NRFEE 2558 50:35—41, 2024 doi:10.11482/KMJ-J202450035 35

RIS
SEREHIUNC EBV BYEIMER E &MY o HRREREE (EBV-HLH) &
W LA A LIS 72 A\ Bl

WA B, fEE s, wE W, AR e
florek 467, S SeEY, FiE A

1) ISR M R,
2) R b

1982 Epstein Barr virus (EBV) BEMIXEERM Y > /MBI (EBV-HLH) (3 CDSFZME T #
R EBV L, T/ 7O0—FIVICHBEL, YA MHACMEDKREELRY, MEBREEMHY >
INHBIRER RIET 5. BEEREHEANATHIE, THERISFEI IS, SHMMENCEY, BES
*+ﬁt%ﬁuﬁ%%tﬁ@%tté.%@*ﬁmtﬂ%7n Y4 bX MU— (FCM) #RE

TCR (T #fa2&H) L/INNT7HIATTREZH, BENMAULSERAGZERLZOTHRET 5.
ﬁ%ﬂ%ﬁﬁ%ﬁ.ﬁﬁ,ﬁﬂﬂTﬁE%ﬁb,%Eﬁxﬁwﬂflﬁ.ﬁﬁﬁﬁﬁ%%%b

FAMEERICEIMMENEY 3 v 78WVICTHRERE &> /. ARREM&RE CHEROZHA
BEFICMAZ, RELOZHEEXRCREMREZHREL  MIXEREREEEE /. £/, EBV-IgM
B4, EBNA &4 T EBV #1/&%/N4 — > T, EBV-DNA (36.12 log copies/mL & ZBHAZ =fE %8
H7-. BHEGTIIMEERGEZRO, FCM TU >/ Bk(E CD5F&M HLA-DR 514D CDSEEE T #
KA EAL, TCR L/N Kk 7#irT CD8REME T #if3(E VBANDIRY) %53%, EBV-HLH &ML 7-.

2L, x%»7bb-yn>mmeNwZ$$&ﬁ%b LIRS MAMREZ L &5 5 #R
ZiTo 7. REBIRE, BRI AST, ALT EHICERLICETEZRO L. £/, 1 —28RE%
bBMﬁ@@%ﬂw,mﬁﬁﬁmbt doi:10.11482/KMI-J202450035 (471 6 46 6 2011 “ZH)
F—7— F : EBV B#REARYEY) Vo SHREEREE, 7a—3 1 b X M) —K,

TCR L% b 7 @i

Moa J 70— VIZHGES % AsRE R o Rt 2

EBV B IMEREF AP Y SHBEERAE (EBV-
HLH) 3 HFE(R G AR, 2 PE B EB
7 A )V A JEYE (CAEBV) & O # ) AYH 3
THHY. ISR HALERE 1 Epstein Barr
virus (EBV) 7B MBI, BHEL, CD8Fy
PE T M G AL L, % < DSRAF I3 T e
EDESND. CAEBV X THIBICESL, €

TWAENTZY,

72 & %. EBV-HLH I3 CD8F 1 T M2 & L,
B 7u—FNVIHEEL, S A M A CE
DOIRREE 7 0, MEREAREGRE % 589 5 .

EE RIS AT UL, THIBASHIE S b 28,
BHEDAST 55 % Y B X BB Y
REE AT E A, SRR E ST 2 — A
kX M) — (FCM) #AE, TCR L 7% & 7 fi##r

BV S

FIH 755

T7010192 AHlARE577
JUG BE AR R 27 ML A R 27

il 0 086 (462) 1111

77y X086 (464) 1194
E A —)V : hideho@med.kawasaki-m.ac.jp



36 N R &K

THIZBW, BN LA B % 555 L7
DOTHET 5.

T |

FER : 30meft. Tk

BURIEE @ ARe 1 EBRA SASHBLL, &
£ % %#. SARS-CoV2[EMEn7-0, KB LZ
Wrsisz, ABeni H 2 5085, SBESHBIL,
T2 O MR TR AR S, |
RICABE L7z, 20Ok, BEBIEE CRliiE:
Yav s EBWs Ny LY, BIHA
B L 7-.

PEAERE © Rt R L, EASIE - KRR

F 1 AR AR AT b

WL,

A BElE & AR WL ki 40.9 C, Il 72/50
mmHg, HRIRFIER G, R > oSEifilsn L 2%
VG S 4 Kie, A ZES 2 AR
filal. REEEHERH .

MR AT W (£ 1) @ T-Bil &11E, FHFWH%
WD LA %2R0 72, /M2 &ALl
THE[H BERE 2300, DIC DIRETDH - /2.
LDH, 7 =) F v EE CIERE SRR 2 5 -
7o MBREEIEGERZ ERB LIE L atk
IL-2R (X F T, BETHllsE L 72 EBV-DNA #
WEWPEMTH -7z M1 TRLAZE ) R
U URERE 1 %7z

[ Jiikss @i AL X O MHEE R 7 &
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N.band 34.0 % Gib 2.4 g/dL LDL-C 4 mg/dL
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R
L v

Ca

L £

MGZE %1000

1 RASMERIREEARIE RIS SR ) >8R % 2% B 7z,



HEA, Al © EBV-HLH ORI & BIHHRHEA A O )6 37

BEUYIE 10.4%

70 %100 (SBHEK)

- , ¥ ‘

'S

MGZE& %1000

M2 SRR ERIZIE~URIR T, IR TR L7z &) 2585 ) ¥ /35K %E 104% 780,

~r07 7 —YOMBREEGEZRD.

BB R (K 2) @ g3k s iiEiE~4%
JERET, MK TR LA L) REEY V38K
%2104%i8, ~r7a 77—V OMERE LG %
Rz,

CT e (K3) « iR & K % 32 7-.
R & e 5 AT SRRSO e o 7.

ABEtfE - 38 FCM AL Tid B Ml o €
J 7 a—F ViR ko 72 CD3R
VT I OB G % 386 72, CD3RG 1 T M o
87.3% T CD8FMETH - 72, CD3BEME CD8Fa
AR D57.9% T CD5RE%, HLA-DR FtETHh -
7. ¥ 72, TCR L /% b 7 f##T < i1d CD3F Tk
CD8F MR T VB4 R > CTH Y, THIEDE
J 7 a—F VB R R L 7.

AJEH T3 EBV-HLH O B Wik #Y Tdh %
EBV-DNA 25 KRS I H IZHE M. #D78 RE D FE 3k,
JLE, RS TS Fib IfRE, I 7 =) F v
A, WA L2 AR, F, Escm
KAEGDY. EWIRR LOHH WAL,
EBV-HLH & Wi L7, F72, |EREESHEY T
EERRIEIR & LT, ST 2 SR RE R

X3 iR SR A CT

MoKkl RE, EPEE SN, KN, I, RS
NEAE D SN T IS F W 2 B LA S A S 7278, B
355 2 7R g % i A RR D T A2 o 7.



38 N R & RE
(] 73 :I:
505 VB L/NRT TR
60
50
40
30
20
10 I
0 IIIIII.I..IIIII-------
iyggaragdngessaggansaneny
>g>g>g>>Hededees>8eegeed
> > > >
B4 TCR L% b7 M Cld CD3 Btk CD8 Btz © vB4 IZfi-> TH Y, THIRRDE
7 a—F v B R L 72,
S h
[ Pc Jeosos Iﬂﬁﬁlﬂ
L w&w&
lg0.59
0-:519259 EBV-DNA
mPSLy .~ ~60mg.40mg.30mg.20mg_12mg___ 8mg 4mg LoglU/mlL
na/ml @ EBY.DNA u e
o S AN\TTUFY oo
40000 LDH i 3
20000 2000
133@ ogg 0
500 1800
1600
wo | AST - i
300 1000
200 800
100 ALT Zﬁ
0 0
o 1 2 3 4 5 6 7 8 9 10 Mn"
bk
[ 5 G
AFNT VL F=va yoOr AR e G, S0 IIFBROIR T 20, 1 AE:
SN A ES, 1% LDH, 7 Y F Y EOED % 80 7.
HOWE, AN TR IEGERE, MERA T MELDH, 7 U F oA R RO (J

W R MG, IR ET TN VAT
I+ —¥, LDH, 7=xVF, WHtiL-2%
71K, EBV-DNA &= D 103H H A HIEIZ344 L,
HJE EBV-HLH T& - 7.

TR
mPSL 7V A G & BIG L7z, e ISP
FZOKT 230, 1:8%D S M/MRED LA,

4). F72, IfiiE7 ) F & EBV-DNA &
OWERIIMHE L TB Y, Ili4EH EBV-DNA #1Z
AICT R B R L 72 (M 5).

EE -

EBV-HLH &, #0B356E, mkgd, hr
PEHER S, ABUICET T 22 BEAEr 2T
LHMMIEROBIRGZ RT I BN TW



7%, A @ EBV-HLH ORI & FGEH# A O D)5 39

(copies/mL)
108

107
108 -0
105 ~- M3z
104
103
102

10’

100 —

X6

6 EBV 04l B & liEh ToER

1%+ EBV-DNA O K% MR L 72,

%% ZOHREIE CD8+ T ML 2 10— v~k
Ge L IHHEAL - B A R L A%, FARICHEE
BIEWRE BT 2R L U CEIEGME BALERIE
DAAET 5. EIERRe I AL ERE X, B Mifla~
@ EBV &G & SUSHEO T MG LIC L & %
5 eV HAYEBV-HLH &3R4 5. AERNIZ
WERAT W LB S R S N o 7278, W&
BeDRYe Mk AL ERE & B c &, B % &
LS 2 & CHEMEES & L Comkm i
BT %), ALFREORATIE DRIEI
BWTORERELRHEAMEE 220, K52 0 -
Kl #x O EAENEE & DI R EFEAE
EEZOND. AIEBIOERIGE EAE e
EIE L BELL TR Y, BENMAPAT DY
BIIBSEN % 785 2 LR FREIN 7
ORBRENZSW P LI TH - 72,
JERDFPL L T2 b DDIHREO ARG A 7%
% EBV/HLH & iRl HAEERIE X, FSREY
MEVIREICKANENDLRETH D, ElL
HHTIE . LaeL, O U8Bk S
VOREROBEANZZ Ly, @ TCR LS 7 f#HT
TOMmY (ZFa— %), @ cD5REM HLA-
DR Btk CDSE MEMIN BN 72 & D IE H % 22
T5HIEICLY, FERREHBIRE % BRYL S

6 7 8 9 10 M ()

Wi s LATRETH S 7.

AIEBI D FFRFEHEIZ BT, MAE / MiFdho
7 AV AR RN I RGEBIEE L72As, W
TOANVZAENWT B F TIZENALNT.
MAE / MG HIE, W ied EBV 254 RIZAETE
LW TH SHA5, MEEDH TIEHSL I
ANVAEWBRY L2 %242 DL, EBVH
AL % O AR & L TR R LTw
572012, DX BfREEDG A S NI REEAS
H5.

AHEFITIZ FCM 12 & Y CD5FEM: HLA-DR B
% CD8Km AL DB M, TCR L /% k7 f##T T
VBN AZ L, /70 —F )b 7z HEhEA%
RAWHRETE 220, Eer &2 - 2
WiAsT &, mPSL 7SV AFEIC X 5 B % P
BB 5 2 L A5 T &7z, EBV-HLH XA
PEZRTEER AT O A4 Flih IR % X
723 IER & BB A 720, HEIZ TR % K
T HLENED D H. WGHEGE, MM, i
WrI A7 3IF—¥, LDH, 7= F Vi,
EBV-DNA & Z BB R @I fEH L7z, EBV-
HLH OEHICIZ AT T4 N, 53 (CyA)
R VP-I6DFLBEEINDL LV HEDLH D
238 REEBNT BN - BERAS AL X -



40 N E e &

C, mPSL K& 0 AT CDST Hll iz 1 fi il
MARETH 7. F/EBV-HLHIZ BT 5
CDSBE AR, 7 =) F »fili%° EBV-DNA
EHBZRTIEDHOLNTVAE. WINDHE
HERTHMIE H b IR IaH:, % % 7%, CD5kE
1 HLA-DR B CD8Fy Ml % i3 53 75 W 72
TR EERKIOEOFMICARE 2 E5 2
EDFERAT & /2.

E

EBV-HLH &, FRE{RGeME: BiAZERE & Bl L
THERE BT A5, WEBORESRLEY, Th
5 OEHRHELRIINEZ Z 0855w, Th
5OEMITIE AABWTE D FCM 11T X 5
MAAEMTH Y, 4512 CD5EEYE HLA-DR Bk
CD8F AL, FHAZWT O A7 & 3 HRF UG
PO DD THHTH - 7-.

5 SCHR
1) Akihiro Yachie, Hirokazu Kanegane, Yoshihito
Kasahara: Epstein-Barr virus-associated T-/Natural

killer cell lymphoproliferative diseases. Seminars in
Hematology 40: 124-132, 2003.

=
o

2) Y Kasahara, A Yachie, K Takei, C Kanegane ef al.:
Differential cellular targets of Epstein-Barr virus (EBV)
infection between acute EBV-associated hemophagocytic
lymphohistiocytosis and chronic active EBV infection.
Blood 98: 1882-1888, 2001.

3) HA/NEBAIG ) » /S EsE 2 v — 7 HLH & H
&. HLH-2004 ZEJ#T M. 2006. P.13.

4) g, STHBESC, AR, IR LMESE Bk A
FEMERE DD, BRI 467 6 77418-423, 2005.

5) Janka G E: Hemophagocytic syndromes. Blood Rev 21:
245-53, 2007.

6) Taizo Wada, Toshiro Kurokawa, Tomoko Toma, Fumie

Shibata, Yumi Tone, Yoko Hashida, Hiroyasu Kaya,

Takashi Yoshida, Akihiro Yachie: Immunophenotypic

analysis of Epstein-Barr virus (EBV)-infected CD8" T

cells in a patient with EBV-associated hemophagocytic

lymphohistiocytosis. EUR J Haematol 79: 72-75, 2007.

Akiko Toga, Taizo Wada, Yasuhisa Sakakibara et al.:

EN]

Clinical significance of cloned expansion and CD5
down-regulation in Epstein-Barr Virus (EBV)-infected
CD8' T lymphocytes in EBV-associated hemophagocytic
lymphohistiocytosis. J Infect Dis. 201(12): 1923-1932,
2010.

8) Ak, JFEHESE, EEHBIA, LA N~
B ANZ A 5 % EBV-associated T/NK-cell LPD O f§
. BRRIE 49% 6 75, 390-396, 2008.



7%, A @ EBV-HLH ORI & FGEH# A O D)5 41

(Case Report)
An adult case of EBV-associated hemophagocytic
lymphohistiocytosis (EBV-HLH) diagnosed early in the
course of disease onset and treated with early intervention

Seiya HASHIMOTO "', Hirofumi FUKUDA ', Tasuku TOGASHI "’
Seiji MATSUMOTO ", Kyo SASAKI?’, Eisei KONDO'’, Hideho WADA "’

1) Department of Hematology,
2) Department of Gastroenterology, Kawasaki Medical School

ABSTRACT EBV-associated hemophagocytic lymphohistiocytosis (EBV-HLH) is caused by
infection of CD8-positive T cells with Epstein-Barr virus (EBV), resulting in monoclonal growth,
hypercytokinemia, and hemophagocytosis. Early intervention can control T cells, but late
diagnosis or inadequate treatment can lead to fatal outcomes. In this report, we describe an
adult case that was diagnosed early and treated with peripheral blood and bone marrow flow
cytometry (FCM) and TCR repertoire analysis. A 30-year-old man with abdominal pain, fever,
and markedly elevated liver enzymes was admitted to his previous physician with suspicion of
acute hepatitis. He was referred to our hospital for suspected peritonitis and septic shock and
was admitted on the same day. On admission, abnormal cells were detected in a peripheral
blood smear, and elevated liver enzymes and hemophagocytic syndrome were suspected. In
addition, the patient was positive for EBV-IgM, negative for EBNA, and showed a pattern of
EBV primary infection, and EBV-DNA was notably high at 6.12 log copies/mL. Bone marrow
image showed hemophagocytosis, and FCM showed proliferation of CD3-positive and CD8-
positive T cells in lymphocytes. In addition, TCR repertoire analysis confirmed monoclonal
proliferation of T cells with markedly high V@8 levels in CD3-positive and CD8-positive cells.
In addition, CD5-negative HLA-DR-positive CD8-positive cells were identified and diagnosed
as EBV-HLH. After the diagnosis, methylprednisolone (mPSL) pulse therapy was started, and
the dose was gradually decreased while monitoring blood tests. After the start of treatment,
both AST and ALT of liver enzymes were rapidly decreased. The patient’'s blood cell counts
recovered after 1-2 weeks of treatment, which allowed for therapeutic intervention.
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