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Abstract

Background : Follicular lymphoma, derived from
ocular adnexa as defined by World Health Organiza
tion Classification of neoplastic diseases of the he-
matopoietic and lymphoid tissues, is quite rare in
Japan.

Case . A 65-year-old woman visited our clinic for
treatment of a conjunctival tumor in the left eye.

Findings : Incisional biopsy revealed that the
lesion was a lymphoma with well-defined follicles,
and it was L 26(CD20) and BCL-2 positive immuno-
histochemically. Flow cytometric analysis showed
that more than 70% of the cells were double positive
for CD10 and CD20. Southern blot hybridization
demonstrated gene rearrangement bands in the
immunoglobulin gene JH region. The chromosome

had a translocation t(14, 18) (q32, ¢21). Systemic
evaluation detected no other lymphoma.

Conclusion : The lesion was a follicular lymphoma
derived from conjunctival tissue. Additional exami-
nations such as flow cytometric analysis, gene anal-
ysis, and chromosome examination were useful for
differential diagnosis of marginal zone B cell ly-
mphoma of mucosa associated lymphoid tissue type
and benign reactive lymphoid hyperplasia.(J Jpn
Ophthalmol Soc 106 : 420—425, 2002)

Key words : Follicular lymphoma, Reactive lymp-
hoid hyperplasia, WHO classification,
Flow cytometric analysis, Gene rear-
rangement

AIEERIG 2 650-0017 A THRRKFEET 7—5—2 MFRFEAFIRMAEE 2 &

(ERK 13 4E 12 A 27 HE2AT, ¥Rk 14 £ 3 H 4 HERGET=3)
Reprint requests to :  Atsushi Azumi, M. D.
7-5-2 Kusunoki-cho, Chuo-ku, Kobe 650-0017, Japan

Department of Ophthalmology, Kobe University School of Medicine.

(Received December 27, 2001 and accepted in revised form March 4, 2002)



W 14ETHI0H

| O

Y N, BRI, O TEYFIRE,
iR ER@E L T, ZOXREICET 2 HEITE
BHWCEEBLDDOH 5, FILWHR LR X L0250
725 T, 1994 #1Z Revised European-American Lym-
phoma Classification(LAF, REAL 4348) V2328 S 1L
723, 1999 4Ei2 i, TNk ERE & L7z World Health
Organization Classification of neoplastic diseases of
the hematopoietic and lymphoid tissues(LAF, WHO
SE)IBFERINT, FNSDOSHEHICHKD &, KIFIC
BWTIREFHEBUC T AT 2RA DV o ISR ZE T D
Wi, % < 2 marginal zone B cell lymphoma of mu-
cosa associated lymphoid tissue type (LA, MALT Y
YRE)THY, WHOSEETW S & 2 5 0 follicular
lymphoma (LAF, JEHaMEY > SHE) OFE TR T &
SN TWw3Y, S, FEHBRERN R RENN Y — PG
HERE DR o, WY oSEEERK TE
TR FETENE ) X JED 1 2 8Bk L 7z, MALT V) >~
JNIE EFEAREIC XA S 2 E T E SRR Y VoS E
2, IRTERCHELEL L ERTENE L THET
5.

I

o E  fl

D65 7%, 2.

5| 12001 FE8 H 7 H.

* T ZERRAE B

BEAERE « RIGHE [ Frd & 2 ekl

AR IE © 2000 £ 7 HE X 0 ZIR OB LT 12 &5
Tz, RO ERETHET 2 AT, BRLZW
7z, 2001457 H 17 HIGEEIRFI 222 L1 L 2 2,
EHREER 2R S n ., BEIEREID S, #FE
RFEEZERIEMREERE 2 B s, P2l 7.

AREIATR I3 AR0.41.0X+1.75DS—1.0D
Ax50°), ZHR0.7(0.9%+1.5D Ax 130°) <, HRFERA
IR 16 mmHg, 7ZEMR 12 mmHg THh 72, SR IGICE
Wixnmrolz, ERORE» S T HFHESEEIC T
T, Y=Y 27D Y SBEBEBREN H -7 (K
. % OfiOHTIRES, FRZESE, REICITEER 2
moiz.,

B AEIRFEEC A L MALT ) > N E 2 5
W, [FF8 H 16 HICHEEERETo /. 2 OERH S
N7 IXEX3mm T, Fo 2B H L,
BODASOD1 R 70 —H A b X M) =L DEA~—
B — TS, BeD 450 1 R adEIcEi R L 2,
7z, WEERICERT U RO —E SRR E L,
DNA %#ith U CHEME PRI L7z, RN IIIE
Bty v SETH 5Tz, U N EICHET 22 BRERT
Sted, R1LITRT L1, SHOMEAIZY > fEi

IiE

R

TSR SRR ) > X - LR 421

1 FIREEDEIERERFRR.
ERRAD S TIREBHZEH LI Ty —e 7 DB
REPEIRZE DS D o 72,

®1 2HREHER

AV a— Y WERY
AR I B MR A 7 L
SIS, MO, BEES, BARPNCEE ) ooSHiER R L
ZOMOREFRE L
JIVBAY LAY T L BEERT L
BREER  IEE SR
BHNHEE | B ERE L L
D oRIEC RS T % MR ES -
sIL-2R 152 (IEHfE 5 135-483 U/ml)
LD 160 (IE#fE 5 117-2051U/1 37°C)

sIL-2 R : soluble interleukin-2 receptor, LD : Lactate
dehydrogenase

7% <, Ann Arbor 53 #f stagelaAE L ZWi L7z, Z D7
», 2001 F9 H 20 H X Y &5130.6 Gy(4 MeV & Fi
5X5cm A —MRES, 17 535 O METHRIRET & R E
BT LTV, AR TRRIBEIZEF Th 5. BIEE T
[ DFFE & 57500,

TRETATA, -

1) REERE

B2A~< bEy ) > o4 Y (LT, HE
L) i X AL ARBEERT. K& &, BOfi-> Ak
I TRRIAEIE DS A S 1L 5 28, JERIIRME 2 K & I
HE L A2 5, WS OmIEKEG (2 B) T, HE
THUINAAD B 51%%H 3 % centrocytes DML A E
BTH 20, RETI~2HOIMEEHES S WK E
¥ % centroblasts #Efl A 10 (AFEERAE T 5. Tin-
gible body macrophage 21X & A EA SN\, Fiz,
FERE RPN )V oRBRDSERE T TS B B,

R GE (0 2 C~E) T3, WA EN O M
X L 26(CD20) (DAKO JAPAN) & BCL-2(DAKO JA-
PAN) e, CD3(DAKO JAPAN) iZfatETh 5.



422

EIAF I CD 3 Mg vy, L26 B & U BC-
L-2 il b IRET 5.

2) KM~ — A —

BRI S 7R R AT, 7a—3 A b x b
) XA HERE Y —h — DMK (KET v & A Wik
D) 2 To7z. FREZH 3 CRT. BEI B> S
HRESER DME & 1, 7-amino actinomycin D (D 7
AAD) IcH % & W Hlifd s Gate 112 k> TS T
W3, RICHIEOKRE S OIFET H % |/ HELE (R
@ FSC) & W& OB M S O T b 2 fl L
(B SSC) » 5 75 % cytogram O _F T, &% at
9% Gate A, RN Sl 25T % Gate B, K
& M 2 ME T 5 Gate C w572 3 DD Gate 235k
EEINTWw5, 25 L7 Gate D#EIRGERZ 27V 7 LTz
Mz >we, Ch2, CD3, CD4, CD5, CD7, CD8
Lk, THIK %), CD10, CD19, CD20, CD 23,
mlg-M, mlg-D, mlg-L, mIg-K(X F, B3R,
CD 16, CD56(PA I, NK#fif@ %), CD15, CD33(2A
F, BH#EMER), CD25, CD30, CD103(LLE, 2D
fil) D MPEERE ~ —H — DB RS Gate & 1cE E
SN, B 7REEINR TS, $h, 2EEOREE

X 2

TREEHRRERR R,
A= Fy) vyt Yy REBILAR
(ON—=131,000 um) B:~A~hrFyYrexH
YU PAEERIER B (N —13 20 gm)  C : SuIEHHE
ke R (L 26) (ON—13 200 xm) D : Sy
% €6 B (BCL-2) (N—13 200 yum) E : i
FE S5 (CD 3) (/3 —13 200 xm)

ek L 26 B, BCL-2 M, CD3M T
HBIEMRbird,

FZERFEALTWBRY, 2475 — > OENHERE
ThV, Gate A TOFEEINRENTWS, CDI0 & CD
2012 DWVWTD2H F—s8F — > cytogram » &, ZiE
W D MRS R O SEE Y 73.8% 1 B 5 2
ERbm b, 7, CD5ICDOWTH 16.9% T
HotzH, CD23 L3I LTH Y, THlEIC X35
Mifg %z ohte, U LofERE» S, EEME, CD5
B, CD10 BtE, CD20 BBEr %z onie.

3) EEFHRE

Y Tay bNATVIAL L=y a BRIV TR
a7 EIATF Jn B O K (SRL) &S L 7z
(4 4). MY > 7V O—EIF —80°CO U HEIRIE S
niz. #HZ 25,5 DNA 2 L, #IEEESE Bam HI
(v—> 18 & v*Bam HI+Hind I (v —>2) % A w»
UL, 7 A u—-AESIKEE{Tok. Ik A u
YITANBZREYF NI AT L, ESaT) v
JH $EIR & #B#E 72 DNA 71— 7 (GID labeled DNA-
probe) ENA TN F A4 -y g &8, 7405 T
BERREHOTHROS T, SRy I AursFoni:
DNA (K D #e4%) 12 1%, Germ line %9 DNA (K
DR 113 A & s vy R (B o &) 23



W 14ETHI0H

< Cytogram data > TotalEvents 106000 Call

TSR SRR ) > X - LR 423

L) . !-
‘1 B .

oD~

. SC SC
Cate | 96.0% [ 9599 Cell) Cate A 95.0% [ 8495 Cella)

SC
CateC |.4%( |38 Cels)

Gate AlCL B2 hS5—1Ng—

03% 01% _07% 738% _157%

01% 139%

106% (D15 “ggx (D103 Tqigg  SmIg-D Tq1g  SmIg-K Tgpx  SmIg-L gqg
Gate A RIEEX Gate B RiE®E % Gate C RiEEX
o 50 100 o 50 100 0 50 100 o 50 100 0 50 100 0 50 100
cozffl] 16.0 Smig-Di 1,7 coefl] 15.4 Smig-D| 1.6 cozfll 23.7 smg-D| 1.9
cosffl] 15.9 smig-L| 1.6 coafll 15.1 Smie-Ll 1.4 cog smig-L| 3.8
co4ffl 14.5 smig-K| 2,3 codff] 13.7 smig-K| 1.9 cod smig-k| 2.9
cosfil 16.9 cois| 9.1 cosfll 16.4 coi8 @.1 cos cois| 0.8
corlf 11.2 o568 0.4 corff] 11.0 coss|l 9.3 cor coss| 2.0
coa] 4.2 cois| 0.8 cog] 3.9 cois| 9.5 cog cois| 0.9
€DI0 cnas- 41.0 €DIo cma- 49.5 coI1o
cDIg) coes| 3.5 cDI9) mzs| 3.5 cDIg
cDig €o80| 9.3 coI9 coso| ¢.2 cDI9
€020 cDlos| 1.9 D20 coios| 1.7 €020
€023 co23s €023
Smig-M Smig-M Smig-M

TR 7. BR - W NKX%: BE. MyeloX : 8. 20ft : B, WEA: 222
E 3 7O0—H%4 b4 M) —IZ& BHERKRE~—H—BIFER.

Gate A 27z CD10 £ CD20 @ 2 # 5 —,8% — > cytogram I B\ T, FEREPICH
& 5 WEHRGEMIEOSEEN 73.8% TH D Z b b,

Shiz. Zhid, FEDOBETFHEER Y —> 2Ffo72
D€ 2 70— v EhE(EEHEGE) 2R L Tw
5.

4) Retufhrt

AR I BRI & 7zl 2 v TR i #E (SRL)
2T o T fER, FERIAGRE S iz 20 oMK D 5
B, 4HTTHEROED Y YV S — LBEETEREE t(14,
18) (32, q21) Mg iz, s, »wIih bR
WHIC RS il T H - 7.

m # 1%

WY VoI S oL T E A TH S
N, TOLHPERTLEIL2E35HE TCEEELX
¢ & 7z, Gall-Mallory O 43 %84 (1942 ££) 12 § T &
55 2 DAL, 1982 FFI2F 5K & 117 International
Working Formulation of Non-Hodgkin’s Lymphomas

for Clinical Usage®iz b 5| & k3 7z 28, €k, Zhik
D U RESEIIREE 2 L Cw A E S, I
RE2E Y — > 2ERT B DT Erol, Ly
L, fEsDFEICHES TV Y NERODSME « BB OBk
BEHENTL B &, 29 L) Y BRDME « o
EORMETEEALDIEZ 20, EWIBE»S ) Vo E
EORELED ETHRABI o7, ~ > bVHifEY >~
PNIERIERIE Y oS E, MALT U VoS EE W 7o R
PR BHIRE Y > oV EIC A 5B EFRE, Bilifdot -
BADETH 5 ) >\ RMOREE» &, S FEAERM %
WL LUk cfz s xn, SH, EEEY oS E ik
BRI A E S L L7 BRI v oS e F 2 5
NnTH Yy, CD5EME, CDIOBMES L < i3, CD20
Bt & v S IR~ — 2 — DNy — U BRICERE &
ENTW3BY,
SRIOEFCERZE EEECTh - -0, KIintEY



424

e bO—Jb
2

«— 11.0kb

56kb —

4 HHTOy INATNF(ME—aviEkIZE D
B TFBERRRER.
b, Moy b a—) IEH Germ line > & D
DNA, #ifk : &ty > 7 5557z DNA, &
H:farbo—ricashizuyy FERT, &
Harro—nror—r17TiEBamHI I X >T5.6
kb iz, v—> 2 Tl BamHI+Hind IIIiC & > T 11.0
kKb 2N F A SN S, BIETIFEE OB D THiE
BNy — > B o TMIEA T 70— F VI HEREL T
W3 ZERRBT S,

SOSEEER Y MALT ) S oSEECTH- 72, KIGHEY >
R IE, RO > SHEEERE L EZ 6N TED,
VU RBRDE 7 v — Vi BT A S e ),
SRIOFEFNE, BHRL IS TR L 70, g v
7)) VBT OERBERSY Y T oy Mok o THRIEE
Nl 2oz i, BT, 7a—F VicsEiis 52—
BEOMIER ZEATHW 2 L 2E®RLTE Y, EEkE
WAL LTKIGMEY > Sl & 3@ s iz, —7,
MALT V) > SJE AR @R 76 3 2 AR B i
VoS UTERI EEETH S, ) v EROER O
BHIESFERMEZ Z 5N TWB DY VNI, %
FrREMAMR EORBEBM SN TE Y, SEOE
X, Wbhbw 3 MALT YV > X fE D follicular coloniza-
tion (V) >N EHIFEASIERT N B U 72 72 O IR A3 E
KUFTR) &R 2 08N b - Jo. REMRRE AT
R & 13BN O S T E M A~ O S EER 23 A
shd, BCL2 B TH-7: 2 £ oY v
[EHGE < Beb iz hs, BHiEEMIC LD 7 a—)
A A MY I L BHIfERE~ — 2 —DFREETH - 7z,
Z OMEEE, ERERCE S RN © R
WERESEL, ZhcEL DLk ERIESE, 7o—
P A b A= TS 2 55T, ESREEHIE O TR
MREPHEHT 2 ENTE S, SOk L ERD
L, VHEB R OBAN TORER DM SV E S
REH 55, OFz1FECDI0 S CD5 D X 5 & D
JRHLRERS CIRMRELHE L v, ZELEPIFICO W TORE
BTE5, QPOFHELZBNLEME L THIZ I &

HIREEE 1068 75

MTEB LV EHTENTY S, BIZSEOERTIX 2
BT =N —DENTICE 5T, BEEfiliEFEzZOND
CD20 BFiEmifaix CD10 12 b B L T4 (double posi-
tive) ThH 5 Z EHHEAL, CD20 BgtE, CD10 & TH
%5 MALT V) U NEIZBEES N, 2D X512, SHB

R ICH > T oSERERIRRIT T 51, [k
DOFR BT R iR s iz ¢, B FRAES
TO—Y A M AMNY) =X BEAY—I— DT E Vo
1z, ZRTPWMBEMERET 2 ENERTH 5.

WM >N EOBE L, WET 21T 5 I RHEER OE W
WEoTHRRY, BORAICE S FERY F ) R ED
35~40%), HARANZD 72 » EHirEY > oS 1 EFEE)
LE&N59, IRMTBRRICHET 2V >/ SBEIEERZE % R-
EAL s8> THGET L 7-3ds & L ¢, Harvard Me-
dical School ® White & IZHR{TESRIRFEDIEME Y > %
JiE 32 filrh 6 AR Y > < (WHO 23480 i g i
Y UNE) T, 1I5BISMALT Y U XETH-72E LT
W5, i, ~v) HEAOD Copeland 592 & % &,
P2z & D3RRGS L 72 112 Bl 10 Blpsyg g ) > o jET
»Y, 7HIO Ann Arbor Stage IE, ¥ 7%b b HRITES
FEREFZEZA T, ZhICR LT, 2O Man-
nami 5N & % &, 76 Bl 37 #1(48.7%) 5 MALT VY
YRETHY, FEFEOERFLY NIRRTz,
%77, BRMTBSEEFKO Y v EIC D W TRE L7 E S
¥ > % —@ Nakata 52O|ETY, WHEZHN TE 2
44 B IERI LY Y RBEIX R o T, 2D K DT,
SEOERF D & 5 ZIRMTIBIREFE ORI ) > ix
HERANE L TIEEROTE LW,

L WIS FUC X & SNRETY S oSIERE R,
T22kiE, HEBRTHISBHT 2, cbrrbs
J, WRCEFRT ) UNEOIFEAESN MALT Y &~
NETHY, WY P SESE L WHEIZIREHTH
%, (REME BMY) o liconwTid, EESTE
MIER I AT 0 © 2 DI FA D X 1 = X LB D5
DEAATbI TS, JERMEY >/ BT, Rtk
JEE £(14,18) (@32, @21) BR—RAWZHH>T, 7R —¥ R
HIYE TH 5 BCL-2 BEFERNCHEITL Twb T &3,
FOEEFECEBEL SN T WSO, SEIOGER T b G
0 Rz P t (14, 18) (932, q21) & BCL-2 O 5 223 &
Sz, I SoREIL, —C ) CoRETCHET B
23 (EitE ) >~ o\, Fﬁhﬁ%?%% Tb (HighEY
VONER), FitEOREIAEY B REOEEE 5T
[EEFE L BRSNS, —fic, BY v Bk
PRI E 5200 T o ORI EE L, soma-
tic hypermutation 2 2+ LS5k b &, AKX
BCL-2 o FH 8 H 2, Pl icxt 3 2 FHAME DKV
WEEEELL BMIRE7 R —v A%, £25
28, PEERERE RS L 7o S s B MifiE BCL-2 0%
WAIHl s e wo T, EEETAEEESTERWICY



FE4ETHI0H

wipb 5, MHLLTHGE, SREL, WD > Eo
BEEET 22X RDEFEZONTHE I, FEED
D v oRyERE, 9 L7z somatic hypermutation @35
LT, @O Bonl—8Thsz0iz, R
BER ORI Y o EFASHENME LB,
FiRD XSz, SHOE®EY v EORZRIL, IEFEY
S SHARRDEA TR & EEFELED A H = X LB R— R
HEED SN TS, ZOFRERE, WY > EE w52
2%, PEkROBEZMNEE ZER L 2HB s D “bun
FLXT LOBHEIL, kD EEHETwRIE D OBRKAI
Bote, FREOZ EIEMALT VY N ERZIIUDH ET S
% OFMEY RETHHETHTH S, IRTES I,
LIZL T2 BT 2 ) v B MR E N E T 2
2, 5 UMY voRER ORI, RTESRESS
DY ¥R EORNE #fFHT 25 2 THEEL B
bbb,

X #

1) Harris NL, Jaffe ES, Stein H, Banks PM, Chan
JK, Cleary ML, et al : A revised European-Amer-
ican classification of lymphoid neoplasms : A
proposal from the International Lymphoma Study
Group. Blood 84 : 1361—1392, 1994.

2) Harris NL, Jaffe ES, Diebold J, Flandrin G,
Muller-Hermelink HK, Vardiman J, et al:
World Health Organization Classification of neo-
plastic diseases of the hematopoietic and lym-
phoid tissues : Report of the clinical advisary
committee meeting—Airlie House, Virginia, No-
vember 1997. J Clin Oncol 17 : 3835—3849, 1999.

3) Mannami T, Yoshino T, Oshima K, Takase S,
Kondo E, Ohara N, et al: Clinical, histopa-
thological, and immunogenetic analysis of ocular
adnexal lymphoproliferative disorders : Charac-
terization of MALT lymphoma and reactive
lymphoid hyperplasia. Mod Pathol 14 : 641—649,

4)

5)

6)

7

8)

9)

10)

11

12)

SERS R SRR ) > SIE - 2R 425

2001.

Gall EA, Mallory TB : Malignant lymphoma. A
clinicopathologic survey of 618 cases. Am ] Pa-
thol 18 : 381—429, 1942.

The Non-Hodgkin’s lymphoma pathologic clas-
sification project : National Cancer Institute
sponsored study of classification of non-Hodg-
kin’s lymphomas : Summary and description of a
working formulation for clinical usage. Cancer
49 © 2112—2135, 1982.

R OSPE, AHIE—BR, ResE—MERERMEY &
NEOFRA LB TFRE. WE &K 16 1 379—
383, 1998.

White WL, Ferry JA, Harris NL, Grove AS Jr :
Ocular adnexal lymphoma. A clinicopathologic
study with identification of lymphomas of muco-
sa-associated lymphoid tissue type. Ophthalmol-
ogy 102 : 1994—2006 1995.

Coupland SE, Krause L, Delecluse H-J, Anag-
nostopoulos I, Foss H-D, Hummel M, et al :
Lymphoproliferative lesions of the ocular adnexa.
Analysis of 112 cases. Ophthalmology 105 : 1430
—1441, 1998.

Nakata M, Matsuno Y, Katsumata N, Takenaka
T, Kobayashi Y, Narabayashi M, et al . His-
tology according to the Revised European-Ame-
rican Lymphoma Classification significantly pre-
dicts the prognosis of ocular adnexal lymphoma.
Leuk Lymphoma 32 : 533—543, 1999.

Tsujimoto Y, Cossman J, Jaffe E, Croce CM :
Involvement of the bcl-2 genes in human follicular
lymphoma. Science 228 : 1440—1443, 1985.
Stamatopoulos K, Kosmas C, Belessi C, Stavroy-
ianni K, Kyriazopoulos P, Papadaki T : Molecu-
lar insights into the immunopathogenesis of fol-
licular lymphoma. Immunol Today 21 : 298—305,
2000.

FORER O F AMKHINEE Y v oNIED SRR D
W, JRE ERER 16 1 390—393, 1998.




