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L4538 EBV-HLH 20 (34 i) 5 EBV-3E HLH 40 (45 #i)) B3 0 RGOk ST 5032407 . 858 :EBV-HLH 45 2%, 15 Wr
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Retrospective analysis of EBV associated Hemophagocytic lymphohistiocytosis and other
EBV-related diseases

Du Xingran, Xu Liang,Zhou Han,Shi Qipeng,Zhang Lili*
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[Abstract] Objective:To analyze the clinical features of EBV-associated Hemophagocytic lymphohistiocytosis and other EBV-
related diseases to improve early diagnosis of EBV-HLH. Methods:34 cases in EBV-HLH group and 45 cases in EBV-non HLH
group were enrolled for a retrospective study. Results:The prognosis of EBV-HLH was very poor with the mortality rate of 76.5%
within six months after diagnosis. Compared with the EBV-non HLH group,the incidence of cytopenia,hepatic dysfunction, elevated
serum ferritin, and hypofibrinogenemia in EBV-HLH group was significantly higher. Hemophagocytic phenomenon in bone marrow was
discovered in 83.3% of the cases in EBV-HLH group and 26.7% in EBV-non HLH group. The sCD25 levels were detected as higher
as 2 400.0 pg/ml in 100% cases and the percentage of NK cells were reduced in 81.8% of HLH patients. The result of ROC curve
analysis showed that SF =3 025 pg/L could be a predictor of the EBV-HLH cases developing into lymphoma/leukemia .
Conclusion: A multiple of clinical data should be considered to make a diagnosis of EBV-HLH.sCD25 and the proportion of NK cells
should be detected as early as possible of patitents with EBV infection,elevated sCD25 level and reduced NK cell percentage
contribute to the diagnosis and differential diagnosis of EBV-HLH ; Hemophagocytic phenomenon is an important but not a necessary
indicator of HLH ; Serum ferritin is a predictor of prognosis.
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SEPERIZWHE SR, X T EBV-HLH 20 & 5
EBV-iE HLH BJ4E5 12 S5 X,

AHIGE A (B AT 79 R < & AR A
Bt H. EBV-DNA BHPE £ (G R T RL, X EBV-HLH
20 (34 5] 5 EBV-E HLH ZH (45 1)) B 35 it R4
SRS AR A A AT R E T RS 1
St E A e bR, UL T EBV-HLH Ay B2 W7 &
o fe T

1 XgMFE

1.1 %

2011 4E 1 H~2012 4F 12 AN “ K #MFd 5t
12 T R o BERF K 22 55 — Bl & % 56 , EBV-DNA
JE> 5 000 # D1 /ml A9 83 79 9], H EBV-HLH
2H 34 %1 ,EBV-F HLH #H 45 4], EBV-HLH #145 22
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EBV-HLH 41 34 fi| ,EBV-3F HLH 41 & Je 4
FARZ AN IS Z20E 21 0] (46.7% ) | H B et B 7
B(15.6%),17 41 (37.8% ) At —25 4051 | HiBEi2 W
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. EBV-HLH 4 70.6%(24/34) B ffA 1L J€ /F€
% ,47.1% (16/34) H BUE LB SE R G0 K 15
i Bk EYSSE), B T EBV-9E HLH 41 (P <
0.05), EBV-HLH £ 64.7%(22/34) i # A, B i
=T EBV-JF HLH 4 35.6%(16/45) (x* = 6.59,P =
0.01); EBV—3F HLH £ 64.4%(29/45) k45
MK, 33.3%(15/45) e, #E T EBV-HLH
ZH(P < 0.05),
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EBV-HLH 41 % EBV-DNA #i & & (542 +
1.09) (Ig # U1 /ml) ,EBV-3E HLH 21} (5.19+ 0.96)
(1g#01/ml), EBV-HLH 415 EBV—il: HLH 414},
EB AR LA ¢+ (1 = 1.58,P = 0.118),,
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EBV-HLH %1 5 EBV-3E HLH 41 & & 41 & 1 40
MO L, AR i/ AR T M £ 8 K
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0.001) ,EBV-HLH 418 # W& R AR (ALT) (K
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Figure 1
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The comparison of Biochemical indicators between EBV-HLH group and EBV-non HLH group
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Figure 2 Typical bone marrow smears of patient with EBV-HLH or infectious mononucleosis(Switzerland-Giemsa Staining, x1 000)

An 4k & (serum ferritin, SF)
AWFFEH, 47 SF ki 58 49 ,EBV-HLH 41
93.9%(31/33) BE MBI EEE A MAE (SF> 500
ne/L) B 5 F EBV-IE HLH 2H(9/25) (x* = 22.31,
P < 0.001); EBV-HLH £ SF 7K *F- 282.3~205 000.0
(27 75749 + 46 539.37)peg/L,EBV -3F HLH 4

2.35

58.7~4 320 (642.67+895.97)wg/L, M # +H Lt 22 7
HEit2EmE L (Z = 3.53,P <0.001),

EBV-HLH 2155 U5 kb U8/ 106 19 17 3] 2R
% SF W% 20 200(596.0~205 000) /L, i
T AREIE 2 505(282.3~67 000) pg/L(Z = 2.38,
P=0.017), XA Rk ELR /2 B AR A 4
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A 0 NG B KT 52 0E TARRRE R 4
(ROC) 43 #r , 1ML TH 2k 8 19 I S (cut-off {H) K 3
025 pg/L i ,ROC fHZ T R FLN 0.743 £ 0.087
(95%C1:0.571~0.914) ,P = 0.017,SF=3 025 pg/L
UM EBV-HLH [ 35 EL8 /A 00 5% U3 B 80 0
82.4% , FiFVEHR 62.5%,

2.3.6 )

51 9 & AT 41 4 85 A R A I, EBV-HLH 4
559%(19/34) HIIRET 4k 8 FRUIIAE (FIB < 1.5 /L),
WEE T EBV-4E HLH 4 1 (1/17) (x> = 11.89,P =
0.001), EBV-HLH ZH F 3 £ 2 25 1 )54 K- HH i
% T EBV-3E HLH 41(Z = 4.39,P < 0.001) ; i #54%
5% I 1t SN (8] (APTT) A € Il g5 18] (TT) %8 EBV -
3 HLH 41 IEK (P < 0.05,% 1),

#*1 EBV-HLH 5 EBV-IE HLH A& mIh gk ki
Table 1 The comparison of coagulation between EBV-HLH group and EBV-non HLH group

A PT(s) APTT(s) FIB(g/L) D- R4 (ug/ml) TT(s) INR
EBV-HLH #H(n=34) 16.64 + 18.42 43.90 + 16.75 1.76 + 1.77 1.61 + 2.88 28.41 +19.95 118 +0.22
EBV-JE HLH #i(n=17) 12.77 + 1.04  30.99 + 411  3.69 + 1.39 1.25 + 2.12 1755 +£3.09  1.10 + 0.88
P1H 0.336 < 0.001 < 0.001 0.908 0.001 0.320

237 RIEFIAFE P2 MIE G (B2-MG)
EBV-HLH £ 81.8%(18/22) 3 #M& il NK 41
i LA 4 TE R (BB (P = 0.005), T KEL40 i B itk
LA b )5 TE BRI L TE S T T4 22 57 (R 2).,
100% (12/12 % )EBV-HLH £ # sCD25 KV T
2 400, gl 17 447.55(3 688.1~4 7961.5)pg/ml,
ERIE X BRAL[ (1 232 + 671)pg/ml | BEW & (Z =

4.39,P<0.001),

EBV-HLH 4 2-MG H/K>F [(5.54 + 1.53)mg/
L,n = 12]mg/L B & FIEH X HRAL [(1.62 = 0.34)
mg/L,n =17 |mg/L,(Z = 4.52,P < 0.001),
3 it i

EB Ji 35 75 1t 5 B N 38 347, 95% 1Y AR A

% 2 EBV-HLH A 5IE%E 3 RAE#KE ML A# sCD25 /KT b
Table 2 The comparison of lymphocyte subset and solube CD25 level between EBV-HLH group and normal control group

ki 5 CD4'CD3*T (%) CD8'CD3'T (%) CD19* (%) CD3°CD16'56 (%)
1E# X IEZH (n=30) 34.54+7.54 26.96+7.61 9.40+3.27 18.87+9.71
EBV-HLH 4 (n=22) 38.13+15.31 28.94+11.52 9.52+9.83 9.60+12.54
Pl 0.338 0.501 0.960 0.005

YLt EBV, — HJRYY BB R oIk 2 bR, W
R ERBGRES . FE— ) SR B R L
HFIIVERTR ARG EB a5 5L PR 40 oo , AT
SEUG NG S EB R, G IR LRI
HLH R EVE s | A S B rE 5% 55 EB J 1
AT, Hord EBV-HLH J2& i & 8L ol JB e Fg
TG ITEUA MM ARG A E , S5 EB R B AHOCHE
FAH EL , e 2 I I, TG 2225, ARBI9E H 34 1]
EBV-HLH 8.3, 17 Bl IH Ak B/ A, FEvi
AR PR ALK A 76.5%, T EBV-HLH A& 5541
il 0 A 56 4 I B I R R I TC e e, AR A
HH A AR Y DL R IO R EIG PR R, RIS A T
JIGL bR L 25 P A, PRI b, R PR 204 1) S 50 = AR A
X} EBV-HLH B2 W B it A B S,
AWFSE EBV-HLH 445 67.6%I1) .3 1 3840 &
I 28 PR 2R 5P 2 LA _EIsAIG, 97. 1% 1) B 35 A T
eSS EBV-4F HLH ZAH A BEEE R (P <

0.01), EBV $:2( HLH & E EZ 50 EHRIL T
(FINNK kA o6, Hab RIS PE T ke
AL (CTL) S NK 4 2k 25 B 25 68 1, S0l ik
XL 40 R 3 b | 3445 5 | e 4 e PR P Rt R i
HGLIE RN, G AR, 75 & I 4 I
AT 5 RS il 4 M8 5 20 i DR R 1
AT R ETI6eZ 0, 16 R L BT D 6e
A M BEI DI RERERS . AF5Y & I, EBV-HLH 418
#H ALT AST ALP .LDH., H i =8 S SHLT 2K
A EBV-3FE HLH 2 BH & &, 1 (A 1 I 4M 2 IR
[ KP4 EBV-IE HLH 418 B3 AIK (P < 0.01, &
1), AU 55.9% H BURET 2 8 A R i , HoF 3
KB AR T EBV-3F HLH 41, H APTT & TT #¢
EBV-4E HLH {B B iEK (P<0.01, £ 1), #s
EBV JEYe (35 T sh 2 W i 5 B0 D 6E | 5E 1 1)
g, Z5HLH R4,

A B 5% ,100% (12/12)EBV-HLH 4 & %
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sCD25 7K P-ERSEHIIEN & T 2 400 pg/ml, sCD25
(sIL-2R) J&—Fh E B e il 1, F2oR T
PSR A0 NK 200 S FRAZ A, 7T 5 mIL-2R
TS IL-2, TSI A e et 3 1
£ NK 407 PEFRAR ', EBV-HLH % sCD25 /K
AN S ot e S D@ 0 o N N |
sk O T, AR 2H sCD25 i gkl 17 447.55
(3 688.1~4 7961.5)pg/ml, FET-4HE TAESET-4H
(20 742.5 pg/ml vs 12 364.87 pg/ml), $&REKF
1 sCD25 f& HLH F W2 Wi U debr, HA-mK
V5 WS AHE, AR &I ,81.8% (18/22)EBV-
HLH 8% NK 40 Lb sk, X5 EB WeE HiEE
JU NK 4HA6, S0 i gcm KOs PR AR AE 5, Fil-
ipovich A HLH H 3% 78 NK 455 T By
ATRECL 2R I NK 4 s PRI, B NK 40
PERRARAY % 242 ZN 1009, R, NK i e 491 K2
TEE IR HUH RS W S B8

B HLH 2 Wb o2 U Sipk i 245
W MG 2 W EHET T TAB1T, 1991 4FR2IAH
12 HLH DA 7E AL 9k U0 25 8 v & B
ML, AR — A 2004 4F FPR
HAM I 2AETT (9 HLH 2 WibR a2 2009 4E3
IR 2 2 il A2 iR e v g il B G2 AUA
FSWibREZ —  ABFIESESRIR R — WS E-
BV-HLH A 83.3%(25/30) F A & B i
P4 M EBV-AE HLH 4187 26.7%(4/15) & &
HE b R 20 AR, v U RS I N JE HLH [
Bl R, AWFSE LI EBV-HLH 451 ik e
SR/ Y B 17 6] ,100% (17/17) RIA 58
WE I P S, SR I H (8/13) M LA G425 5t
(P = 0.009) , 7B Bl i 05 5 50 &k K SR
FREEAHC

MIERE AR —F SR R N E A, EE
ATTENFIE JENERNS-BESE PR N B R G0, BA TR 158k
PP B ALAETIRE™ . HLH B2 P -7 XU
SO0 P B E i v v I 2 L 22, Sz B4
N B Bl TR RO R 1 A ANE L, PR A R Bk
TRV 5 9 S AR BE R UIAH DG | 2 I e 17 72 B 1Y)
B0 -, A WFSE T EBV-HLH 41 SF 7K
282.3~205 000 (27 757.49 + 46 539.37)ug/L,EBV-
Il HLH £H 58.7~4 320(642.67 + 895.97 )pg/L, Fi#
MHA G F22 5 (Z = 3.53,P < 0.001), 17 filFE 14
bk g E% P IS Y EBV-HLH 3% 04 1k -
BT AREBIHEP < 0.01) ;ROC 417 Bm SF=

3 025 wg/L "] LIAESN EBV-HLH [a] ik B8/ 1 1%

TR 2R . ASWTSE A IR B B I R A AR

# , H: SF )z LDH /K-F-BA 2 i TOo B gz m R 4

PR AT Eit27 225 . $/R SF It LDH 7K &

B IR AT RO, KB o T B
A T I A 2 B A SR AR I B2-MG K

T, EL B2-MC T S BRI, 3

SER 5ARMIFH 5, B2-MG S 4R Ik EL 40

PUR(HLA) B4 B B (RBE) #0 , A TBr A A % 4i i

S0 T S 7 PR N g S O N |

i34 B ) 25 A 0 E ] e L B2-MG R E T

AR SO R SIS B2-MG K- FTAE A Wi 17

P RTEIRZ —,
2 1 EB 5 B TR EAT SCD25 T

IR EL 40 I FEAG ), sCD25 /K SF- T 5 B NK 4 Jifd Fe

(VS ARAT B T EBV-HLH (912 W 5 4 5127 ; EBV -

HLH AR R oy s I i Tk 2 A2 4, Iy 2k 2R
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