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Molecular biological study of Epstein-Barr virus-associated hemophagocytic
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Sakamoto, Kenichi

3,000,000
HLH-2004 EBV-HLH 48
EBV-HLH
EBV-HLH48 23
23 EBV-DNA 357,626 /ml 1,793,562 /ml T
14
EBV-HLH
EBV-HLH

EBV-HLH

The aim of this study is to elucidate new ﬁrognostic factors for EBV-HLH by
integrating genomic abnormalities and clinical information using whole genome sequence (WGS) of 48
EBV-HLH cases enrolled in HLH-2004. We began WGS of 23 of the 48 EBV-HLH cases for which we had
confirmed sufficient sample volume for WGS. In all 23 cases analyzed by WGS, the average amount of
EBV-DNA at the onset of EBV-DNA was 357,626 copies/ml in white cell blood and 1,793,562 copies/ml in

plasma in all 23 cases analyzed, and T-cell receptor clonality was positive in 14 cases. As soon as

the results of WGS are obtained, we will be integrated with clinical information and laboratory
values. Finally, we will explore new prognostic factors and therapeutic targets for EBV-HLH.
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Table.1 Patient Characteristics
Total (N = 23)
Age Median(range) 3.5(0.8-6.9)
Sex Male/Female 11/12
Patient Activity Normal / Mild / Severe / Unknown | 3/10/9/1
Fever(>38.5 ) Yes/No/Unknown 22/07/1
Hemophagocytosis Yes/No/Unknown 19/3/1
Hepatomegaly Yes/No/Unknown 22/07/1
Splenomegaly Yes/No/Unknown 16/6/1
Neurologic alterations Yes/No/Unknown 5/17/1
Relapse Yes/No/Unknown 6/11/4
HSCT Yes/No/Unknown 3/191/1
Outcome Alive/Dead/ Unknown 21/1/1
23 HLH Table.2
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Table.2 Laboratory Data at the onset of HLH
Total (N = 23)
ANC 861.2 = 803.3 /mm3
Hb 83.1+22.8 g/L
PIt 42136.4 + 32907.2 /uL
AST 601.9+514.8 U/L
ALT 201.0+172.2 u/L
LDH 3710.7 + 3581 U/L
T-Bil 1.7+1.8 mg/dL
Na 130.6 + 5.8 mmol/L
sIL2R 16966.2 + 8465.1 U/mL
Ferritin 29191.7 + 40644.1 ng/mL
Fibrinogen 84.8 £ 29.6 mg/dL
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Table.3 EBV-DNA load & TCR clonality of EBV-HLH

Total (N = 23)
EBV-DNA load
(WBC)
Ow | Average 432,710 copies/ml
(range) (5,236 - 2,162,606)
8w | Average 46,557 copies/ml
(range) (515 - 306,776)
EBV-DNA load
(Plasma)
Ow | Average 2,398,225 copies/ml
(range) (634 - 12,318,730)
8w | Average 14,362 copies/ml
(range) (<10 - 68,126)
TCR clonality
Ow | Negative/Positive/N.E. 1417/ 2
8w | Negative/Positive/N.E. 2/5/16
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