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[ Abstract] Objective
(EBV) associated hemophagocytic lymphohistiocytosis( EBV — HLH) , by analyzing and summarizing the clinical mani-

To improve the diagnosis and treatment outcomes of refractory Epstein — Barr virus

festations , diagnosis and treatment of the children with refractory EBV — HLH. Methods The clinical data of 3 refrac-
tory EBV — HLH patients were analyzed retrospectively, and the related literatures were reviewed simultaneously by ana-
lyzing and summarizing the clinical data with refractory EBV — HLH. Results Three patients were all young infant,
with recurrent fever accompanied with hepatosplenomegaly as primary manifestations, and with a negative family history.
No pathologic known HLH related gene mutations were found. EBV — DNA was obviously increased on diagnosis, with
leukopenia and neutropenia. Treatment effect of HLH — 94 protocol was not good in these 3 patients. During treatment
there were still intermittent fever. And there was an outbreak during chemotherapy, accompanied by sharply increased
levels of IFN -+ and IL —10. Plasma EBV — DNA was persistent or recurrent positive. HLH progressed rapidly after the
out break of the disease. DEP protocol and plasmapheresis therapy was ineffective. Patients died due to the complicated
gastrointestinal bleeding and multiple organ failure. Conclusions Treatment outcomes with chemotherapy might be
disappointing in patients with refractory EBV — HLH among young infants, with obviously increased EBV — DNA leuko-
penia and neutropenia on diagnosis. Disease outbreak could occur during treatment. EBV — DNA titer and cytokine
levels are of great value to the early diagnosis of HLH activation. Early identification of such patients,and timely hema-
topoietic stem cell transplantation were really important to improve the prognosis.
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Table 1 Laboratory test results of 3 children with refractory Epstein — Barr virus — associated hemophagocytic lymphohistioscytosis
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- ANC Hb PLT FIB sCD,s SF 1fi%% EBV-DNA IFN-y IL-10
io&ExinnL] (x10%L)  (¢/L)  (x10%L) (&/L) (<6400 ng/L) (pe/L) PED1/L (ng/L) (ng/L)
st 1
il 0.48 77 52 1.01 >44 000.0  886.2 1.20 x 10° 83.51 185.70
2 J# (DEP Jr&41t4) 0.71 73 46 2.18 30 852.8 5328.0 8.08 x 108 163.19 234.86
DEP 5% 15 d 0.82 88 83 1.63 >44 000.0 4 209.0 3.38 x10° 28.46 67.51
DEP J5% 16 d 0.30 65 22 0.74 Fetik 4522.1 £ >2 500.00 >2 500. 00
1By (DEP 18 d) 0.04 59 31 0.89 A A Ak A Fefik
Jpathi] 2
AIFRIG 0.36 66 51 0.76 >44000.0 1522.0 1.71 x10° 92.70 84.98
2 1.08 9 66 2.68 14 885.5  780.8 6.70 x 10° 7.44 60.24
44 1.17 103 216 2.49 i1 129.9 [ 6.55 21.75
8 Ji 3.60 110 490 2.87 EH# 542.9 3.10 x 107 300.53 71.38
13 J& (DEP )5 Zw1t8) 0.50 77 65 1.18 >44 000.0 1902.6 8.29 x 10° >2 500. 00 >2 500. 00
HipEi (DEP 2 d) 0.09 45 37 0.59 A A FAk A F ik
st 3
NEsg iy 0.31 63 70 0.98 >44 000.0 8244.0 6.96 x 10° 626.51 419.45
2 2.22 104 100 1.86 EH 458.9 1.46 x 10’ 49.75 36.60
17 d(DEP J5Zw1t8) 0.92 83 75 2.40 21384.7  563.4 2.33 x10° 883.08 463.62
DEP J5252 J# 2.03 93 121 1.55 o 374.2 1.46 x 10° 538.82 229.47
DEP /419 d 0.32 80 59 0.60 A 60270.0 Fett >2 500. 00 >2 500. 00
B BEET (DEP 24 d) 0.10 71 35 0.48 A A A Y A

1 ANC: PR 28 X606 ; Hb « 12178 1 5 PLT : 1fi/ R 5 FIB : 2R 458 15 5 sCD,s : AIVAPE VA A 382 324 SF : IS B 11 TFN-y . THL R yOEH S5 E
0~2.1 ng/L);IL-10: (HZ0IEN 2 10(IEH %18 1.20 ~4.55 ng/L)  ANC:absolute neutrophil count; Hb:hemoglobin; PLT:platelet; FIB:fibrinogen; SCD,s:solu-

ble interleukin —2 receptor; SF:serum ferritin; IFN — +y:interferon gamma(normal reference value of 0 —2. 1 ng/L) ; IL - 10:interleukin — 10( normal reference value of

1.20 -4.55 ng/L)
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