DPOT BIEN GEN O HOI CHUNG THUC
BAO MAU THE TIEN PHAT

( FAMILIAL HEMOPHAGOCYTIC
LYMPHOHISTIOCYTOSIS - FHL )

CN . PHUNG THE PHUGNG NGOC



[ . HOI CHUNG THUC BAO MAU -
(HEMOPHAGOCYTIC
LYMPHOHISTIOCYTOSIS - HLH)

La hoi chitng trong d6 co su gia ting bat thuong
cac t€ bao lympho va cac dai thuc bao trudng
thanh, trong mét s6 truong hop c6 kém theo hién
trong thuc bao mau, xuat hién trude tién & lach,
hach lympho, tuy xuong, gan, dich nio tuy.




1. PHAN LOAI HOI CHUNG THUC
BAO MAU




1. HLH TIEN PHAT
(FAMILIAL HEMOPHAGOCYTIC
LYMPHOHISTIOCYTOSIS — FHL)

> Di truyén theo tinh lin , gen gAy bénh nim trén
nhiém sic thé 6, 9, 10,17 va 19 giy bénh
chiém 25 — 40 %.




2. HLH THU PHAT -

» Bénh xay ra sau hodc cung luc vo1 bénh nhiém
virus ( EBV,CMV_ HBV...) , vi trung (
S.typhi , E col1 ....) ky sinh trung ....
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LOAI 1

» Do dot bién gen chua xac dinh trén nhiém sic
thé thir 9, chiém khoang 10 % ca thé mic
FHL . (2)




LOAI 2

> Do dot bién gen Perforin 1 ( PRF1 ) nim trén
nhiém sic thé thir 10 ( 10q21-22), chiém
khoang 20 - 40 % ca thé miac FHL & Tho Nhi
Ky . Ty 1& nay xuat hién cao hon &

Bic My (50%). (3)




LOAI 3 :

> Do dot bién gen MUNC 13D nim trén nhiém
sic thé thr 17 ( 17925 ), chiém khoéang 20 —
25 % ca thé mac FHL. Ngoai ra t¥ & nay &
Nhat Ban 1a khoang 40 %. (4)




LOAI 4 :

> Do dot bién gen Syntaxin 11 ( STX 11 ) nam
trén nhiém sic thé thir 6 ( 6q24 ), chiém
khoang 15 % va c6 thé ting 1én 21% & Tho
Nhi Ky dic biét & ngwoi Kurd.  (5)




LOAIS ;

> Do dot bién gen Syntaxin 2 ( STXBP- 2 ) nim
trén nhiém sic thé thir 19, chiém khéang 10 %
ca thé FHL & Tho Nhi Ky va Arab Saudi. (6)




IV. CO CHE TAC DONG CUA GEN BOT
BIEN O FHL :




MO HINH CO CHE PHAN TU CUA FHL
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> Sau khi kich hoat giy doc té bao T va hinh thanh
lién két vai té bao dich, t6 chirc trung tim hinh
ong (MTOC) 1a noi van chuyén hat ly giai di
chuyén doc theo nhitng 6ng lién két vé phia chd
tiép xtic va bam vao mang chat nguyén sinh. Sau
d6 chiing dwoc mdi va xam nhip vao mang .
Cudi cung cac chat ly giai nhw perforin va
oranzymes, dugc gia1r phong vao trong gian bao,

edy chét té bao dich.




1. XET NHIEM CO BAN

> Tong phan tich té bao mau.
» DPong mau toan bd.
» Chirc ning gan.
» Trniglycerides.
» Ferritin.
> Tay do.
( Theo tc¢ HLH 2004 - Bang 2)







» KI THUAT PCR : GIAI MA TRINH TU
TRUC TIEP GEN PRF1 CO THE PHAT
HIEN 99% DOT BIEN GEN PRF1.




» FLUORESCENCE-ACTIVATED CELL SORTER (
FACS ) : FACS PRF1 CHO PHEP XAC PINH DI
HGOP TU FHL2.

Perforin

A91V/R410W

¢.50delT/c.50delT Deletion




» GRANULE RELEASE ASSAY ( GRA ) : DANH GIA
CHUC NANG GAY POC TE BAO DUA TREN SU
HIEN DIEN CUA CD107A( LAMP1).

Munc13-4 STX11
deficient (1) deficient (3)
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BANG 2

Table 2. Revised haemophagocytic lymphohistiocytosis (HLH) 2004

diagnostic criteria.

The diagnosis of HLH can be established if one of either 1 or 2 below

15 fulhlled
1. A molecular djagnnsis consistent with HLH

2. Diagnostic criteria for HLH fulfilled (five of eight criteria below)

[nitial diagnostic criteria
Fever
Splenomegaly
Cytopenia affecting at least two of the three lineages in the
peripheral blood
Haemoglobin <90 g/l (in neonates haemoglobin <100 g/1)
Platelets <100 x 10A9/]
Neutrophils <1:0 x 10A9/]
Hypertriglyceridaemia and/or hypofibrinogenaemia
Fasting triglycerides =3-0 mmol/l (i.e. =265 mg/dl)
Fibrinogen =1-5 g
Haemophagocytosis in bone marrow, spleen or lvmph nodes
No sigh of malignancy
Additional criteria
Low/absent natural killer cell activity
Hyperferritinaemia
Ferritin >500 pg/l
High soluble interleukin 2 receptor levels
slL-2R =2400 U/ml




BANG 2

Additional comments (Table 2)
If bone marrow aspirate shows no haemophagocytosis look for
evidence in other organs or perform serial marrow aspirates
. Diagnosis would be supported by:
(a) Spinal fluid pleiocytosis (mononuclear cells) and/or elevated
spinal fluid protein
(b) Liver biopsy showing findings consistent with chronic
persistent hepatitis
. Other clinical and laboratory findings which would point towards
the diagnosis of FHL are: cerebromeningeal symptoms, lymph
node enlargement, jaundice, oedema, skin rash, hepatic enzyme

abnormalities, hypoproteinaemia, hyponatraemia, elevated very

low-density lipoproteins (VLDL) and low high-density lipoproteins
(HDL)




THE END.

Xin chan thanh cam on.




