BRERMERE #3818 W2 SHIHE TR 16 44 T9

Thesis

IR EEAMALT Y > SO R R ER 2GS & BCL 1082 H
BXUTAPI2-MALT1F X 8 7 REICDOWNT

BRI > 2 — R B

(&8 Rl EREERD
g HET

AR E M E Y S ED 5 B, 50-70 % (& MALT Y > /X Jifi (extranodal marginal zone B-cell
lymphoma of mucosa-associated lymphoid tissue) TH O, EMEEBHILY /8 & U TR R
KW EUG 2 9 5. I EMALT Y 27 \EO R AR (1;14) (p22;932) 5 X N7zBCL10, BX T
t (11;18) (q21;q21) 5 Hifff X N7z API2-MALT1 3 X S35 73D, ZOMEEREICHESLTWS
TEDRBENTWVS., AWFZE CIRAREREIE Y o7 SEEGHTER R 62 I 2 5, 6 FoOs B2 A T 72
7V, HREEMALT Y > 7S EIC 351 % BCLI0E H 35 X UTAPI2-MALT1 F A @ n 7 OFBEIC DWW TH
FU T2, 625ER A SSIEGNE T Y oS, S BSOJERIEMALTY VS TH - 2. MALTY >3
HlEIZ M) 2SI N TRIEROERAN D O, BFHIEI6EFICEED SN, THIGHR R T
& o Tz, LB L REICEK D, MALTY 28 ED 5 6 29%EH] (58 %) 1< BCL10 8 F D% M UMk
ANDOFHDED 5N, BCLIOMFEHMNIEEHEBMALT Y >/ MEOEHREICHEE L TW53 T EAVR
X N7z, BCLI0ORZFEEL & HRIRIN 1 (5 « P« FEAEEBAT « AW - H7E - B CoOMM) &0
MIC R HEMEIEEED NG o T, XTI B K UTEHFEMALTY VNE6TIIKD /ST T+ VYR 5
RNAZ i U, multiplex RT-PCREIC & % API2-MALT1 3 X Z 38O & il 7= hd, FEIEER
HENEho Tz, TRDBIREHEEMALT Y > SB35 TlE BCLI0AZFEE & API2-MALT1 3+ X &5
LT REOBEEE R SNT, mFOBEENRE TN TV EOMMALT Y > /S & 155 - 724G
RTH -7z, IREHEMALTY > MEIC BT 2 @5 O BCLI0AFEBIE API2-MALT1 F X Fi#{n 1A
WD, KHOBILFAROE G REE N,

BEMEDN SN TED, HIRMICIER)S T Tindolent
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AR AR Y 2 SR ETAAE Y 2R DRI %
i, F0 9 B50-70% 3 extranodal marginal zone
B-cell lymphoma of mucosa-associated lymphoid tissue
(LUFMALT Y >5[ ) T %Y. MALTY >/ Sl
kil v U TR e 28500 CTh 2 1HLE (F -
W), MERR, S<UES, MRtz EICBREN
% G HERE ) > 2 HH A% (mucosa-associated lymphoid
tissue :MALT) H 5384 S HivED > SET, (K
PEREBHIALY >Nl & U TR R R KR G 26
T 5. FAEHN & LT ERdofiic FUIRER, R,
IR, F2p, BEMtx EMmEEhTws. MALTY ~
ISIEDOFEAITIEZBIERIE (NY a3 7 2 — B E %8)
RH IR E (AW, ¥z — LR & D
P 2858995 CPISEI0H 24 H (BEERIAS)

rr AL oD R R RE R (centrocyte-like cell) 35 & OF
HiEREE BRI (monocytoid B cell) A\liE M I B d %
Z &, U NIEHAARR L AICIRIE L T 2 Nz iE
(lymphoepithelial lesion: LEL) 9% C &, [J&PEY >~
INIEREDIEHLONIC Y 2 SBERIREAY A D A A T H5A
9 % C & (follicular colonization), TEEMAI D531k
NRBENZ T EHRENMFETFTENSY. JTEMALTY
>N &, BCLI0API2-MALT1F X 815 175 &
ROFEEBEICKDBLEFREEOBENEHEINT
W»W35>9,

BCL10!Z CARD (caspase recruitment domain) %= &5
apoptosis regulatory molecule T {5 M fEMALT U >~/
I SBEOR AR (1;14) (p22,932) IS HiffEE Nf="0.
Wild-type BCL10!& caspase-9 D1k % U id nuclear
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kB (NFxB) @ 55\ i% Pk 1C X D apoptosis 7 i 3,
in-vitro Tld malignant transformation Z#if| 4 % ". CR
i RIS U 72 BCL10 mutants (4 in vitro T pro-apoptotic
activity 2 2% - THEMI(ELICE 5 T2 EE5DNT
W3 A, EEOBCLI0 mutation (& MALT lymphoma
06.5% , follicular lymphoma?9.5% , DLBL®4.5%
ICLARDENHENT EMRMEINTNBY. YeHD
DO X % &, BCLI0 proteinlZ (Fi D /33 H
T ¥ germinal center 35 & (' marginal zone ® B cell D
MBI 3 L, MALT lymphoma @ 60 % (24/40) ,
follicular lymphoma ® 10% (2/21), Nodal DLBL®
22% (4/18) DIEFI T IS IO I K TR EIC
BCLI0E I DFHA D 5 N7z, BCLIOFEBL AR
FHEICHGLTWAE I EWRBENTVEAD, Ok
FEHLE M EN TRV, £ 7=MALT lymphomall
DT BCL10 mutation & BCL10 £ F D #% 3¢ B 1 B
MES5NT, BCLI0 mutation HZ DFEHE RHEITIC &
FLLEETR AN EAMEINTVS Y,

Yt iR ifig et (11;18) (21;921) (& MALT lymphoma
THEBENZASNZ ", 1121 5 B & n iz
API2 (apoptotic inhibitor 2) j& {z ¥~ (X IAP (inhibitor of
apoptosis) family D — H T & D caspase fHFHIC X D
apoptosis & I il 9 %. 18q21h 5 Hiff & 7z MALT1
& 1z 1+ 1& caspase-like protein % encode L T\ % 7,
Z OBHEE IS TldaWn ™. API2-MALTL@ &M
IENFxB 72754 b U NS D apoptosis Z 1| % C
ENRBEINTED, MALTY VN\ERREXIES &
EZHNTW5. API2-MALT1 3+ X F#(5 7 CldZh
ZNOBEETICAEFTOYIW RN H O, BIEEX TICS
M O variant VS E N T35 (Fig. 1) . T D&EG

bp 1203

PA1 = PA3

B F

F I HFIC it (44-62%) + H (12-48%) MALT V) >/ /\fif
ICESEEICRE SN TED, API2-MALTI F X 7815
FE 7213t (11;18) (@21;921) AFHI E N7z HMALT Y
OSIEIZREMEEE, ANV ONY X —[REEERIE T
HEITHID & OB UMEANC 3 % 0184049

H2fifi MALT lymphoma lZ 351> T API2-MALT1 3 X
BT FEB U 7245113 BCL10 3 F ORI 1
%<, S MALT lymphoma Tl&Z DI THICE S L T
W3 EMHEEN TS AR TLE625EH] D
AR REI Y o \EEGE PR R SRS, PR B 22 A AT
21TV, IREMEMALT Y /8l 3500 % BCL10&E
B XU API2-MALT1 F A T# 5 F-OFEIC DOV THGES
L7z.

M ERE

19864FEM 5 2001 I I K ER ARG ER L > 2 —
BRUIWEERTTIRBEICT, IREHEY > By
MR & & Nz 624 I 82 Wifh - S5 K5 L 7z, Mkl 10-
20% V=V VEE, 8T T 4 valiiE i, 2-3 pmic
Y, "N FIU Y e oA YUY (LU FHER®)
ZMifT LTz, HER & sk b 2 g e o pr i 72
B CREBZW 2 T o Tz, B Y 2SO 5 $6 13857
WHO 3™ it > Tz, 28BUKIC DD T Hi st 1
ety oy b e NA TV XA E—V 3
YIEQIEY oy M) ickoErsaTy v
HIEME T OHEMKIBRE SN TV S, BRERIE
FREBICAINT S5, BRI Ann Arbor
SR ISR, AR 2N (d stage Ip & LTz, JRZS
A 0 53 48 1% Knowles B D #1522 5L e, f5E -
A (HRE PR AHRR) - TR - TREE L LTz,
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Fig. 1. Locations of API2 and MALT1 breakpoints and primers for multiplex RT-PCR
assay. The arrows indicate the positions of API2 and MALT1 breakpoints previously
reported. Numbering is in accordance with accession number 149432 for API2 and
accession number AF130356 for MALT1. BIR: baculovirus AIP repeat, CARD: caspase
recruitment domain, RING: really interesting new gene, DD: death domain.
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3 umiICHGYI L7285 7 ¢ YOI R WTCARL T
r7EYY - BAF AR, 3-3'-diamino-benzidi
ne-tetrahydrochloride (DAB) F§t11C X % Syt
Rz {1o fe. A U7 PiASB X U RLGER L Table 1
DEBOTHB. REROOIZEREHENRE R GRS
(16000. Bio Genex, USA) iIc X > Ti1-o 7=
API2-MAIT1 + X SiE{rFOEH

INT T 4 VYIRS RNAZ i LU, Inagaki HS A
R U 72 multiplex RT-PCR: ™ 12 270 modification
ZhnA, API2-MALT1F+ X ZEn OB 211> 7z
1) RNAD#hH
Paraffin Block RNA Isolation Kit (Ambion Inc., Austin,
Texas, USA) 2 FHW\T/NT 7 ¢ Y]/ /H 5 total RNA
ZHH U7z, 20 umBL T D JE & D JfEIRZE %2 & &
O, tubelc AN, Bi/NT 7 4 i, EEIE,
proteinase K (1 mg/ml) % /jil1.Z 45°C T 9077 incubate LU 7z.
Phenol/chloroform THiliH L 72 RNA 7% isopropanol |Z Tk
BEEH, —20°CICIE Wz, BHEO LDy b
% 75% ethanol TYELY, Jaliz &4, diethylpyrocarbonate
(DEPC) ALE7K 30 pllc AR & 7.

2) Multiplex RT-PCRj%

Ed D F5 ¥ IS TDEPCHLBE /K IC ¥4 fif & & 72 RNA
D5 H5ulZ50°C 57 MmEA L, KEICHE <.
RIC20 pl ORISR ZINAZ 5. KIGHDNEFIERD &
¥ D T &H 5. RNase inhibitor (Promega corporation,
Madison, WI, USA); 8.25U (0.25 pul), Moloney
murine leukemia virus reverse transcriptase (Life
Technologies, USA) ; 50U, API2-MALT1 & X < i# &
F-1Z %} 9 % primer mix (PA1-PM2, PA3-PM4, 35X U
PA5-PM6) 800 pmol /L, Taq Gold DNA polymerase
(Applied Biosystems, Foster City, CA, USA); 1U, 15
mM of MgCl, 7% & 510X PCR buffer. PCRY g % &

Table 1. Antibodies used in immunohistochemistry

(GeneAmp PCR System 9700, PE Biosystem) @ 7" &
T LELTFDEHED THS. initial RT step& LT
37°C /3047 incubate, reverse transcriptase 2 2<% & 5
I\Z DNA polymerase 7% activate & & % 728 94°C /1247,
B ZICPCR(95°C /15%, 50°C /30%), 72°C /30%)) %=
35 cycles 17 - 7z. First-round PCRE ¥4 % % i IC
second -round multiplex nested PCRs (three parallel;
second PCR-A (PA2, PM1, PM3, PM5) , second PCR-B
(PA4, PM1, PM3, PM5), second PCR-C (PA6, PM1,
PM3, PM5)) IZ & > TZ N Z NHIE X 7z, Cycle
conditionld L FD B H TH%. 94°C /1057 D%,
95°C /158, 55°C /308, 72°C /300 7% 35 cycle{T- 7=.
PCRIEEMIEZ8% RV 7 7 V)V T 2 R )L THEKIKE)
WY, TFYULTARA R, UVERT
BiZ L7z, API2-MALT1H X J#E{n 7 OREMEa >~ k
O—)VIEHB X TE, IMEFMALTY > \EOFHKEZ
Wiz, i LZZRNADMREFE N TV A0 #ERRT 5 72
®internal control & L T factin mRNA fragment (190
bp) O RT-PCRZ [AKFIC1T > 7z. 1%-round RT-PCRIC
FH ™ 7z primer pair & AC1, AC2, nested PCRIC U 7z
primer pairlZ AC3, ACA TH 5. 5/ D primer DIFFELAL
H[id Table 27 204,
IRETFE AR

MALTY Y N\fEE Z NN DY 2 ISEICDNT,
PE « SR - 95 14 B B O B B2 IS 13 Fisher 1 i& %2
w7z, MALTY > 78fEIC DWW T BCL 10 F B O A
IS B 5 PR & R E TOMMOLEIT t #E
W Tz, 2 Ot PR E Yates i (E 2 iz 7z y 2
FE 2 O 7z

7w R

TRIEHE R
624 B H S8E (1l 1 S ) /ST, 45 B B S

Antibody clone Source Dilution Pre-treatment
Anti-CD20 L26 DAKO Japan (Tokyo, Japan) 1:100 )
Anti—-CD79a JCB117 DAKO Japan 1:300 Heat retrieval
Anti-CD15 MMA Becton Dickinson (San Jose, CA, USA) 1:50 Heat retrieval
Anti-CD21 1F8 DAKO Japan 1:100 Protease digestion
Anti-CD30 1G12 Novo Castra (Newcastle-upon—tyne, UK) 1:40 Heat retrieval
Anti-CD56 1B6 Novo Castra 1:50 Heat retrieval
Anti-IgA CB1-10.4/B8 Nichirei (Tokyo, Japan) Pre—diluted Tripsin digestion
Anti—cyclin D1 AM29 Zymed (South San Francisco, Ca, USA) Pre—diluted Heat retrieval
Anti-BCL-2 124 DAKO Japan 1:100 Heat retrieval
Anti-BCL-10 151 Zymed 1:3200 Heat retrieval
Anti-CD3 DAKO Japan 1:100 Heat retrieval
Anti-IgG DAKO Japan 1:4000 Heat retrieval
Anti-IgM DAKO Japan 1:2000 Heat retrieval
Anti-IgD DAKO Japan 1:500 Heat retrieval
Anti—kappa chain DAKO Japan 1:20000 Heat retrieval
Anti-lambda chain DAKO Japan 1:10000 Heat retrieval
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) > 7S R T i (reactive lymphoid hyperplasia:
RLH) TH o 7z, ISTEY > SHHEGEE 5O sOSTE
U > NYERNETE ik & 8 B sE K D e AE VR B N,
SRR L 2R T, IS 5 Y > SERIE B
PTHIFEAEMEL TED, £TOIEFICBNTH T
Ty MEICKBEET a7 ) EEO B IEEE
BENIEMN o T, SYIEFIDENEY P SfED S B, 50
JEBNEMALT U 2\, 55E 5113 Bl T P A Ao 2 B Al
fa V) > 8 (diffuse large B cell lymphoma: DLBL) ©
o 7z. MALTY /7% & Hodgkin lymphoma ® &
(MALT+HL), RAEZEITHIND Y > 78 (peripheral T

Table 2. Oligonucleotide Sequences of Primers

Primer Sequence

PA1 ttcatccgtcaagttcaage
PA2 agccagttaccctcatctac
PA3 ttactcaatgcagaagatga
PA4 gaaataagggaagaggagag
PAS caagagaactgattgatacg
PA6 attgcagccactgtattcag
PM1 cagccaagactgcctttgac
PM2 ttgaacaaaaggatgtccag
PM3 ggcatcagcttttgggaagt
PM4 actgtaaaaccaatgtgctg
PM5 aaaggctggtcagttgtttg
PM6 ttcctatcaaaagggcaacc
AC1 gagcaagagaggcatcct
AC2 cagtggtacggccagagg
AC3 tggagaaaatctggcaccac
AC4 gaggcgtacagggatagcac

PA1-6, AC1, AC3: sense primers.
PM1-6, AC2, AC4: antisense primers.

B F

cell lymphoma: PTCL), & FINK/THI g UV > /N i
(extranodal NK-T cell lymphoma, nasal type: NK/T)
MZENZNUERIT OFED 5Nz, MALT Y >/ [#iE
CD203 %\ & CD79al 1 DR HLLAIRE B 2 W I HLER
kEBAIIAEALLD /NI & I 2/ 7 SEROD monotonous
B K D D, follicular colonization £ > T\ %
ETAEH o HBERIRIR TG LELABIR T Nz,
s a7 VEEEIEBHEOE /) Ja—F )ik
381 (IgM -lambda (3), IgM-kappa (2), Ig-lambda
(D) Z > I EMEAND Mt Z R B RERINH O,
Dutcher/MADEUR. I Nz, 7oy MEICEK S
g7y EPHO BRSO 23 5ERI O MALT
U NI, Z05 BITHEFNCED 5Nz,
DLBLODSHEFID 5 B, 2HEHNCIEMALT Y > 7D X
DINEIEL TV e,

EEPR{%R

Bz LiE30:32, Fhild 26-92 7% CFH4FH © 60.7/%)
TH oz, FERIFERAMAD 2 VISR (46) , IRERZS
(7)), #EfEFEI (6) , ARRAE N (3), iR (3), EH (D,
(D) T - To. kiR I STEEFI DX 5 N,
EMN 5132 7 H THEEMMIE202 7 HTH - 7z,
9 22 G171 R I (29) , HR JE B kS AH 4% (22) , TR IR
(10), RZE (1) TH > 7=, 12JEHNTmARRETH - 7=
(Table 3) .

TRBRFEIE MALT ) o7 S 29 (Z21E) 1 B S5 iss
(o —7 L ERERE, SLE & EEMIS M REET U o
STFOGEH) AL TV,

SR S JES8YE 1] O F PR 9 B 1 stage 1 HV52
JERB, stage gL EMW6SER T - 7z (Table 4). X7z
194EH] (5 B MALT Y >/ 7 I 165EB) 1 FEFEMER
5N, YA EDIREGNIWIFENES; & FREREE (&R CRHARSY
T®H o7z (Table 5).

Table 3. Clinical features of ocular adnexal lymphoproliferative disorders

Histology Number of Gender Age (years) Involved  sites Extraorbital Relapse Death of
cases M:F Range Mean Con Orbit LG LS involvement lymphoma
ML 58 29:29 26-92 61.1 28 22 7 1 6 19 10151
MALT 50 25:25 26-83 59.6 24 19 7 0 3 16 0312t
DLBL 5 3:2 71-92 78.6 2 3 0 0 2 1 0@
MALT+HL 1 1: 72 1 0 0 0 0 1 0
PTCL 1 0:1 50 1 0 0 0 0 0 0
NK/T 1 0:1 50 0 0 0 1 1 1 1
RLH 4 1:3 28-70 54 1 0 3 0 1 0 mt
Total 62 30:32 26-92 60.7 29 22 10 1 7 19 1.(16)

ML; malignant lymphoma, MALT; extranodal marginal zone B-cell lymphoma, DLBL; diffuse large B cell
lymphoma, MALT+HL; MALT lymphoma combined with Hodgkin lymphoma, PTCL; peripheral T cell
lymphoma, unspecified, NK/T; extranodal NK-T cell lymphoma, nasal type, RLH; reactive lymphoid hyperplasia,
M : F ; Male : Female, Con; conjunctiva, LG; lacrimal gland, LS; lacrimal sac

*The patient showed swelling of the submandibular gland on radiological study, but a biopsy was not done.

t Number of cases who dropped out of follow-up.
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B BE R OB ORI IZYIRO A H B W0
7L R VNI, RFTIGRREEED, #E17EdH 50
EHRICE2ELZEED T S NS ERICH > 72
(Table 6) . [ISTEY > 7 SEHEGEE BT R U TRt
Bi52 (2) , PSLNAR (2) M1z,

TR CEEIR @ 31.1 7 A) WM T E Tz 4656,
JRFRIC K B HETIENK/TY VNI ORTH - 7z,

MALTY VNl & Z LIy ) oS fE (DLBL,
MALT + HL, PTCL, NK/T) I DU CHRIRAT R Z2 Brifg L
7z T A, MALTY 28 REMEOME R (P<0.05)
MRS ENTA, M- FIIFE - AR - R0 -
HROEEICHIAMNCAEEZIIRD b NEho Tz,

Table 4. Subtypes of malignant lymphoma and clinical stage

Subtype Total Stage I Stage ll; Stage lll; Stage IV¢
(n=58) (n=52) (n=1) (n=4) (n=1)

MALT 50 47(8) 2 1

DLBL 5 3(1)” 2

MALT+HL 1 1

PTCL 1 1

NK/T 1 1

MALT; extranodal marginal zone B-cell lymphoma, DLBL;
diffuse large B cell lymphoma, MALT+HL; MALT lymphoma
combined with Hodgkin lymphoma, PTCL; peripheral T
cell lymphoma, unspecified, NK/T; extranodal NK-T cell
lymphoma, nasal type.

*Number of patients with only bilateral ocular adnexal disease.

Table 5. Patients with recurrence of malignant lymphoma

T13

BCL10EH %R

MALT V) > 7SHES05E B H, 294E 1] (58 %) 1< BCL10
EHOMMN CRANOFRENED 5Nz, 580 oMM
) 2N, BOSTEY 2o SEHRGETE B DERNIC 1E BCL10
EHRBIEIRAOATKERERD SN EN > T
(Fig. 2, Table 7). MALTY > /8Jf#IC 3T, BCL10
KFEBLODGER] & ffk D HOFEEIDIERNIC DOV, M -
SRR« FRAETAL - BRI « R kow’(ktﬁx
BEfL7eh, MatPMICAEAZEED NG - T
(Table 8) .
API2-MALT1 % X 5B FOHIR

W R I X O HREGTIBR A MALTY > /N fiE67
#ifk, DLBL 6#i{&, Hodgkin >//Sfii& MALTY >//%
fED A 28K, RLH 484K) D857 ¢ VIR S
RNAZfhiH U7z, Bactin ®FBZ 698k (MALT V)
7SI 58 KA ICERS BNz, API2-MALT1F+ X 5
B TFOMHIEEESD 5 Nah - 7 (Fig. 3) .
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AL TIERREEREIG U > 7 SBEGE 5 ER 22 s B A
MChRES U7ed, LI UIERIGTEY > SEHRGETE Bk &
MALT V) > /SEDOHEERIDNE#E LW & H -7z, MALT
U 2SHISETTDELS, TREFOI ENZWVZD
BERZZIIC & MZ ORI EE L. Yy 7oy bk
RPCRIER & DEAn RMTIZ ) > SHEFEMEEEIC B
U % SRS TEIRZ & IS MR Z O BRI A H Td 5 7,

Case Age Sex Primary Primary Clinical Treatment Time of Recurrent Site of Re- Status at last follow up
tumor site stage recurrence tumor recurrence treatment
No. (years) (months)
1 59 M MALT R-Con I Excision 16 MALT R-Con Excision Alive
2 77 F MALT L-Orbit I  Excision 29 MALT L-Orbit Rad CR
3 59 M MALT R-Con I Excision 5 MALT R-Con Excision Alive
4 56 F MALT R-Orbit I Excision 7 MALT R-Orbit Excision CR
5 38 M MALT L-Con I Chemo 23 MALT* L-Con Lost to follow up
6 65 F MALT R-Con 1 Excision 7 MALT* R-Con No therapy Alive
7 74 F MALT L-Orbit I PSL 7 MALT L-Orbit Rad Alive
8 51 M MALT R-Con I Excision 114 MALT R-Con PSL Alive
9 67 M MALT R-Orbit I PSL+Rad 12 MALT* R-Orbit Rad CR
10 48 F MALT B-Orbit I L-Excision 24 MALT R-Orbit PSL+Rad CR
11 26 F MALT R-Con I Excision 1 MALT R-Con PSL Lost to follow up
12 72 M MALT+HL L-Con I Excision 17 MALT+HL L-Con Rad PR
13 52 F MALT R-LG I PSL 13 MALT L-LG PSL CR
14 28 F MALT L-Con I Rad 10 MALT R-Con Rad CR
15 76 F MALT B-Con 1 Excision 40 MALT Cheek, forehead Lost to follow up
16 59 F MALT R-LG 1 Excision 15 MALT B-parotid gland Chemo PR
17 61 M MALT R-LG I PSL 60 MALT B-Orbit, mediastinal LN Chemo PR
Dead of brain hemorrhage
18 50 F NK-T R-LS I Chemo 2 NK-T R-LS Chemo Dead of lymphoma
19 77 M DLBL B-Orbit 1 PSL 26 Plasma cell-dominant cervical LN Excision PR

M; Male, F; Female, MALT; extranodal marginal zone B-cell lymphoma, MALT+HL; MALT lymphoma combined with
Hodgkin lymphoma, NK/T; extranodal NK-T cell lymphoma, nasal type, DLBL; diffuse large B cell lymphoma, Con;

conjunctiva, LG; lacrimal gland, LS; lacrimal sac

R-:right side, L-:left side, Rad:radiation, Chemo:chemotherapy, CR: complete remission, PR: partial remission.
*We did not biopsy the recurrent tumor, but it was clinically diagnosed as MALT lymphoma.
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Table 6. Initial treatment of ocular adnexal lymphomas
Treatment Total Stage [ Stage Il Stage Il Stage IV,
(n=57) (n=52) (n=1) (n=3)* (n=1)
Excision(observation) 26 26
PSL 10 10
Localized radiation 11 1
PSL+localized radiation 3 3
Systemic chemotherapy 7 2 1 3 1
*One patient with DLBCL of 4 patients who had stage III, disease was lost to
follow-up.
PSL; Predonisolone
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Fig. 2 . BCL 10 expression in MALT lymphoma by immunohistochemical staining. (a) Lymphoma cells show predominantly
aberrant nuclear expression (x100). (b) Lymphoma cells show only cytoplasmic expression (x100).

Table 7. BCL 10 expression in ocular adnexal lympho-
proliferative disoders

Table 8. Comparison of nuclear and cytoplasmic BCL 10
expression in MALT lymphoma

Histology Number of BCL 10 expression
cases cytoplasmic  nuclear(>10%)

MALT 29 + +

21 + -
DLBCL 5 + -
MALT+HL 1 + -
PTCL 1 + -
NK/T 1 + —
RLH 4 + -

MALT; extranodal marginal zone B-cell lymphoma, DLBL;
diffuse large B cell lymphoma, MALT+HL; MALT lymphoma
combined with Hodgkin lymphoma, PTCL; peripheral T
cell lymphoma, unspecified, NK/T; extranodal NK-T cell
lymphoma, nasal type, RLH; reactive lymphoid hyperplasia.

Clinical parameters BCL 10 expression

nuclear cytoplasmic P
(n=29) (n=21)
Age (years) mean 59.4 59.9 NS*
(range) (28-89)  (38-79)
Gender
male 12 13
NS'
female 17 8
Site
Con (24) 13 11
Orbit (19) 13 6 NS'
LG (7) 3 4
Extaorbital involvement (3) 1 2 NS'
Relapse(16) 8 8 NS'
Time of recurrence (month) mean 22.3 14.8 NS*
(range) (7-65) (5-29)

NS; not significant, Con; conjunctiva, LG; lacrimal gland
* Based on the Student’s t test.
" Based on the Pearson y ? statistic with Yates’ correction.
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Fig. 3. Multiplex reverse transcriptase-PCR assay for the
API2-MALT1 fusion transcript. (a) second PCR-A. (b) second
PCR-B. (¢) second PCR-C. lane N: no template RNA. lanes
P1: the positive control (pulmonary MALT lymphoma)
showing about 320 bp in second PCR-A and about 90 bp in
second PCR-B. lane P2: the positive control (pulmonary
MALT lymphoma) with breakpoint A1446 to M1123 (107 bp)
in second PCR-B. lane P3: the positive control (pulmonary
MALT lymphoma) with breakpoint A1701 to M1123 (125 bp)
in second PCR-C. lane 1-6: Ocular adnexal MALT lymphomas
in which API2-MALT1 fusion was not detected. The f -actin
transcript (190 bp) was amplified in these cases indicating the
adequate quality of RNA (d).
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