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AXFBIOCHFPCTHEHLEKEEIZLTO LB Th Db,
AID Activation induced cytidine deaminase
ATLL Adult T-cell leukemia/lymphoma
CH Chronic hepatitis
CLL/SLL Chronic lymphocytic leukemia /Small cell lymphoma
CO0 Cell of origin
CR Complete remission
CTCL Cutaneous T-cell lymphoma
DAA Direct Acting Antivirals
GCB Germinal center B-cell
DLBCL Diffuse large B-cell lymphoma
FISH Fluorescence in situ hybridization
FL Follicular lymphoma
HCC Hepatocellular carcinoma
HCL Hairy cell leukemia
HCV Hepatitis C virus
IPI International Prognostic Index
LC Liver cirrhosis
LDH Lactate dehydrogenase
LPL Lymphoplasmacytic lymphoma
MCL Mantle cell lymphoma
NA Not available
ND Not detectable
0S Overall survival
PD Progressive disease
PFS Progression free survival
PS Performance status
SMZL Splenic marginal zone lymphoma
SDRPL Splenic diffuse red pulp small B-cell lymphoma
SVR Sustained virological response
WHO World Health Organization
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SR Y S E IR E MRS O — D> Th D Y oRER ) B AT D B
JEECH D, HARICEBWTEMEY U NEICHARICHEER LZEF I, 2013 F
T 25,761 N&ESNTW5D, FHERIT, 1985 4E, 1995 4, 2005 47, 2013 4
TAH 10 FABYZENZEI5.5 A, 8.9 A, 13.3 A,20.2 A&, HFx
WhIMERIC S D &SN TWD, o, BLlhidf 32 BMHIc£<, 65-
T4 BNBIEOE—27 THHLEENTWD LY

MY UREIIAR XY UNEEIERT XY UNED 2 DT REL
T D EMTED % BRIZBWT, AYyx U U N EOMBEEILX 5—10%
FRETHVIERTI LV U REOEDDIEENRL W, IERTF U N ET,
EHICHLARSE B AP Y oSl & T/NK HifadE U o oRBEIC Ay S, B
BELE L CIEBMBaMEY URENRKREEZ HED D,

B N ORERRAE LTR, U U NEHiR U oSSR T H D Mg, Ak
(IR AT 2 EiPEiRE &R B, TN, AR R 2R & o S s
CRETDEMREICREL< 2T 6ND, 2 b RS OEWNIZ L > TA
WEOCHER T RICHEN DD LS TWD T

PN IX AN TR b RERY SO EGIKRTH S, WiliEo 80—95%% (5

D EAMBEIE Y >k e L TRIEICBET 5, — 5 TR 5-20%% L 5

RIEBE I MR A, A2 ERSCEIL L mERDOFRER EEZITo TV D T
Pl BN Y o SRS B VD T OB W EB O —->TH Y 1FT T

DI BN TRBEEZRBD DL LN TS, L, MIERZEO» %R

% primary splenic lymphoma |ZFEFIZEFNTHH L I TWAB 1920

A, HFEFEITE 1 BIZBWTHARIZBIT 5 primary splenic B-cell
lymphoma DBE DG Z1To7c, TOH TR OME DL ) > 7= Diffuse
large B-cell lymphoma (DLBCL)Z-DW\T., # 2 % TIlL control JEM] & ik
%4179 Z & Tprimary splenic DLBCL O ER AR B 2 B & i L
-, EKH9IZ1E primary splenic DLBCL @ —- > D4 & LT, HCV D FEHER
2% control JEFIZHE_XTEHWIZI 2R LZ, £Z CTH 3 ETiL, HCV
antibody positive primary splenic DLBCL O [ R I5R 2 72 B 7 & N
HCOV 23 BB B S B AR NI U, IR AU B 2 W et 2 a3 5
728, NS3 & FEyufs, HCV-RNA in situ hybridization (ISH). HCV RT-
3



PCR 1T o 72,



F1FE HARIZEBIS A primary splenic B-cell lymphoma @ &t

i

HARIZEWT B MIatE Y N EIXEEY O 710% % 5025 Y ‘//ﬂﬁf“
HBH 2, BHMIREIEY R EIT S < OMBALFE L T 0 MM = & o8
PEENEE A TH VIREIEL R > T g 22820550 - B it ) o N fE
FEHMHRETHL Y U REIREDORR LT U Ul Th 5 MRS 512X
FRx e BidNVRE BT 2 2 BT g B2

Pl IX AN TR b K& 22U VSl O R AR TH 5, Ml D 80 —95%% %
D E MY ‘//\"ﬁ‘ﬁ%%& L CHREICEET D, — 5 THIED 5-20%% 5 %
ARIREE X IR A, B 72 MERCEAL LT MERDBRER EE2ITo T D MY,
MR Z IR L7 B iR Y N EIERE S 2 DX iTbivd, AL
DI EERR T D3 % — 2 & R PR EZ TR T 5 /3% — 2 T
&) D ZNOIEFESEY URBEOMBICE S TRERSTHWAEZ ENDo T

V5 N, BRBIIT AN T OOIOREZ T S U N L LT Splenic
marginal zone lymphoma (SMZL)?®"“?*. Follicular lymphoma (FL)*?* —
77 CORMEE 2 PR A ZTER T D Y /3 EE LT Hairy cell leukemia
(HCL)*»*®,  Splenic diffuse red pulp small B-cell lymphoma (SDRP)?*" %
MEHNTWD,

HI{E £ TIT primary splenic B-cell lymphoma O #H&RT o> $H <0 ik PR % B
FRRFBICONWTIIE L E o REFDBDOATH D ¥, A, HEHEIZ
160 5] @ primary splenic B—cell lymphoma {22\ TaEfll 72 fHLR A O #HE %
WET HIORET 21T T,



3%55@?5?23
R RN
ﬁ\BUﬂ<j<ﬁA“*“{“ﬂ£apa%f“ ZEWT 2005 FEND 2015 T E S 7z 160
5D primary splenic B—cell lymphoma {Z- DWW THIEI L7,
TRTOREFMOFEZW X 2 AN M EHEENLITV World Health
Organization (WHO) 3HEIZNE-» TR 21T o 72 % BRIRTE HRIZ DWW TILEE
Fﬁiﬁ%ﬁ%ﬁa L7z, BERE O TR IEROERICE L TE~ vy o X E
ICHERL L CTAR KR FOMBEESOKBEHETITo 72,

2.Primary splenic lymphoma D JE %

Primary splenic lymphoma (£ Z 1L E TIZERAJICLL FIZIERD 2 DD /X%

~V75§3?>%) EINTND Y —oHIFEL Y U EEIR A28 O 7T MR £
JEFER D U o RHIERO A ZBOH DL O, o Hixed Y U NGEREZ R

%ﬁﬂéﬁﬂ@zﬁfz{ CHINA CEBE, IFIE, RE oW s 1 DL EIZiREL Ty

HZHDTHH AR TIIZND 2 DD/ — 2 % primary splenic B-cell

lymphoma & &% L THFT 21T -7,



1. Primary splenic B—cell lymphoma DHH#RT = & D #E =

Primary splenic B-cell lymphoma M #EJ X DLBCL 41.2% (66/160), SMZL
30. 0% (48/160). FL 10.6% (17/160) , MCL 6.3% (10/160) . LPL 3. 1% (5/160) .
HCL  3.1% (5/160) . SDRPL 3.1% (5/160) ., CLL/SLL 1.3% (2/160) .
unclassifiable 1.3% (2/160) Th o 7=,



55
Primary splenic B-cell lymphoma @ HC DLBCL, SMZL, FL & V™ 9 RfE D FH fk
RINBIRD83% % HH D Z L ZMENTT 52 &8 TE 2, FFIT DLBCL I,
42% % L 8, primary splenic B-cell lymphoma @ HU.LAYZR AR TH A 2
EEBLMNITE,

ZORERAEESE 2. HEEHE L primary splenic DLBCL & | control DLBCL (&
72 H primary splenic DLBCL LLAf @ DLBCL & ZWr S 7= JEH]) & D i
ATV, 2005 O B O RFER R 2 BB O EIZ SOV T, S HICHET
Mz Az iz,



% 2 ¥ Primary splenic diffuse large B-cell lymphoma O [ KRB S2HY
TRt

i

Diffuse large B-cell lymphoma (DLBCL) % B it MY L RETH D |
ERTF LY NED 30—40%% oo, HHEY L oNEO TR S B & W
U ETH DY, DIBCL IZAY —REMTH L LS TR EFOFER
HiiZ LV germinal center B-cell (GCB) & non—-GCB ® K& < 2 D2/ T 5
TENTEDESNTWS % F7- DLBCL TR EIRER OEWIZ L » TR
OO ER TRRICHENH L LHfE SN TWD, BARWIZIZ, V&1 v
Wil Z A9 2 DLBCL X PR BAFCTH Y ', —FH K ELHFEICH AT 2 DLBCL
EERICHPRRREEZS XEZ L TPRARESINTND ',

DLBCL @ 40%IMIERE Z > L SN Tnb Y, —F, MIRREDO A %D
% primary splenic DLBCLIZ 1%LA F EHEFWICENTH L E I LTV D 920
Primary splenic DLBCL (235 (F % #)F& IF D B R BR2F R 22 Fpf & LT MM

(81%), PS WEIFTHDH, DMEICHEINTVDLE DD, DEIEH TD
etz EFEFoTna ™Y X 5Z1%, primary splenic DLBCL & =2 k&
— /L DLBCL (3725 % primary splenic DLBCL BL4+ @ DLBCL & W & fL7- i
Bl) ZHEE L7z @®E L. 2 ETRY,

FIZTCARETIH., F1EIZBWTHARIZEBIT 5 primary splenic B-

cell lymphoma DRRFI2 B iy & B DL 7> - T #LEERSL T d 5 DLBCL 12D\ T
=2 h & —/L DLBCL & R B 09 70 BB & R a2 172 O fifd PR S BR 22 1)
Fea B 5 iz Lz,



FEBR 5 1k

1. EBFEmRAK

DB K R P IR R 1T BN T 2005 4R 6 2015 AEIC 2 S 1u7- 66 4l
@ primary splenic Diffuse large B—cell lymphoma & 309 il =2 ko
— /L DLBCL # W kgt L7z, =22 b u—/ L DLBCL IZLARTO#HE THW =
DLBCL JEM 2 W THF 21T o 72, T X CTOREHF OFREZWIL 2 A DIk
JRPREE 2347y World Health Organization (WHO) 23 ¥EIZHE-» CTZWrz2 1T - 7=
o BRI OVWTITEREREZ SR L, BERKZ S CITEKRE RO
EAICEL TEAVY URF ESITHER L TAR KR FOMBEZE B S DGR
1 TiTo 1,

2. HCV &G D iE 3%

HCV BEMEJERI O EFRlL 2 kP DL 3 kAR D immunoassay kit (Monolisa
anti—HCV Plus, Sanifi Diagnostics Pasteur; and Axsym HCV Version 3. 0.
Abbott Laboratories) % VT HCV HULIKAEMETH HIEM 2 EF LT,

3. JHNEIH 2 O E 7%

R NER 22 DA I OWTIL CT TRET 2RO L e EE L, U~ JED
RN ZE & B2 b DIEflZ EFR LTz, £72 CT MAEIZB W TER 10 anlh
bEaEEE ER LT, MIEOEIHZ (Splenic macronodular lesion) (X
DIEZHIEAIZ 3 en L EOFEHEi 2780 5 b D& Ek LT,

1 Primary splenic DLBCL @ RRFT A
NN N KANA TRl O BB DO FEHEIPERZ (splenic macronodular lesions) %
BEED 5,

10



4. 7ma—H A M AN —fRHT

7a—H% A b A MU —fEHNTIX FACS-Calibur (Becton-Dickinson, Mountain
View, CA, USA) & the Cell Quest software program (Becton—-Dickinson)
VT L7, #ifkix D5 (T1) (Beckman Coulter), CD10 (J5)
(Beckman Coulter) & FHU 7=,

5. YL

A<l UEENT 7 4 el (FFPE) B K 2 FH W T Dako autostainer
(Dakocytomation, Kyoto, Japan) CYfaZziT-o7-, HLIRIZLL T DO H O &2 1fE
M L 7=, CD5 (4C7) (Leica Microsystems) . CD10 (56C6) (Leica
Microsystems, Wetzlar, Germany). CD20 (L-26) (Dakocytomation). BCL2
(124) (Dakocytomation, Glostrup, Denmark). BCL6 (P1F6) (Leica
Microsystems). MUMI (MUM1p) (Dakocytomation) Z R\ 7=, JEIEHIIE O 30%
LLEIWCBHME T o » T2 IEB 2 B & E 76 L7z, CDb B5#E DLBCL JE B B T
<~ RV Y OoRBEDO R D 7= Cyelin D1(SP4) (ThermoScientific,
Runcorn, UK) DYt %4757,

6. HLRTHAEHT

B R B B 72 R D B FHZ D W THE I A =/ ME & 5 W F Fisher ORRGE
4T - 7=, R-CHOP % 721X R-CHOP like regimen % MifT & AL7=JEMI D A TF
% ENT 21T o 7=, Overall survival (0S) & Progression—free survival
(PFS) DAL 7T v~ A ¥ —lEEZ AN TR Z{T>72, 0S & PFS
Dxy RRA > MEIZNZFFDLBCL DT, FI & L-, EFlhifRo gz
B L CiX log—rank test Z FHH\WTHFET L7z, #EEH#EMTIL JMP, version 10
(SAS institute, Tokyo, Japan) Zffif L CTHFf L7z, P-value of <0.05
ERETFRAEREED Y L L THEF LT,

11
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1. Primary splenic DLBCL 66 fi] & control DLBCL 309 5] o bt i

Primary splenic DLBCL 66 f§il & control DLBCL 309 5| @ Lth#k 2 17 - 7= f
B-% Tablel 1277,

Primary splenic DLBCL |% control DLBCL (Z kb "C HCV HLIR 23 544 D 48 FE A3
=Y (Primary splenic DLBCL 21.8% vs control DLBCL 6%; P=0.002). AT
FER AN 20N (P=0.04) . JAAE K A3 22\ (P<O. 0001) B 3= 23 2 0 (P=0. 004) .
B JEMR 23\ (P=0.0003) Z & #BH 5 M2 L7z, Primary splenic DLBCL (&
control DLBCL {Z kX T Ann Arbor Stage 3 or 4 JE A 72 (P<0. 0001)
HiAMZE 23 2 72 (P=0.003) Z & Wb o fo, YA O RFHO R,
Primary splenic DLBCL % control DLBCL Tt~ T CD5 [5M=R 25 & v
(P=0.04) . CD10 B MKV (P=0. 04) . BCL2 BHME=HMEK V> (P=0. 03) . BCL6
ot MKV (P=0.003) . MUMT BtE=R MKW (P=0. 03) Z & 2R L7Z,

12



# 1 Primary splenic DLBCL & Control DLBCL O [ & % BR 22 W R 3

Primary splenic DLBCL Control DLBCL P-value
Age>60y 84.8% (56/66) 75.7% (234/309) 0.11
Sex: Male/Female 41/25 169/140 0.27
Hepatitis C virus status 21.8% (12/55) 6.0% (9/150) 0. 002
Hepatomegaly 12.5% (8/64) 5.2% (16/309) 0. 04
Splenomegaly 98. 4% (65/66) 14. 2% (44/309) <0. 0001
Bone marrow involvement 25.0% (16/64) 10. 4% (28/268) 0. 004
Peripheral blood involvement 4.5% (3/72) 2.0% (6/303) 0.21%
Extranodal involvement 34.8% (23/66) 54. 7% (169/309) 0. 003
B symptoms 44.3% (27/61) 21. 0% (65/308) 0. 0003
Performance status, 2-4 43.8% (28/64) 63.9% (193/312) 0. 003
Ann Arbor Stage 3 or 4 27.6% (21/76) 59. 4% (164/276) <0. 0001
Elevated LDH level 71.9% (46/64) 63.5% (195/307) 0. 20
IPI High int and High 38. 1% (24/63) 48. 3% (143/296) 0.14
Splenic macronodular lesions 57.4% (35/61) 56.3% (9/16) 0.94
Immunohistochemistry
CD5 protein 30. 3% (20/66) 18.6% (57/307) 0.04
CD10 protein 21.2% (14/63) 34. 0% (105/309) 0.04
BCL2 protein 56. 1% (37/66) 70. 7% (174/246) 0.03
BCL6 protein 56.1% (37/66) 74.8% (231/309) 0. 003
MUM1 protein 54.5% (36/66) 69. 1% (208/301) 0.03
Cell of origin
GCB type 39. 4% (26/66) 42.7% (132/309) 0.62
Non—-GCB type 60. 6% (40/66) 57.3% (177/309)
Types of initial therapy
Chemotherapy 86. 4% (46/53) 90. 0% (278/309) 1. 00

R-CHOP/R-CHOP like regimen 40 236
Other 6 42

Radiation therapy 0% (0/53) 22.7% (70/309) <0. 0001%

LDH, Lactate Dehydrogenase IPI, International Prognositc Index GCB, Germinal center B-cell like Diffuse large B-cell lymphoma

R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine and prednisone. * Fisher’ s exact test.

13



T xua—7 v PO JllE primary splenic DLBCL |% 40.0 4 A (1.0~
122.5 # A). control DLBCL I% 36.8 » A (0.03-97.6 » H) T&h » 7=,
Primary splenic DLBCL & control DLBCL @ ki Tid 0S IZZEILRD bz
o T2t DD (P=0.47), PFS T2\ Tl primary splenic DLBCL % control
DLBCL IZHRTHEBICRFTHD Z LR b7 (P=0.04) (¥ 2),

(A) 10 (B) 10 . .
Primary splenic DLBCL 40 cases i rimary splenic DLBCL 40 cases
= ¥ LA mll LA LE URR J
= 0-8 g 0-8
> v
2 06 Control DLBCL 236 cases ® 06
= =
c— c
T 04 S 04 Control DLBCL 236 cases
w
3 &
02 g 02
P=0-47 = P=0-04
0-0 0.0
0 24 48 72 96 120 0 24 48 72 96 120
No. at risk Months No. at risk Months
Primary splenic cases 40 31 20 1 5 2 Primary splenic cases 40 31 18 10 5 2
Control cases 236 161 109 34 2 0 Control cases 236 143 97 30 2 0

2 Primary seplenic DLBCL & control DLBCL @ 0S & PFS O

(A) Primary splenic DLBCL & control DLBCL @ Ht#EZCiX 0S IZZITFR O B
LR Do 72 (P=0. 47)

(B) Primary splenic DLBCL I control DLBCL IZt-XTC PFS BN EHTH -7~
(P=0. 04)

14



B 5

Primary splenic DLBCL iZ control DLBCL & bz L., & % & F R KA
EFALTWD I EERTZENTER, AFEMATICHE WV TIE 0S TR
O HNRhol=b DO, PFSIZEI L Tlid primary splenic DLBCL /X control
DIBCL IZHRTHEICRGF THLZ EEZWALNITHI ENTE,

Primary splenic DLBCL I% control DLBCL & Hb_RTAHEIZ PFS BNEIF TH -
72 (P=0. 04) JRIRIZ DWW Tk, #Rx 2 BRI A EHbDL> TWDHAEEND D,
Bairey B3 {T - 7= 87 5l primary splenic DLBCL O FiaICTlL., M I =
BRI SN2 o T2 RBEICEE X T PFS WEIFCTH-7-E#HELTEY, =
DOJRK & U CTHAIC X 2 EBEEOHEDDEIRE L TV D AEEMEIZ DWW TR
LTWD Y, Flo, MBI X 2%0EREOZMIIZEAL Th ., BIfEE TIlThEX
RWEDD D, BARITIT, ML, YR, M o BF T34 5 M
L0 KA H O NK MIEE O IE (LS CD4/CD8 L AKX T, IFN y DN
o Eo®ENH L P, Tl % U CHEIER & RIRFZ R 217
I LK T PFS DIER LI EHMESINTEY, ZORKE L THHEIZ
XD EOIGIL L — DO HER TIXRWNEEBERZRINTND P =0
LORMAEEBRICINZD & REIC L DB RO &G IRIED LA
primary splenic DLBCL 73 control DLBCL L ¥ PFS BN REIFTH - 7= JFIK D —
DTHoTARENRSH 5,

LL . ARFHCIX, primary splenic DLBCL 66 {5l & control DLBCL 309 i
D LL#E 7> & (primary splenic DLBCL O i AR B2 0 72 FE180 & B B 2012 L T,
BrlcE B /2 A L LT, primary splenic DLBCL |Z control DLBCL & th#k L T
HOV IR LT ERI N A BEZEZ 2 B - T2 W I LRy ho 7z, & Z T primary
splenic DLBCL %Z HCV antibody positive cases & negative cases 2471
CTEEMICHEMT L. HCV antibody positive primary splenic DLBCL IZE S 5
S 72 R e DA EIZOW CIBIMKRGF 2179 Z & IT Lz,

15



% 3# HCV antibody positive primary splenic diffuse large B-cell
lymphoma O [iff IR 3 B “7 ) F 5+

i

HCV I% single strand RNA virus ToH D FIZHFMIAE, U o RERICERYS 5 =
ERDProTND P, HHRT 1.6 BANEELTNDLIEEILNATED
Genotype |Z 1-6 &£ TH 0 HIHZENRD LTV D °7, HOV EYENEE 57 5
PRIB L UTRMEITR, IFEEZ, FFMRE N A4 Th D0 IFAMRE & L TN
Vo f@E, 7 VA 7u7 ) i, BHEEEE., REER. Avo U UE
DS ST D 0068,

HCV antibody positive DLBCL IZb#GHIF 72 RAE Cldd B 23, K & L THF
g, Mg, B 72 EOHIMRELIFED LT NI ERDho TS 7 Nz T
E s, BEIR . LDH B E, IPT AN BIER], 1 fKes L E oo K s L Tl
HEEINTWD ™0 HOV & O A T 0S, PFS IZREBIIRD LNz b
LTW5 ™,

B 2ETOMBNG ., primary splenic DLBCL |X control DLBCL & ki L C
HOV TG U 72 eI 23 A E T2 <. HCV 23 primary splenic DLBCL ODJF AETE
FRAZELS B> TV D AIREMEN /R S 7z, & 2 TAFE TlL, primary splenic
DLBCL & control DLBCL ()58 5 28 #8AZ 73 ik T 1 72\ DLBCL, LA T, DLBCL
without primary splenic & FEFLT D)2 IF T, £ L4 HCV antibody
positive cases & negative cases I[Z43 T LLEKERT A B Z o 77, S BT,
HCV antibody positive DLBCL {233\ N"T HCV A3 [ELEEAY I IS B Al PN L2 ek Yy
L., ESEEARICBE D 2 IRt 2 a3 272, NS3 @ fayEYeth, HCV-RNA in
situ hybridization (ISH), HCV RT-PCR %17~ 7-,
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FBRITE

1. BB R

DR K K IR BRI EEIZ 50 T 2005 4R B 2015 R IC I STz 12 4
@ HCV antibody positive primary splenic DLBCL & 25 i ® HCV antibody
positive DLBCL without primary splenic & 120 5] ® HCV antibody
negative DLBCL Z W THES Lz, X TOIEF DOIREEZENIE 2 A D ik
JREREE 23T World Health Organization (WHO) Z34BIZHE - CaZ2Wi&4T1-7-
o BEIRIEERICOWTIIEREREZ SR LT, BEREKR L CITERIE RO
EAICEA LTIV R EFICHEM L TAR KRR OMmEE B S OKR
R TAT o 72

2. HCV &G D iE 3%

HCV PMEIEM D EFIL 2 I AW iE 3 Ik AL D immunoassay kit (Monolisa
anti—HCV Plus, Sanifi Diagnostics Pasteur; and Axsym HCV Version 3. 0.
Abbott Laboratories) Z VT HCV HUAENEMETH DIER 2 &3 L7,
HCV-RNA |% quantitative real-time polymerase chain reaction (COBAS
AmpliPrep/COBAS TagMan HCV test; Roche Molecular Systems, Pleasanton,
CA, USA)) ZR Wiz, @7 A /L ABEDEFILHCV-RNA 23>5.0 log IU/ml & L
72 % Genotype [ZMIFZM M L THE L,

3. 7u—HA4 KA RNY —fiFHT

7a—H% A~ A MY —fEM 1L FACS-Calibur (Becton—-Dickinson, Mountain
View, CA, USA) & the Cell Quest software program (Becton-Dickinson)
ZHAWCHENT L=, PiiRiX CD5 (T1) (Beckman Coulter, CA), CDllc
(BU15) (Beckman Coulter, CA) Z Hu 7=,

4. HPEGLE

A<V U EENT 7 ¢ e (FFPE) K 2 W\ T Dako autostainer
(Dakocytomation, Kyoto, Japan) CfZ1T-o7-, FLIEIZLLTFTDOH D % fif
H L 7., CD5 (4C7) (Leica Microsystems) . CD10 (56C6) (Leica
Microsystems, Wetzlar, Germany). CD20 (L-26) (Dakocytomation)., BCL2
(124) (Dakocytomation, Glostrup, Denmark). BCL6 (P1F6) (Leica
Microsystems) . MUM1  (MUMlp) (Dakocytomation) . NCL-HCV-NS3
(MMM33) (Leica Microsystems) Z FHW 7=, FEEHIID D 30% L B2 TH -
T fEf % B & % L7z, CD5 positive DLBCLIEBIZI VN Tik~ > hILAf
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Rt U o NEORSDT-® Cyclin D1(SP4) (ThermoScientific, Runcorn,
UK) DY, %17 o 7=,

5. Fluorescence in situ hybridization(FISH) analysis

RL= U EENT T 4 el (FFPE) M 2 IV CRISHIE 21T - 72,
ProbeldVysis LSI 7GH-BCLZ2 Dual Color, Dual Fusion Translocation
Probe (KBI-10755), Vysis LSI BCL6 Break FISH probe (KBI-10730) F\»
THR L7z,

6. In Situ Hybridizaton for HCV RNA

HCV RNA in situ hybridization i FFPE #&{A&75>5 HCV 1b core probe % fifi
L T RNAscope 2.0 HD detection kit (Advanced Cell Diagnostics,
Hayward, CA, USA) ZfEH L7,

7. Tissue RT-PCR in HCV positive lymphoma

FFPE 7> 5 RNA Z£:HL 9 5 DI Recover All Total Nucleic Acid Isolation
kit (Ambion, Foster City, CA)ZMfiM L7-, £REXL 7 RNA 7>5 Random
hexmers primer (Invitrogen Carlsbad, CA) % VT cDNA Z1ERk L 7-.
K2R T T T4 ~—%HWOTRI-PCR ZJifT LI=BIL3%T e —RF L%
HWTEKKEN 21T > 72, Nested-PCR O HIFF S 4125 DNA Wr /1% 107bp TH
o7z, BractinZzzar hu—/)L & L THWE,

#F2 RI-PCRICHEH LT T4 ~—%LL FIZRT,

Primer

Sequence (5°-3°)

1st PCR primer-Forward
1st PCR reverse-Reverse
2nd PCR primer-Forward
2nd PCR primer-Reverse

CTGTGAGGAACTACTGTCTTCACGCA
TTCACGCAGAAAGCGTCTAGCCATG
AATTCCGGTGTACTCACCGGTTCCG
GGTGTACTCACCGGTTCCGCAGAC

8. MAMEMT

G RS B A I B O BEHZ W T A =M E H D\ X Fisher DT
Z{To72, 0S & PFS OAEFHMBRIT W77 v~ Y —EEHOTRHNEITH-
7o 0S & PFS O RARA ¥ MIENZLH DLBCL DT, I L L, &
FEMBR O F#IZ B L Tlid log-rank test & AW THE L 7=, #EEHERAT IZ TP,
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version 10 (SAS institute, Tokyo, Japan) ZfEif L CHFIL7-, P-value
of <0.05 ZMETFHRAEEZHV & L THRFT LT,
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1. HCV antibody positive primary splenic DLBCL O [ Ff 975 B 2% Y 45 1%
12 5] HCV antibody positive primary splenic DLBCL &% 3 1Z/rk9, 4F
R gL 1% 68.5 7% (59-83 k) Th o7, BLIIL 7:5 Thote, HIZKED
FEARIE BAEAR S 8. 3% (1/12) . LIEHBERIEAS 8.3% (1/12) TXHLASMTHE
JEYR TdH o7~ 83.4% (10/12), Splenic macronodular lesions IE 91.7%
(11/12) TR BTz, F7z, cell of origin DMFITIL GCB type 1% 83. 3%
(10/12) . non—-GCB type 1% 16. 7% (2/12) T GCB type 23%7h>->7-, FISH Tli%
IGH-BCL2 DEAJEIL 0% (0/12) . BCL6 split 1% 41.7% (5/12) TR O LTz,
FIETRHR & LT 9 B3 R-CHOP A T o 7=, 1 FIA% Rituximab HH| DG #
Thole, WBRNRLELTIFMNCR, 1HIRP) Tholz, 74w —7T v
M OPRAEIL 47.0 7 A (4 » H-94 » H) Th o To, THEIDALE, 4 6035
CLTWe, ECORKE LT 1IHIEY o8 E, 1 BFNTZRRME, 1 BT
fades OHEAL . 1 BT 2 RS R ERIEREE CH - 72,
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# 3 HCV antibody positive primary splenic DLBCL @ [ R Jp5 B 52 HY

No. Age Sex Primary Bmww_mmﬁ_“uc_m_. Infiltration site IP1 bbbl | COO FISH analysis Initial Theraputic ._uo__o<< up Disease
symptoms lesion CD5 CD10 CD20 BCL2 BCL6 MUML IGH/BCL2  BCL6 split ~ therapy effect  periods (Months)  status
1 81 M B symptoms + SP High int - + - - + Non GCB - - R-CHOP CR 40 CR/Alive
2 66 M - + SP Low - + + - + GCB - + R-CHOP CR 52 CR/Dead
3 69 F - + SP Low int - + - + - GCB - - R-CHOP CR 53 CR/Alive
4 81 F - + SP Low int - + + + - GCB - - R-CHOP CR 37 CR/Alive
5 82 M wmmmﬂmw_ + P Lowint - - - GCB - + Rituximab CR 50 CR/Alive
6 60 M - + SP Low int - + + - + GCB - + R-CHOP CR 47 CR/Alive
7 7% M - + SP Low int - + - + - GCB - - R-CHOP CR 18 CR/Dead
8 66 F - + SP Low - + + + - GCB - + R-CHOP CR 94 CR/Dead
9 5 M - + SP Low - + + - + Non GCB - - R-CHOP CR 87 CR/Alive
10 60 M - + SP Low int - + - + - GCB - - NA NA NA NA
11 83 F - + SP Low int - + + + + GCB - + ﬁ:m_/q_ME\ NA 4 CR/Alive
12 68 F - - SP,BM Highint  + + + + + GCB - - R-CHOP PD 29 PD/Dead
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2. HCV antibody positive/ negative primary splenic DLBCL O [ K Jp B
T 72 R R O B g

HCV antibody positive primary splenic DLBCL & HCV antibody negative
primary splenic DLBCL @ g IR BLF AR ORE R 2 37 4 12T,

HCV antibody positive primary splenic DLBCL [ HCV antibody negative
primary splenic DLBCL IZ T BIEMR 23D 720 (P=0.009) . PS 2-4 73/b
72N (P=0.02). Splenic macronodular lesions 232> (P=0.01). GCB type
BN (P=0.002) Z LAbhroT,

# 4 HCV antibody positive primary splenic DLBCL & HCV antibody negative

primary splenic DLBCL O [ Ji B 7 0 fa 51

HCV antibody positive primary splenic HCV antibody negative primary

DLBCL splenic DLBCL P-value
Clinical information
Age median[range](years) 68.5 [59-83] 66.5 [27-84]
Age> 60y 91.7% (11/12) 73.9% (34/46)) 0.26*
Sex: Male/Female 7/5 27/19 1.00*
Hepatomegaly 0% (0/12) 15.2% (7/46) 0.33*
Splenomegaly 100% (12/12) 97.8% (45/46) 1.00*
Bone marrow infiltration 8.3% (1/12) 29.5% (13/44) 0.26*
Peripheral blood infiltration 0% (0/12) 4.3% (2/46) 1.00*
Extranodal infiltration>1 0% (0/12) 19.6% (9/46) 0.18*
B symptoms 8.3% (1/12) 51.1% (23/45) 0.009*
Performance status>1 8.3% (1/12) 48.9% (22/45) 0.02*
Ann Arbor Stage 3 or 4 8.3% (1/12) 32.6% (15/46) 0.15*
Elevated LDH level 66.7% (8/12) 94.4% (34/46) 0.72*
IPI, High int or High risk 16.7% (2/12) 40.9% (18/44) 0.18*
Splenic macronodular lesions 91.7% (11/12) 50.0% (23/46) 0.01*
Immunohistochemistry
CD5 expression 8.3% (1/12) 35.6% (16/45) 0.09*
CD10 expression 50.0% (6/12) 17.8% (8/45) 0.05
CD20 expression 100% (12/12) 100% (45/45) 1.00*
BCL2 expression 50.0% (6/12) 55.6% (25/45) 0.76
BCL6 expression 75.0% (9/12) 48.9% (22/45) 0.19*
MUML1 expression 41.7% (5/12) 55.6% (25/45) 0.52
Cell of origin
GCB type 83.3% (10/12) 28.8% (13/45) 0.002*
Non-GCB type 16.7% (2/12) 71.2% (32/45)

*Fisher’s exact test.
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Overall survival

HCV antibody positive/ negative primary splenic DLBCL (23T 0S, PFS
EHLICHEEETRDO N o72 (X 3),

(A) (B)

1.0 1. . - .
H—\ﬂlﬁﬂ positive splenic DLBCL 11 cases - 0 , HCV antibody positive splenic DLBCL 11 cases
>
0.8 s 0.8
S 1
0.6 HCV antibody|negative sp erl1ic DLBCL 40 cases $ HCV antibody negative splenic DLBCL 40 cases
E [}
£ 0.6
&
0.4 w04
]
0.2 gn
. = 0.2
P=0.71 P=0.30
0.0 0.0
0 24 48 72 % 120 0 24 48 72 9% 120
Months Months

3 HCV antibody positive primary splenic DLBCL & HCV antibody negative

primary splenic DLBCL @ 0S & PFS O 5

(A)HCV antibody positive splenic DLBCL & HCV antibody negative
splenic DLBCL O Cid 0S IZZ XGRS B2 o 72 (P=0. 71)
(B) HCV antibody positive splenic DLBCL & HCV antibody negative
splenic DLBCL @ Lb# Cid PFS IZ 178 b L2 0> - 72 (P=0. 30)

3. HCV antibody positive/ negative DLBCL without primary splenic @
[ PR 99 B Y 72 R 1 D B iR

HCV antibody positive DLBCL without primary splenic & HCV antibody
negative DLBCL without primary splenic JEH| O KRB F IR A2 5
(2R,

HCV antibody positive DLBCL without primary splenic I%X HCV antibody
negative DLBCL without primary splenic DLBCL IZ T CD10 B E 51 A3
D7puy (P=0.01), Non—GCB type 23Z% U (P=0.04) Z L3 biroiz,
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# 5 HCV antibody positive DLBCL without primary splenic & HCV antibody
negative DLBCL without primary splenic O [R5 B F 00 R 5

HCYV  antibody positive DLBCL HCV antibody negative DLBCL

without primary splenic without primary splenic P-value
Clinical information
Age median[range](years) 73 [49-88] 70.5 [21-90]
Age= 60y 88.0%% (22/25) 76.7% (92/120)) 0.29
Sex: Male/Female 916 69/51 0.55
Bone marrow infiltration 8.3% (2/24) 9.3% (10/107) 1.00*
Peripheral blood infiltration 4.0% (1/25) 1.7% (2/120) 0.44*
Extranodal infiltration=1 20.0% (5/25) 22.5% (27/120) 0.78
B symptoms 24.0% (6/25) 19.2% (23/120) 0.59
Performance status=1 24.0% (6/25) 33.6% (39/116) 0.34
Ann Arbor Stage 3 or 4 64.0% (16/25) 52.6% (60/114) 0.30
Elevated LDH level 64.0% (16/25) 59.7% (71/119) 0.69
IPI, High int or High risk 56.0% (14/25) 54.5% (60/110) 0.90
Infiltration site
Liver 8.0% (2/25) 2.5% (3/120) 0.21*
Spleen 20.0% (5/25) 10.0% (12/120) 0.18
Stomach 20.0% (5/25) 10.0% (12/120) 0.18
Immuno histochemistry
CDS5 expression 15.8% (3/19) 15.1% (18/119) 1.00*
CD10 expression 9.9% (2/22) 35.8% (43/120) 0.01*
CD20 expression 100% (25/25) 100% (120/120) 1.00*
BCL2 expression 45.5% (15/22) 66.7% (48/72) 0.89
BCL6 expression 59.1% (13/22) 79.2% (95/4120) 0.04
MUMI expression 50.1% (13/22) 65.0% (78/120) 0.60
Cell of origin
GCB type 22, 7% (5/22) 46.7% (56/120) 0.04
Non-GCB type 77.3% (17/22) 53.3% (64/120)

*Fisher’s exact test.
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Overall survival

HCV antibody positive, HCV antibody negative DLBCL without primary
splenic @™ 0S, PFS ICAH B ZEIZE O L2 o 7= (X 4),

(A) (B)
1.0 HCV antibody positive DLBCL 1.0 HCV antibody positive DLBCL
| P‘"'tP?‘it primaty spleplc 75 cage | J E without primary splenic 25 cases
0.8 T 0.8
=1
0.6 HCV antibody negative DLBCL 5 . B .
' without primary splenic 120 cases g 0.6 HCV antibody negative DLBCL
5 without primary splenic 120 cases
0.4 a2 04
g
0.2 g
. = 0.2
P=0.24 P=0.21
0.0 0.0
0 24 48 72 96 120 0 24 48 72 96 120
Months Months

4 HCV antibody positive DLBCL without primary splenic & HCV antibody
negative DLBCL without primary splenic @ 0S & PFS i 5

(A)HCV antibody positive DLBCL without primary splenic & HCV antibody
negative DLBCL without primary splenic O H#E TIX 0S IZZE LR D b
Mo 7= (P=0. 24)

(B) HCV antibody positive DLBCL without primary splenic & HCV
antibody negative DLBCL without primary splenic @ Eb#g CliZ PFS (22X
DI o 7 (P=0. 21),

4. HCV antibody positive DLBCL DY =/ X A 7L A L AHE: (% 6)
Genotypelb X HCV antibody positive DLBCL &{&TlX 90.5% (19/21) Th
7=, Primary splenic DLBCL (24Tl 87.5%(7/8). HCV positive DLBCL
without primary splenic 23V TIiE 92.3%(12/13) T - 7= (P=1.00),
Genotype2a X HCV antibody positive DLBCL A& TIiX 9.5% (2/21) THDY
Primary splenic DLBCL (23 TIiX 12.5%(1/8). HCV antibody positive
DLBCL without primary splenic (ZFWTIX 7.7%(1/13) T&H - 7= (P=1. 00),
=7 A VAT HCV antibody positive DLBCL 4K Tl 83.3% (20/24) T
VY . Primary splenic DLBCL 28 Tl 66.7%(6/9) . HCV antibody
positive DLBCL without primary splenic {Z3TIX 93.3%(14/15) Th -
7= (P=0. 13),
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% 6 HCV antibody positive DLBCL |24} A& DYRHE, HCV 7 A /L A £ & NS3 S % Ye s,
D kR

HCV genotype and viral load

No. Liver status Cryoglobulinemia - NS3 immunostaining
Genotype  RNAvirus (log IU/ml)

Primary splenic DLBCL case 1 LC - 1b 24 -
Primary splenic DLBCL case 2 CH - NA 31 +
Primary splenic DLBCL case 3 Normal - 2a 6.7 NA
Primary splenic DLBCL case 4 LC/HCC - 1b 3.7 -
Primary splenic DLBCL case 5 CH - 1b 6.6 -
Primary splenic DLBCL case 6 CH - NA NA -
Primary splenic DLBCL case 7 CH - NA NA -
Primary splenic DLBCL case 8 CH - 1b 6.9 +
Primary splenic DLBCL case 9 CH - 1b 6.6 -
Primary splenic DLBCL case 10 CH - 1b 6.5 +
Primary splenic DLBCL case 11 LC/HCC - 1b 6.6 -
Primary splenic DLBCL case 12 LC - NA NA +
DLBCL without primary splenic case 1 CH - 1b 5.8 -
DLBCL without primary splenic case 2 CH - 1b 6.5 -
DLBCL without primary splenic case 3 CH - NA NA -
DLBCL without primary splenic case 4 CH - 1b 6.4 +
DLBCL without primary splenic case 5 CH - 1b 71 -
DLBCL without primary splenic case 6 CH - 2a 5.3 -
DLBCL without primary splenic case 7 CH - 1b 6.5 -
DLBCL without primary splenic case 8 CH - NA ND -
DLBCL without primary splenic case 9 LC/HCC - 1b 7 -
DLBCL without primary splenic case 10 CH - 1b 6.4 -
DLBCL without primary splenic case 11 Normal - NA NA -
DLBCL without primary splenic case 12 LC/HCC - 1b 5.8 -
DLBCL without primary splenic case 13 CH - 1b 6.9 -
DLBCL without primary splenic case 14 CH - NA 7.7 -
DLBCL without primary splenic case 15 CH - 1b 6.4 -
DLBCL without primary splenic case 16 CH - NA ND +
DLBCL without primary splenic case 17 CH - 2a 5.9 -
DLBCL without primary splenic case 18 LC - NA NA -
DLBCL without primary splenic case 19 CH/HCC - 1b ND(SVR) +
DLBCL without primary splenic case 20 Normal - NA ND NA
DLBCL without primary splenic case 21 CH - 1b 6.2 -
DLBCL without primary splenic case 22 LC - NA NA -
DLBCL without primary splenic case 23 LC - NA NA -
DLBCL without primary splenic case 24 NA - NA NA -
DLBCL without primary splenic case 25 CH/HCC - NA 5.7 -
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5. BESEALARICI T D HCV O HIZ SOV T (ET)

(1)HCV antibody positive diffuse large B-cell lymphoma (2431} 5 NS3
D 4% Yu i, D F

NS3 Bt 2 #B D 7o SE B (14 5) 1% 20. 6% (7/34) IZF8®» H 4L, Primary splenic
DLBCL (ZF W TIiX 4 f(40.0%:4/10) ., HCV antibody positive DLBCL
without primary splenic 2B UNTIiE 3 #(12.5%:3/24) T&H - 7= (P=0. 16),

5 HCV antibody positive DLBCL % {5l o k1

(A) B /MBI 22 RS D BAHRA A ONE AMEICEE L TWAFTRZE O -
(HE X200),
(B)NS3 Sy Yu o, « FEBLHM G O M IR 12 NS3 B 2 38 7= (X200)
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(2) HCV-RNA in situ hybridization (ISH) @ #& 5
DLBCL D fEFEHMMIIZ HCV-RNA in situ DB TH - =EM (X 6) 1% 16. 7%
(1/6), FZMETH > 7-EHIX 83.3% (5/6) TH o 7=,

X] 6 HCV antibody positive DLBCL {2351} % HCV-RNA in situ D5
HCV-RNA in situ #1772 & Z A DLBCL O ML IZ HCV 2388 7=,

(3) HCV antibody positive DLBCL IZ3F Bk H @ HCV RT-PCR D R
(1 7)

9 > HCV antibody positive DLBCL(HCV antibody positive primary
splenic DLBCL 75 4 {4, HCV antibody positive DLBCL without primary
splenic 28 4 f51]) 125 L T RT-PCR & AT o 7=, MR aHIT H W 7o AR AR T LR 23 6 51

U VRS 4 5T o 7o, EBEALAR I HCV-RNA % 583 7= SE 51 1% 22. 9% (2/9) |
RO TIERNE 77.8% (7/9) TH - 1=,

MABCDEVFGHTIUPN

150 bp
50
250 bp
150
100

7 HCV RT-PCR @ %& 5
HCV antibody positive DLBCL9 ffiZ%f L T HCV RT-PCR 4T > 7=f5 5. 2 #
(No. C, D)ICHMEZEZFR DT,



Peripheral blood Tissue -
No. Case HCV-RNA Tissue NS3 immunostaining hRN/._\ In it
Genotype Sample ybridization
(loglU/ml) RT-PCR
A Primary splenic DLBCL case 2 NA 31 Spleen - + NA
B Primary splenic DLBCL case 4 1b 3.7 Spleen - - -
c Primary splenic DLBCL case 8 1b 6.9 Spleen + + +
D Primary splenic DLBCL case 10 1b 6.5 Spleen + + -
E DLBCL without primary splenic case 4 1b 6.4 Spleen - + -
F DLBCL without primary splenic case 6 2a 53 Lymph node - - NA
G DLBCL without primary splenic case 10 1b 6.4 Lymph node - - -
H DLBCL without primary splenic case 14 NA 77 Lymph node - - NA
1 DLBCL without primary splenic case 15 1b 6.4 Lymph node - - -
P Positive control 1b 6.4 Liver + + +
Negative control - - Spleen - - ND
# 7 HCV antibody positive DLBCL IZF5F % genotype, A /L A& ., RT-PCR, NS3 %%

Yufh . HCV-RNA in situ OfEF
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£ =

12 ffl®d HCV antibody positive primary splenic DLBCL |3 bk it 4 JiE o 4
IR S H, PS DRARIEF A2 <. WHIRMIZIX Splenic macronodular
lesions RO H Z 0% <, cell of originlX GCB type BNZ%W\WZ & %
B S22 L7z, Z 3% L, HCV antibody positive DLBCL without primary
splenic JEfIIZ B TlX non GCB type 3% <. MEB D/ FIREEILT S Ep
HAREMEZ /R 2 LN TE 7, NS3 Dk e, HCV-RNA ISH, HCV RT-PCR
DTS, WL OOIEFNT IV TR, U 2 BRI NIZ HOV 23 FEET D
ZENMERTE I,

B AIAEIC HOV 2R ZHHAT DI I TV AV 2 =v 7~ U AEHWIZRF T
A% 600 H LANIZ 25%IC DLBCL A FAE L7 #ELTWD , 2 b Ok
Z 72 microarray BAs I BLMEHT TIX c-FOS, A20, C3, LTAR7: 8@
alternative and canonical NF k B pathway (259 2 &5+ DR AW
RBHT=L LTWD ) NFkB DOILHEIE non-GCB  type D %) %1ﬁ5$%apﬁﬁzﬁ¢%tﬁ
THO ., KL TR L7 HCV antibody positive DLBCL without primary
splenic {Z non-GCB type ME < ABHNDH EWVWIFTRIZFIE LW, LAvL,
—J5C. HCV antibody positive primary splenic DLBCL IZBWTiX, [F L
< HCV Y2 H T A2 00 53, cell of origin IX GCB type WA E T
HDHENIEENLEZ DI, HOV RS TEIE(L U B E oM IC B b
STWBH XEDIE, ¢¢ LA B-cell lymphoma @ initiation (ZRi> > TW\5 D
b Ly, B EORREOER IV, R8s Y ke s
J LB BB RFELE D £ T, GCB type JESS & non-GCB type O JEEE A5y
PILTWNL EF X UE, AR TR L2 m I JE LR,

HCV 728 B-cell lymphoma ® initiation [Zf3i>> T\ B & W) RGnix. AHF
72T NS3 O fEYefs, HCV-RNA ISH, HCV RT-PCR O HIFE R & & FJE L
20, —EOIEFNZ B W TIIIESEAALNIZ HOV OFE L MR CTE 2R, —F
TEL OIERTIEEN L ZERTE R0 o7, HERENZ &2, HOV i3—i
PEDEITH->TH B MRicBETFERESIEBI L, U AN EERO—
RNZ 722 2 ATREMEDM R S AU T 5 ¥, BARBYIZIE in vitro D EBRZRIZE WD
T HCV DJEEHeAY AID <° DNA @ 2 AREEHUIWr 2758425 2 L2k - T 7Ps3,
BCL6, CINNBI, IGH72 E DS EIERBIETOERE LHIEDHEL TS
S, EERIZ . HCV BEE o AR FRE (12 3 T b IE AR 1L R IR AR 12t~ T
UANABRL T ANV A ENPEYTHE A L TER Y P HOV G T EL L D4
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HEMBEIZBWTEHETEL 2N JEEMHEEFSITIL T LLEBRRL TWD & ITR
572V, AAFZEIC B W TIEEMANIC HCV OIFE(E &2 R T E 2o T 5EH
CBWTYH ., EO—EBIC I HCV 28 1ymphoma initiation |2V 7= ¢
DD, EDORIZIGIENERT 29 T, AL OME THRAL KD
N REERN S 5, BIOFREME L LT, HCV IZ X % B Mifld~DE &Y T
7p K VEBMER R BURHFIE A Y CONEORICE 5T 5 5A P L/ EILTE
T, 5%, MTORREEEZHEFICANTERFNILETH S,

Primary splenic DLBCL {23\ TIX control DLBCL {ZEk L T HCV DGy /)3
MWHEE2E) VW) FEEEBEXDL L FOHBIZOWNTN DD ATHE
PENE 2 Hivd, 1) HCV L spleen resident B—cell (ZJ&YLd~ 2 nlgEME 2 5
<. % Z T lymphoma initiation {Zf# <, 2) HCVIX E ®D B-cell IZH A L X
NG T & H DY, spleen resident B—cell |[ZYE L 7-354 12 1ymphoma &
f~ initiation TX RN EV, 3) HCV IZIEY L7z B ML spleen ~
RET 2HEFEOBmOMREE Y & 5, ZHBIEMI Lo it Tt £
NZENPHAICEE G L WD REEE S & 5,

WAL O FREMEI LT b MR & W S RLEYEDY HCV @ lymphoma initiation
WIS BboTWnb EE 2 b5, ERE, HFEE X primary splenic B-cell
lymphoma O CTH 3 HFHICHBEEICROZWEMAMKE CTH 5 primary
splenic FL(Zf 1 ) IZBWTH, HOV YN 23. 5% (4/17) L @2 & & K,
HL7z % S50, BREWZ & 12iE, HCV antibody positive primary
splenic FL @ 70.6% (12/17)1Z Splenic macronodular lesions Z iR 7=,
Z 3L primary splenic DLBCL &3t L7-fEEERETH D (5F 2 F), AWF
FEANZ Lo THLEMNZSNIZ NS DFEFL, HCV 723Gy L7z B Hild o ik
JAE & B L7225 5 lymphoma initiation (Zf)& . HCV |Z/&¥: L7 B A
@ lymphoma development (Z—EDHMKZ L TW\WAH I EZMIREBELTWND
EFE R,
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(LRSI ON o

O A EFEEHEZICTD

(1) 160 {51 o> [l fie B AR AL 14 U > /< fid o0 $H R R & 4 1% DLBCL 41. 2% (66/160) |
SMZL 30. 0% (48/160). FL 10.6% (17/160), MCL 6.3% (10/160). LPL 3.1%
(5/160) \HCL 3.1% (5/160) ,SDRPL 3. 1% (5/160) .CLL/SLL 1.3% (2/160) .
unclassifiable 1.3% (2/160) T - 7=,

(2)Primary splenic DLBCL | control DLBCL (Z kX T HCV B YL 3L x> 7=,
(3)Primary splenic DLBCL iZ control DLBCL {Zt-_XTPFS MBI TH - 7=,
(4)HCV antibody positive primary splenic DLBCL (X HCV antibody
negative primary splenic DLBCL {ZE_T GCB type 232\, — 7 C HCV
antibody positive DLBCL without primary splenic I non-GCB type /3%
No T,

(5) HCV antibody positive DLBCL 23V T HCV @ RT-PCR, HCV RNA-ISH.
NS3 0% Yuf8, 2 4T N — EB O SE B oD S M PN IS HCV D AFAE 2 REFA L 72,

@ HMmAOERE

(1) &% (160 1) o R B FfRME U o RIEO AR & B E %2 R Told
THE LT,

(2) HCV &YX BAMAL U o /< A IE oD RN R 1 & i & 2 D BILRYEDS & 5 T E
M2 FEH L7,

(3)Primary splenic DLBCL JER|IXZ DO od DLBCL IZEERTHEFE LIZ W
IV ERIRI R AR R T2 &N TE I,
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