MOI LIEN QUAN
GIUATAILUONG VIRUS & PAPUNG PIEU TRI 8 TUAN
BENH NHAN THUC BAO MAU KEM NHIEM EBV

TAI BENH VIEN NHI PONG 1

TS.BS Lé Bich Lién
Bénh vién Nhi Dong 1
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NOI DUNG

Piit van dé

Muc tiéu nghién ciru

Péi twong va phwong phap nghién ciru
Két qua va ban luin

Két luan va kién nghi



1.PAT VAN PE

@ HCTBM: hiém gip, dién tién ning, tir vong cao
@ Chau A: TBM- EBV chiém da s6

@ Do tar lugng EBV-DNA bang RT-PCR da duoc
chirng minh la rat hiru ich trong chan doan & theo
d6i diéu tri cac bénh &c tinh lién quan EBV.

@ Tuy nhién con it bao céo vé vai tro tai luong EBV
trong TBM-EBV

Chellapandian D (2013), Imashuku S (2004), Jin YK (2010), Lam Thi My (2012),
Pham Thi Hoai (2013), Teramura T (2002)



2. MUC TIEU NGHIEN CUU

1. X4c dinh dic diém dich té, 1d&m sang, can
lam sang bénh nhan TBM-EBV

2. Xac dinh ket qua diéu tri giai doan tan cong
véi phac @6 HLH 2004 + Rituximab

3. Xac dinh moi lién quan gitra tai lugng EBV
va dap ung diéu tri 8 tuan
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3.POI TUQNG VA PHUONG PHAP
NGHIEN CUU

Thiét ké nghién ctru
Mo ta tién ctru hang loat ca
Thoi gian & dia diém nghién ciru
Khoa S6t xuat huyét — Huyét hoc BVNDI tir
02/2012 — 02/2017
C& mau

Tat ca bénh nhi thoa tiéu chuan chon mau



éf 3. POI TUQNG VA PHUONG PHAP
NGHIEN cUU

Dan so nghién ciru

@ Tiéu chuan chon méu: khi c6 du 2 tiéu chuan:
= Chan doan TBM lan dau
= RT-PCR EBV (+)

@ Tiéu chuan loai trir:
= TBM lién quan bénh 4c tinh , bénh mién dich
= Khong dong y tham gia, bé tai kham
» TBM- EBV d dugc dicu tri trude do



3.POI TUQNG VA PHUONG PHAP
NGHIEN CUU

Quy trinh nghién ctru

A TBM [an dau Trwéc diéu tri:

RT-PCR EBV (+) E Dich té - LAm sang - Can |am sang —

*Diéu trj tan cong HLH-2004 % Rituximab
-I; *RT-PCR EBV tuan 1,2,4,8

“ “ D’ & ré ” ?
Tiin 1 Tuin dping | | oaping || Tirvons |y <
hoan toan mot phan som
So sanh tai lwong EBV 8 tuan/ 3 nhém > — @

Xac dinh méi lién quan




3. POI TUQNG VA PHUONG PHAP
NGHIEN CUU
Piéu tri TBM-EBV (Phac do BV Nhi Pong 1):

Nguy co IVIG Dap img tot | Tiép tuc
thap + Dexamethasone |1 diéu tri
0 1 tuan 8 tuan
Dap ung
kem
Dap ung
Nguy co 5 Ngung diéu tri
(Dexamethasone, CSA, Etoposide)
0 8 tuan
Dap ung

kém




4. KET QUA VA BAN LUAN

Tir thang 2 /2012- thang 2/2017 ghi nhan 200 trudng hop HCTBM

A TBM lan dau
200 ca

f

.

Xét nghiém RT-PCR
181 ca

Khong xét nghiém RT-PCR
19 ca

[

RT-PCR
89 ca

Gy ]

RT-PCR (-)
92 ca

L

S ca

( Bé tai kham ]

[

84 ca

Nghién ciru TBM—EBVJ

Tan suat TBM-EBV= 89/181= 49%



4. KET QUA VA BAN LUAN
4.1. Pic diém dan so hoc (N=84)

60
50 Chung toi 27 thang (17,4 — 40)
N 23 thang
40 LMy g 1 < 40 th
® Nhom tubi 0la ang
30 P. T. Hoai < 2 tudi: 89,8%
20 Imashuku 1 —2 tudi
10 . I I Lu GF 1—3 tudi
0 | 5
<1 1-3 3.5 >5 Huang S 4 tudi
Bidu dé 4.1: Phan b6 nhém tudi Bing 4.1: Tudi khoi phat TBM-EBV

L.T'My (2012), P.T.Hoai (2013), Imashuku S (2002), Lu GF (2010), Huang S (2012).



4. KET QUA VA BAN LUAN
4.1. Pic diém dan so hoc (N=84)

Gidi Noicwngy  [Beahlyphdihep (S8 ca (%)

Suy giam mién dich bam 2 (2,4)
14% sinh
Nhiém trang phéi hop 18 (21,4)
Nhiem trung huyét 6 (7,1)
Nhiém CMV (n=57) 11 (19,3)
Nam H Tinh
W N TP. HCM VGSV B, SXH-Dengue 2 (2,4)

Bang 4.2: Bénh Iy phéi hop & bénh nhan
TBM-EBV



| 4. KET QUA VA BAN LUAN
4.1. Pic diém 1am sang va can 1am sang (N=84)

Thoi gian khoi bénh - nhap vién (ngay) 9,5 (6,8-12)
Thot gian nhap vién - chan doan (ngay) 2 (1-4)

Thoi gian chan doan - diéu tri (ngay) 0 (0-1)
Triguehimg  n)
St 84 (100)
Ganto 84 (100)

Lach to 73 (86,9)

Vang da 30 (35,7)

Xuat huyét tiéu hoa 15 (17,9)

Triéu chimg than kinh 6 (7,1)



4. KET QUA VA BAN LUAN

4.1. Pic diém 1am sang va can 1am sang (N=84)

Can lam sang So ca (%) Trung vi (25-75)
Gigm > 2/3 dong 63 (75)

Giém BC (/mcL) 68 (81) 2.415 (1.237,5 — 4.312,5)
Giégm TC (x 10/mcL) 61 (72,6) 62 (32,75-103,5)
Giam BC hat (/mcL) 60 (71,4) 625 (337,5-1.110)
Giam Hb (g/dL) 45 (53,6) 8,8 (7,7 - 10,1)
Fibrinogen (g/L) 43 (51,2) 1,5(0,9-2,5)
aPTT kéo dai (giay) 23 (27,4) 33,2 (30,8-39,9)
Triglyceride mau > 3 mmol/L 77(91,7) 6,2 (4,6-9,2)
Tiy do

Hinh anh TBM (+)/ tiy xuong 82 (97,6)

Tay nghéo té bao 15 (17,9)
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4. KET QUA VA BAN LUAN

4.1. Pic diém 1am sang va can 1am sang (N=84)

Bilirubin TT (n=83)
Bilirubin GT (n=83)
ALT

AST

Albumine/mau (n=67)

LDH (n=83)

12,6 (2,3-40,1)
12,8 (6,6-32,3)
204 (88,5- 357,8)
489,6 (150,3 — 822,2)
2.8 (25— 3,1)
1.917,1 (906,8-3.601)



] 4. KET QUA VA BAN LUAN
4.1. Pic diém 1am sang va can 1am sang (N=84)

Distribution of initial ferritin values from different disease categories

Tang 10.740,7
Ferritine (2.518,6 -13.573,1)

Disease Categories
1-HLH

2-Unknown

3-Shock

4-Stem cell transplant
5-Heart disease
6-Chronic transfusion
7-immunodeficiency
8-Liver disease
9-Cystic fibrosis

10- Bone marrow failure

11-Prematurity

12-Malignancy

13-Viral infection

14-Bacterial infection

15-Solid organ transplant

I i 16-Trauma

17-Autoimmune disease

! T B2 E S ; ; ; l ; B & 18-Hemoglobinopathy

19-Renal disease

20,000
1

(ugh)
15,000
1

10,000
1

Adm_Ferritin

5,000
1

1 2 3 45 6 7 8 9 1 11 12 13 14 15 16 17 18 19

Disease Categories

The unknown group includes 10 patients (only two were evaluated for HLH)

Allen, C. E., X. Yu, et al. (2008). "Highly elevated ferritin levels and the diagnosis of hemophagocytic lymphohistiocytosis."
Pediatr Blood Cancer 50(6): 1227-35.



4. KET QUA VA BAN LUAN

4.1. Pic diém 1am sang va can 1am sang (N=84)

30000
25.302
25000
20000 Chiing toi
LT. My
+90%0 10.740 P.T. Hoai
10000 SOy 8.823 m Chellapandian
6.334 Huang

5000 . 4.332 Shiraishi
0

Ferritin mau (pg/L)

Biéu dé 4.2: So sanh trung vi Ferritin giiza cac nghién cizu TBM -EBV

Ldam Thi My (2012), Pham Thi Hoai (2013), Chellapandian (2013), Huang S (2012), Shiraishi A (2011)
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4. KET QUA VA BAN LUAN

4.1. Pic diém 1am sang va can 1am sang (N=84)

EBV >10* 73/84 (86,9%)

, 2.227.750
Trung vi (25-75)
(93.943,8 -25.256.250)

Tai lugng EBV trude khi diéu tri

Chung toi 2,2 x10° copies/mL

Lam Thi My 6,9 x107 copies/mL
C.T.T. Cic 10 x10° copies/mL
Chellapandian 114 x103 copies/mL
Shiraishi 1x10° copies/mL

Kogawa 1,4 x10° copies/mL

So sanh tai lugng EBV qua cac nghién ctru

Lam Thi My (2012), Cao Trdan Thu Ciic (2013), Chellapandian (2013), Shiraishi (2011), Kogawa K (2014)



4. KET QUA VA BAN LUAN

4.2. Pic diém diéu tri va két qua diéu tri giai doan tan cong 8 tuan

el

Diéu tri tdn cdng 8 tuan

HLH 2004 HLH 2004 + Rituximab
76 ca 8 Ca
b Két qua diéu tri él
Pap trng hoan toan Pap rng 1 phan Tl&r vong s&m
41 (48,8%) 20 (23,8%) 23 (27,4%)

So do diéu tri & két qua diéu tri giai doan 8 tuan



4. KET QUA VA BAN LUAN

4.2. Pic diém diéu tri va két qua diéu tri giai doan tan cong 8 tuan

So sanh cac thudc diéu tri & 3 nhom dap tmg (N=84)

IVIG 0,516
(84,5) (80,5) (85) (91,3)

Dexamethasone 84 41 20 23 1
(100) (100) (100) (100)

Etoposide 63 30 18 15 0,161

(75) (73,2) (90) (65,2)

CSA 43 19 11 13 0,683
(51,2) (46,3) (55) (56,5)

MTX 10 3 6 1 0,016
(11,9) (7,3) (30) (4,3)

Phoi hop 8 2 5 1

Rituximab (9,5) (25) (62,5) (12,5)

Ghi chi: ** kiém dinh chi binh phwong. PUHT: Pép tng hoan toan, PUMP: Pap g mot phan



4. KET QUA VA BAN LUAN
4.2. Pic diém diéu tri va két qua diéu tri giai doan tan cong 8 tuan

100%
14.
27.4

1 17.9
80%
48.9 25.6 _ Tuvong
60% 23.8 | Pap tmg mot phan
40% B Dap ung hoan toan
— B Dap ung
0%

Ching tdi Pham Thi Hoai Imashuku Jin YK

Biéu dé 4.3: Két quad sau 8 tuan diéu tri qua cdc nghién ciru EBV - TBM

P.T.Hoai (2013), Imashuku (2004), JinYK (2010)



4. KET QUA VA BAN LUAN

4 3. MLQ giira tai lwong EBV va dap wng diéu tri 8 tuan

Trude diéu 1.060 1.984,8 4.597,5 0,306

e (51,95 (88,8 -14.182)  (1.010 -

X . .
(EBV 29.050) 31.940)
109)
16,3 55,2 3644 0,083
Tudn 1 (04-3331) (0,13-467.1) (683
2.076,6)

‘ 1,89 12,28 543 0,028
Tudn2 o 464y  (0-359.6) (11,4 2.920)
S, 000 1,56 NA* 0,052

uan
(0-16,8)

‘ 0 6,22 NA* 0,084

Tuan8 5.53)  (0,39-1323)

logEBY

10.00]

.00

=]

4.009

2.009

.00

Trude & sau BT: EBV nhdm TV > DPUMP > DPUHT

2 tuan sau DT: tai lugng EBV 3 nhom khac biét c6 ¥ nghia (p= 0,002)

p=0,03

R

WEEK

. Pap wng hoan toan
. Dip tng mdt phin

T vong

LTM: tuan 2: nhom DPUHT 50% RT-PCR (-); nhém TV: trung vi 7,2 x 107 copies/mL
Teramura : 4 thang sau diéu tri: EBV nhom DU < nhom KDU (p = 0,043).

Lam Thj My (2012), Teramura (2002)




5. KET LUAN & KIEN NGHI

5.1. Pic diém bénh nhan TBM-EBV:
»Da s6 bénh nhan & lta tudi 1-5 tudi (72,7%),
dinh 1-3 tudi, nit chiém wu thé (1,33)

=Ferritin mau ting rat cao (trung vi 10.740ug/L)
=Ton thuong gan thudng gip
=Tai luvong EBV cao: 2,2 x 10° copies/mL



5. KET LUAN & KIEN NGHI

5.2. Két qua diéu tri véi HLH 2004 + Rituximab:

@ 43,8% dap tng hoan toan

@ 23,8% dap trmg mot phan

@ 27,4% tu vong
5.3. Moi lién quan giira tii lwgng EBV & dap wng
diéu tri:

@ Trudc & sau DT: EBV nhom TV > DUMP > DUHT

@ 2 tuan sau DT: tai lugng EBV 3 nhém khac biét co y
nghia (p= 0,002)



5. KET LUAN & KIEN NGHI

5.4. Kién nghi:

@ Nén theo dbi tai lugng EBV tai thoi di€m tuan thir 2
sau di€u tr1

@ Néu tai luong EBV cOn cao nén xem xét hudng diéu
tri tich cuc hon



Chan thanh cam on:
@ Khoa S6t xuat huyét- Huyét hoc
@ Khoa Xét nghiém Huyét hoc
@ Khoa Hoa Sinh

@ Khoa VI sinh

@ Don vi Nghién ctru khoa hoc Bénh vién Nhi Pong 1



Cam on sy chi V lang nghe
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