Malignant Lymphomas

Translocation t(9;14)(p13;932) in cases of splenic
marginal zone lymphoma

Translocation t(9;14)(p13;q32) involving PAX5 and
IGH genes was first described in lymphoplasmacytic
Iymphoma. New data suggest that this translocation
is not restricted to a specific morphologic subtype
but occurs in other B-cell lymphomas. We present
three cases with a diagnosis of splenic marginal zone
Iymphoma and t(9;14) confirmed by fluorescent in
situ hybridization.
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Translocation t(9;14)(p13;q32) involving PAX5 and IGH
genes was first described in lymphoplasmacytic lym-
phoma." However, Tracy et al.” recently studied a series of
37 low-grade B-cell lymphomas: 13 lymphoplasmacytic
lymphomas, 18 marginal zone lymphomas (8 with the
splenic form) and 6 small lymphocytic lymphomas by flu-
orescence fn situ hybridization (FISH) with a PAX5 probe
and did not detect any evidence of PAX5 rearrangement,
suggesting that t(9;14)(p13;q32) is not frequent in lympho-
plasmacytic lymphomas and in other low-grade B-cell lym-
phomas. Poppe et al.’ reported PAX5/IGH rearrangement in
10 B-cell lymphomas using FISH. This aberration was
detected in four cases of histiocyte-rich, T-cell-rich B-cell
lymphomas and in two cases of post-transplantation dif-
fuse large B-cell lymphomas. They concluded that
t(9;14)(p13;q32) was not restricted to a specific morpho-
logic subtype and occurred in different clinical settings
with advanced disease and adverse prognosis.

Given the heterogeneity of lymphomas associated with
t(9;14)(p13;q32) illustrated by the previous reports,'™ our
aim was to describe the involvement of this translocation
in splenic marginal zone lymphoma (SMZL). The subjects
were patients referred from different hospitals affiliated to
the Spanish Cytogenetic Working Group (GCECGH,
AEHH) and from Red de Grupos de Linfomas (G03/179)

Letters to the Editor

between 2000 and 2005. Among our series of 160 SMZL
(unpublished data), the t(9;14)(p13;q32) was detected by
spectral karyotyping (SKY) in three cases with a complex
karyotype (Figure 1A). The patients were diagnosed
according to the criteria of Mollejo et al.* The diagnosis of
case #1 was suggested by clinical, morphological, cytolog-
ical, immunophenotypic, and cytogenetic studies from
peripheral blood. Clinical, histological and cytogenetic data
are summarized in Table 1.

FISH studies were performed with the aim of confirming
the involvement of the PAX5 and IGH genes. We used split
probes with 5’ sequences labeled in red and 3’ sequences
in green according to the Dako (PAX5, Dako, Denmark)
and Vysis (IGH, Vysis, Downers Grove, IL, USA) data
sheets. A minimum of 200 interphase nuclei and five
metaphase cells were scored (Figure 1BC). To evaluate the
cutt-off of these locus-specific probes we analyzed five
healthy donors.

In case #2, conventional cytogenetics revealed meta-
phases with t(14;19) as a sole translocation and SKY also
revealed a t(9;14) in a low proportion of cells. One year
after the diagnosis, G-banding was able to detect the two
translocations in a large proportion of cells. According to
FISH studies of paraffin-embedded spleen samples, this
patient showed double translocation of the IGH gene in a
low proportion of cells. A large population of cells present-
ed only one rearrangement, suggesting that the t(9;14) was
a secondary aberration. We performed FISH with a BCL3
split probe (DAKO, Denmark) to check the involvement of
this gene in t(14;19) (Figure 1D). The FISH results are sum-
marised in Table 2.

Only a few series of SMZL patients have reported chro-
mosomal data and these revealed a high incidence of dele-
tions of 7q, gains of 3q and a few cases with translocations
involving 14¢32.°” To our knowledge, only one case of
SMZL with a complex translocation t(2;9;14)(p12;p13;932)
involving the PAX5 gene has been previously reported.’
Reviewing all reported cases with t(9;14), it is interesting to
note that all of them had complex karyotypes and in some
patients t(9;14) was detected after the use of multicolor
FISH techniques.

Among additional anomalies in cases with t(9;14),
involvement of chromosome 1 (usually duplications in 1q)
and trisomy 3 have been found most frequently. Our three

Table 1. Clinical data in three patients with splenic marginal zone lymphoma (SMZL) and (9;14)(p13;932).

Case Age/Sex Splenomegaly Bone marrow Immunophenotype Histology Karyotype/SKY
involvement (tissue) (tissue)
1 69/F Yes No CD10-,CD20+, CD79b-, Not done 46-49,XX,+3, der(3)t(3;22)(p11;q11),
CD5-,CD23+, CyclinD1- (PB) der(6)t(1;6)(q10;927), del(7)(q32),der(11)
1(6;11) (7,023), 1(9;14)(p13;q32),-22,
+mar(2), +mar(9), +mar(11) [cp5] (PB)
2 73/F Yes Yes CD10-,CD20+,CD79b+, SMZL 47-49 X,-X,+3,der(3)t(3;8)(8pter?8p11::
500 g |gD+,CD5-, P53- diffuse 3p11?3qter),+7,der(8)t(3;8)(3?q::8p11?
Cyclin D1- (BM) pattern 8022::37),1(9;14)(p13;q932),t(14;19)
(932;913),-21,+mar(11),+r(1)[cp4] (BM)
3 73/F Yes Yes CD10-, CD20+, CD79a+, SMZL 46-49,XX,dup(1)(922q32),+4,
2219 ¢ CD43-, 1D+, IgM+, CD5-, diffuse del(4)(p11),del(4)(p11),+7,
(D23, P53, Cyclin D1- (PB) pattern del(9)(p21), der(9)t(9;14)(9pter?

9p13::14q32?14q11::9p13?9qter),
t(2;16)(?;q22),+mar (?4)[cp3] (PB)

1 died; PB: peripheral blood; BM: bone marrow.
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Table 2. FISH studies of the three cases of SMZL and PAX5/IGH rearrangement.

Case Aberration Tissue Sample Probe Conclusions and comments
1 t(9;14)(p13;q32) PB PAX5 split reciprocal translocation
IGH split PAX5/IGH
2 1(9;14)(p13;932) BM PAX5 split reciprocal translocation
IGH split PAX5/IGH
1(14;19)(932;913) BM BCL3 split reciprocal translocation
IGH split BCL3/IGH
Spleen PAX5 split
IGH split double split signal
reciprocal translocations
PAX5/IGH
BCL3/IGH
3 t(9;14)(p13;q32) PB PAX5 split
IGH split reciprocal translocation
Spleen PAX5 split PAX5/IGH
IGH split

PB: peripheral blood; BM: bone marrow.
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patients with SMZL also had complex karyotypes with
partial gains of 1q (3/3 cases) and trisomies 3 and 7 (2/3
cases). In two of them, t(9;14) was detected by SKY. Poppe
et al. reported that t(9;14) was associated with an adverse
prognosis but it could be argued that the poor prognosis of
t(9;14) is due to the complexity of the karyotypes rather
than to the t(9;14). In our series, one patient died 4 years
after being diagnosed and the follow-up of the other two
cases is too short to determine the prognostic significance
of this aberration in SMZL.

A histological evaluation of the spleen was available for
two of our three patients. Interestingly, both these cases
had a diffuse splenic pattern uncommon in this type of
lymphoma. In one of them, the infiltration was just detect-
ed after the molecular study of IGH rearrangement
(Genescan). Mollejo et al.® considered cases with a diffuse
pattern of infiltration a putative variant of SMZL, with
some distinctive features, such as lack of micronodules,
marginal morphology with abundant cytoplasm, p53 inac-
tivation and cutaneous involvement. Our two patients did
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Figure 1. FISH results. A. SKY of the complex
karyotype of case #1 as a representative
image of t(9;14)(p13;932); B. PAX5 rearrange-
ment on derivative 14 (case #2); C. The IGH
split signal confirms the reciprocal transloca-
tion t(9;14)(p13;9q32) (case #3); D. The BCL3
split signal shows the involvement of this gene
in 1(14;19)(q32;q13) (case #2).

not, however, have these features.

To conclude, our findings confirm the low incidence of
t(9;14)(p13;q32) in SMZL and that the histology of the
spleen of this entity could be atypical. In the light of both
the complexity of the karyotypes and the results obtained
by G-banding and FISH analysis in case #2, we hypothe-
size that t(9;14) could be a secondary event. Further cases
and follow-up of patients with this anomaly are necessary
for a better understanding of the role of PAX5 in SMZL.

Cristina Bard,* Marta Salido,™ Alicia Domingo,°® Isabel Granada,”
Lluis Colomo,® Sergi Serrano,” Francesc Solé*

*Laboratori de Citogenética i Biologia Molecular, Servei de Patologia,
Hospital del Mar, IMAS, IMIM, URNHE-PRBB, URTTS-PRBB,
Barcelona, Spain; *Escola de Citologia Hematologica Soledad
Woessner-IMAS; °Servei d’Hematologia, I[CO, Ciutat Sanitaria i
Universitaria de Bellvitge, Hospital Princeps d’Espanya, L’ Hospitalet
de Llobregat, Spain; *Servei d'Hematologia,

Hospital Germans Trias i Pujol, Badalona, Spain;

“Servei d’"Hematopatologia,

Hospital Clinic i Provincial, Barcelona, Spain



Acknowledgments: this work was partially supported by

grants from ISCII, Ministerio de Sanidad y ansumo (G03/179,
PI030394 and P1051072) and Fundacié La Maraté de TV3
(Cancer). We would like to thank Blanca Espinet, Anna Carrig,
Vicens Romagosa, Fuensanta Milla, Paula Blanco and

Elias Campo for helpful discussion and support.

Funding: this work has been partially supported by grants from ISCI-
1L, Ministerio de Sanidad y (?zmsumo 03/179, Pj%SOS 94

and P1051072) and Fundacié La Maratd de TV3 (Cancer).

We would like to thank Blanca Espinet, Anna Carrid,

Vicens Romagosa, Fuensanta Milla, Paula Blanco and

Elias Campo for helpful discussion and suppornt.

Key words: PAX5, IGH, SKY, SMZL.

Correspondence: Cristina Bard Llacer, Laboratori de Citogenética

i Biologia Molecular, Setvei de Patologia, Hospital del /Vﬁlr, Passeig
Maritim, 25-29, 08003 Barcelona, Spain. Phone: international
+34.9.32483521. Fax: international +34.9.32483131.

E-mail: charo@imim.es

Letters to the Editor

References

1.

Offit K, Parsa NZ, Filippa D, Jhanwar SC, Chaganti RSK.
t(9;14)(p13;q32) denotes a subset of low-grade non-Hodgkin’s
lymphoma with plasmacytoid differentiation. Blood 1992; 80:
2594-9.

. Tracy IG, Wrede JE, Bangs CD, Cherry AM, Warnke RA, Arber
DA. Low-grade B-cell lymphomas with plasmacytic differentia-
tion lack PAX-5 gene rearrangements. ] Mol Diag 2005;7:346-51.

. Poppe B, De Paepe P, Michaux L, Dastugue N, Bastard C, Herens
C, et al. PAX-5/IgH rearrangement is a recurrent finding in a sub-
set of aggressive B-NHL with complex chromosomal rearrange-
ments. Genes Chromosomes Cancer 2005;44:218-23.

. Morrison AM, Jager U, Chott A, Schebesta M, Haas OA,
Busslinger M. Deregulated PAX-5 transcription from a translocat-
ed IgH promotor in marginal zone lymphoma. Blood 1998; 92:
3865-78.

. Mollejo M, Menarguez L, Lloret E, Sanchez A, Campos E, Algara
P, et al. Splenic marginal zone lymphoma: a distinctive type of
low-grade B-cell lymphoma. Am J Surg Pathol 1995;19:1146-57.

. Solé%, Salido M, Espinet B, Garcia JL, Martinez Climent JA, et al.
Splenic marginal zone B-cell lymphomas: two cytogenetic sub-
types, one with gain of 3q and the other with loss of 7q.
Haematologica 2001;86:71-7.

. Sonoki T, Iiglarder L, Horsman DE, Karran L, Taniguchi I, Willis
TG, et al. Cyclin D3 is a target gene of t(6;14)(p21.1;q32.3) of
mature B—ceﬁ/mahgnancies. B?oo 2001;98:2837-44.

. Mollejo M, Algara P, Mateo MS, Sanchez-Beato M, Lloret E,

Medina MT, et al. Splenic small B-cell lymphoma with predom-

inant red pulp involvement: a diffuse variant of splenic marginal

zone lymphoma¢ Histopathology 2002;40:22-30.

haematologica/the hematology journal | 2006; 91(9) | 1291 |





