,7%)| 0/2 (0%) | 0/12 (0%) | 11/70 (
DH than kinh | 7/50 (14%) |1/6 (16,7%)| 0/2 (0) |1/12 (8,3%)| 9/70 (
Vang da 6/50 (12%) | 2/6(33,3%) | 0/2 (0) |1/12(8,3%)| 9/70 (
Phu 2/50 (4%) |2/6 (33,3%)| 0/2(0) |3/12(25%) | 7/70 (




DAC DIEM CAN LAM SANG CHAN DOAN HCTBM

Xét nghiém

Trung vi (gi®i han)/ so ca ( ti 18%)

Bach cau hat(/ul)

Giam bach cau hat

1400 (0-12840)
27170 ( )

Hb(g/dI)

9,05 (4,2-13,4)

Giam Hb mau 35/70( )
Tiéu cau (/ul) 96.500 (20-624000)
Giam tiéu cau 38/70 ( )
Giam fibrinogen mau <1,5¢g/dI 21/70 ( )

Ferritin (ug/l)

6151,76 (258,3-52888,1)

Tang ferritin > 500ug/I 63/70 ( )
Tang cao ferritin >10.000ug/I 28/70 ( )
Tang triglyceride >3 mmol/I 39/70 ( )
Thwc bao mau tai tuy xwong 70/70( )




DAC DIEM CAN LAM SANG CHAN BDOAN HCTBM

Xét nghiém Nhiém trung Mién dich Ac tinh Khong ré NN
. 5080 1465 6430 4195
Bach cau(/ul)
(450-18860) (310-16570) | (2320-10540) | (1130-11450)
Bach ciu 1400 495 1865 1600
hat(/pl) (0-12840) (20-3420) (1530-2200) (220-9640)
9,15 8,55 10,2 9,55
Hb (g/dl)
(4,2-13,4) (6,9-12,5) (9-11,4) (5,9-12,3)
N 100.000 57.000 652.000 76.500
Tieu cau(/u) (et 23.000-624.000) | (20-130.000) | (20.000-187.000
570.000)("')(")("')
e 2,09 1,05 1,33 2,645
Fibrinogen(g/l)
(0,31-5,81) (0,69-4,48) (0,74-1,92) (0,96-5,65)
» 6251,72 10197 707,7 5048,7
Ferritin(ug/) (PlEhe 2000-34263,3) [(383,6-1031,8)| (26,82-30100
52888.1) | (2000-342633) |(383,6-10318) (26,82-30100)
Triglyceride 3,34 4,27 1,56 3,58
(mmol/l) (1,45-10,82) (1,49-9,81) (1,39-1,73) (2,37-5,86)
Thye bao mau 50/50 6/6 2/2 12/12
@ tuy xwong (100%) (100%) (100%) (100%)




DAC PIEM XET NGHIEM HO TRO' CHAN BOAN

Xét nghiém Trung vi gi®i han/ so ca(ti 18)
APTT(giay) 36,9 (25,1-120)

APTT kéo dai > 8-15 giay so v&i chirng 14/70 ( )
LDH(U/L) 1314,41 (18,7-13508)
Tang LDH 2 300 U/L 54/70 ( )
AST(UIL) 192,4(19,8-6330,33)
Tang AST 2 120 U/L 42/70 ()
ALT(U/L) 87,25 (7,18-1240)

Tang ALT = 120 U/L 27/70 ( )

Bibirubin TT

2,8 (0,26-107)

Bilirubin GT

8,35 (0,18-89)

Bat thwong dich néo tay

20/70 ( )

Bat thwérng MR

7170 ( )




DAC DIEM XET NGHIEM HO TRO' CHAN DOAN

Xét nghiém Nhiém trung Mién dich Ac tinh Khong ré NN
36,9 40 40,45 33,35
APTT(giay)
(25,1-120) (27-42,6) (32,8-48,1) (26,1-88,9)
1397,9 3549,3 2690,95 1075,1
LDH (U/L)
(18,7-7171,1) | (467,3-13508) | (597,7-4784,2) | (355,8-2789,6)
202,125 271,35 388,53 121,835
AST (UIL)
(19,8-6330,33) | (46-2283,7) | (92,29-684,78) |(40,05-1678,34)
87,25 152,905 177,06 121,5
ALT (U/L)
(7,18-1149,73) |  (25-1240) 44,42-309,71) | (18,45-782,5)
Bilirubin GT 8,175 15,48 13,11 7,595
(Lmol/l) (0,18-89) (6,25-32,04) (7,72-18,51) (3,57-14,96)
B4t thwong DNT | 15/50 (30) 1/6 (16,7) 0/2 (0) 4112 (33,3)
Ton thwong ndo
5/50 (10) 2/6 (33,3) 0/2 (0) 0/12 (0)

MRI




MUC TIEU 3

Ti LE DIEU TRI HCTBM THEO PHAC DO HLH 2004
VA CHI BIEU TRl BENH NEN THEO TW’NG NHOM
NGUYEN NHAN



Ti LE BIEU TRI HCTBM THEO PHAC DO
HLH2004 VA CHi PIEU TRI BENH NEN THEO
TWNG NHOM NGUYEN NHAN

= PIEU TRI THEO PHAC DO HLH 2004 CHIi PIEU TRI BENH NEN

16.7% 16.7% 22.1%)

1111

NHIEM TRUNG MIEN DICH KHONG RONN TONG SO BN

Bénh vién Nhi Pong 1 (2010): 84,8%



PAC DIEM CAC THUOC PIEU TRI

NHIEM TRUNG
100%
55.3%
40%
MIEN DICH
100%
20%
0%
. . 30%
KHONG RO NN [ 20%
100%
50%
7.5%
A ) 28.3%
TONG SO BN 22.6%
100%
50.9%
0% 20% 40% 60% 80% 100%
m Methotrexate " CSA mEtoposide ' Dexamethasone ' IVIG

Tt ndam 2013 dén nay khéng cé bénh nhan nao diéu tri véi

CSA do ap dung phac doé HLH 2004 c6 chinh sira



MUC TIEU 4

KET QUA DIEU TRI SAU 8 TUAN THEO DOI CUA
NHOM HCTBM KHONG NHIEM EBV DIEU TRl THEO
PHAC DO HLH 2004



KET QUA PIEU TRI HCTBM

PAP UNG  DPAP UNG KHONG HOAN TOAN

TU’ VONG
0)
0% 10%
20% 20.8%
26.3% 10%
0)
7.8% 94%
80% 80%
65.8% : : 69.8%
NHIEM TRUNG  MIEN DICH KHONGRO  TONG SO BN
NGUYEN NHAN
T vong
Bénh vién Nhi Bong 1: 25-35,7 %
My ;. 33%

Trung Quoc . 28,44 %



PAC DIEM HCTBM KHONG NHIEM EBV B| TP VONG

BN Tac nhan Gioi fue Ferritin mau 16 16
(thang) PB-Cb | Cb-DT

1 | Acinetobacter ESBL(-) | Nam 146 1603 9 2

2 | Acinetobacter ESBL(-) | Nam 2 594.9 53 2

3 CMV Nu 4 1109.2 16 1

4 Khéng rd Nam 12 30100 6 20

5 CMV_Coon

6 Nhom bénh nhan = 12 thang(72,7%) _

v va bénh nhan nhiem CMV(64,6%) p

8 CMV 0]

9 CMV Nam 47 630.9 6 0

10 | CoNs, klebsiella spp Nam 4 13066 31 6

11 CMV Nam 5 2243.9 2 0]




KET LUAN VA KIEN NGHI



KET LUAN

HCTBM KHONG NHIEM EBV LA

+ TI LE CAC NHOM NGUYEN NHAN HCTBM KHONG

NHIEM EBV

<»Nhiém trung 74%(nhiém CMV)
»Bénh tw mién 8,6%(JRA)
“»*Bénh ac tinh 2,9%

“*Khong xac dinh nguyén nhan 17%



KET LUAN

+» DAC DIEM LAM SANG VA CAN LAM SANG

<»Nam wu thé hon niv; 1.29(39/36)

< Tudi <5 Tudi, nhom tw mién thwong trén nam tuoi

<»Dau hiéu |am sang : gan, lach to, phéat ban va hach
to

<»Dau hiéu huyéet hoc: giam TC, giam Hb va giam BC
hat

<Dau hiéu sinh hoa: tang ferritin, tdng triglyceride

va giam fibrinogen



KET LUAN

» PDAC DIEM DIEU TRI

<+ Ti 1&é khong diéu tri phac do HLH 2004: 22,1%, nhiém
tring 24%, mién dich 16,7%, khong ré nguyén nhan
16,7%.

<+ Ti 1& dieu tri phac do HLH 2004: 77,9%, nhiém tring
76%, mién dich 83,3%, khong ré NN 83,3%.

% Thuoc theo phac do6 diéu tri gom: Dexamethasone
100%, IVIG 50,9%, Etoposide 22,6%, CSA 28,3% va

methotrexate 7,5%.



KET LUAN

» KET QUA DPIEU TRI THEO PHAC PO 2004

“ Dap wng hoan toan 69,8%, dap wrng khong hoan
toan 9,4%, tw vong 20,8%.
< Bn tlr vong c6 nhiém CMV, <12 thang tudi va co

ferritin tang rat cao



KIEN NGHI

Tang Ferritin mau cao va giam 3 dong ludn la dau
hiéu ho tro chan doan chung HCTBM

Nén Iwu y chan doan tac nhan nhiém trung, dac biét
A CMV va EBV & tré nhii nhi bi HCTBV

Nén Iwu y tam soat tdc nhan mién dich hoac bénh
ac tinh cac tré trén 5 tuoi bi sot cao, gan lach hach
to.

Nén tam soat di truyén cac bénh nhan bi HCTBM
khong dap trng hoan toan hay tw vong.

Nén xay dwng moé hinh nghién ctru tién ciru tat ca
cac bénh nhan bi HCTBM cung veé&i tang cwong
chan doan di truyén, mién dich dé xac dinh dwoc
nguyén nhan va dinh hwéng diéu tri co hiéu qua.
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