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| Summary
Introduction: Mantle cell lymphoma usually occurs in lymph nodes and bone marrow, 
and sometimes it can also be present in peripheral blood. In rare cases, extranodal le-
sions can be detected, but mainly as gastrointestinal polyposis. Case report: A 79-year-
old man with a gritty feeling on both eyelids of one year and one month duration. The 
patient developed visual acuity loss and bilateral upper eyelid masses. The biopsy from 
March 2013 indicated an immunophenotype B non Hodgkin lymphoma and computed 
tomography had shown impaired lungs and spleen. The patient underwent six cycles of 
RCHOP until complete remission of the disease on February 2014. Conclusion: immu-
nohistochemical study and description of pathologycal biopsy have major importance 
to confirm the diagnosis of mantle cell lymphoma. Moreover, staging the disease is very 
important not only to assess prognosis but also to establish the most appropriate therapy.

| Introduction
Lymphoproliferations of the eye, including intraocular and ocular adnexal non-Hod-
gkin lymphoma (NHL), constitute a heterogeneous group of neoplasms that repre-
sent less than 1% of all NHLs and 5% to 15% of all extranodal sites (1-3). Most of 
these lesions are marginal zone B-cell lymphoma or mucosa-associated lymphoid 
tissue (MALT) lymphoma, diffuse large B-cell Lymphoma and follicular lymphoma. 
There are some rare subtypes such as lymphoplasmacytic, mantle-cell lymphoma, 
plasmacytoma, and immunoblastic lymphoma, listed in decreased frequency (4).

Mantle-cell lymphoma (MCL) usually occurs in lymph nodes and bone marrow, 
with or without blood related problems. There are some rare reports of ocular ad-
nexa impairment, representing 1-5% of the primary ocular adnexa lymphomas (5).

MCL are composed by small and medium size lymphoid cells that can be seen in 
three different patterns: diffuse, nodular or mantle zone. MCL incidence is signifi-
cantly higher in men, in Caucasians, and patients in their sixties and seventies (7).  
It has slow progression, and most patients are diagnosed with late-stage MCL, with 
disseminated disease at lymph nodes, spleen, gastrointestinal tract, extra nodes 
sites and waldeyer ring, with a median survival of 3-5 years (8).

Immunostaining for p53 protein can be detected (3), 90% of the MCL patients have 
an over expression of cyclin-D1 protein (9) and also a frequent t(11;14)(q13;q32) trans-
location related to the expression of the gene CCND1 (10).  Whenever the cyclin D1 
immunostaining is negative, SOX11 protein can be a reliable marker for diagnosis (11.)

| Objective
The objective of this paper is to report a rare case of a bilateral eyelid mantle-cell 
lymphoma in a patient admitted to the Hematology service from Hospital Estadual 
Mario Covas, Santo André-SP, Brazil.
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| Case Report
A 79-year-old male presented with gritty feeling in both 
eyelids of one year and one month duration. The com-
plaints further aggravated by painful swelling and lacrima-
tion (Figure-1). By the time he arrived at the hematology 
service he had lost his vision acuity.

On March 2013 his left eyelid was biopsied and its histo-
pathological examination showed an atypical lymphoid hyper-
plasia. Immunohistochemical studies show that the neoplastic 
cells are expressing Bcl-2, CD5, CD20, CD43, and cyclin-D1. 
They are negative for AE1/AE3, CD3, CD10, CD23, and 
CD30. Ki-67 is performed for evaluation of the mitotic index, 
which highlights 20–30 percent of the neoplastic cells. That in 
conclusion, classified as mantle-cell lymphoma.

Computerized tomography scan of chest and abdomen 
revealed evidence of parenchyma lung and spleen involve-
ment. Bone marrow biopsy showed diffuse lymphocytic in-
filtration with 70% cellularity. The patient was treated with 
6 cycles of chemotherapy: rituximab, cyclophosphamide, 
doxorubicin, vincristine, and prednisone (R CHOP) from 
October 2013 to February 2014 (Figure-2). Patient has re-
mained in complete clinical remission until now.

Table 1. Comparison of eyelid MCL case presentations

Albuquerque et al.,
Brasil 2006

Khojeini et al., 
EUA 2013

Medrado et al.,
Brasil 2013

Matushita et al.,
Brasil 2014

Patient 62 year male 78 years male 73 years male 79 years male

Chief
complaint

Superior bilateral eye-
lid tumor with burning 
feeling and pain of four 
month duration.

Inferior bilateral eyelid 
tumor of twelve months 
duration. Solid and 
eritamatous masses and 
pain from palpation. 

Inferior and superior 
bilateral eyelid tumor 
o fone year and six 
months duration. 
Painless. 

Inferior and superior 
eyelid tumor with 
pain from palpation 
of one year and one 
moth duration.

Visual
changes

Ocular extrinsic 
control mobility 
impairment, punctate 
keratitis  ++/4.

Patient denies de-
crease of viasual acuity, 
photophobia, buring 
feeling or diplopia.

Decrease of visual 
acuity, bulging and 
eyelid proptosis

Loss of visual acuity, 
lacrimation, gritty 
feeling on the eyes.

Immuno-
hystochemical

CD5+,CD20+, 
cyclineD1+,  CD23-, 
CD10-.

Bcl-2+, CD5+, CD20+, 
CD43+, cyclineD1+, 
CD3, CD10-, CD23-, 
CD30-, AE1/AE3- 

CD5+, CD20+, cy-
clineD1+

CD20+, BCL-2+, 
cyclineD1+, ki67 30%, 
CD3-, CD5-, CD10-

Treatment Chemotherapy (cyclo-
phosphamide, vincris-
tine and prednisone), 
4 cycles of  Hyper 
CVAD and bone mar-
row transplant.

Not reported Chemotherapy: 3 
cycles of  CHOP and   
6 cycles of FCR

Chemotheraphy: 6 
cycles of RCHOP with  
granulokine during 5 
days after the end of 
the RCHOP.

Abbreviation: RCHOP (rituximab, cyclophosphamide,doxorubicin, vincristine e prednisone), FCR (Fludarabine, Cyclof\phosphamide, Ritux-
imab) Hyper CVAD (cyclophosphamide, doxorubicin, vincristine, dexametasone, mesna, methotrexate, leucovorin and citarabine).

Figure 1. Bilateral eyelid tumor (March 2013).

Figure 2. Patient after six cycles of RCHOP (February 2014).
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| Discussion
Pathologies such as inflamatory pseudotumor and reac-
tional lymphoid hyperplasia are more frequent in the ocu-
lar region, making the orbital lymphoma’s diagnosis more 
difficult. The clinical presentation and the radiologic char-
acteristics are very similar to other neoplasm once these 
diseases have proptosis and swelling, with or without pain. 
They also might present exophthalmia, loss of the visual 
acuity, dacryocystitis, lacrimation and diplopia. Our pa-
tient presented with all these signs and symptoms.

The immunohystochemical study associated with the 
anatomopathologycal report from the biopsy is very im-
portant for the confirmation of the diagnosis (12).

Furthermore, staging the patient is decisive to evaluate 
the prognosis and establish the therapeutic regimen.

Johnson et al, observed 77 patients with ocular adnexa 
lymphoma and concluded that eyelid lesions frequent-
ly evolve to disseminated lymphomas, while conjunctival 
lymphomas are usually local (13). Our patient presented 
with eyelid lymphoma in an advanced stage.

There are only a few cases of eyelid MCL described in the 
medical literature, once these disease manifestations are 
very rare (Table 1).

The combination of chemotherapies, rituximab and bone 
marrow transplant is one of the best therapeutic regimen for 
MCL, evidenced by Looietal et al. (14) and Rasmussen et al 
(7). Our patient underwent six RCHOP cycles ( rituximab, cy-
clophosphamide, doxorubicine, vincristine and prednisone) 
associated with 5 days of post-chemotherapy granulokine. He 
completed in remission of the disease on February 2014.

| Conclusion
Eyelid MCL is a rare disease with difficult diagnosis, even 
though it is more often associated with systemic impair-
ment. There is a strong need for collaboration between 
ophthalmologists and hematologists, as these patients 
require concomitant ophthalmologic and hematologic 
control. The correct management of the disease results in 
significant clinical improvement, as well as visual acuity 
recovery, pain relief and better quality of life.

| References
1.	 Spraul CW, Mattfeldt T, Lang GK. [Conjunctival pseudolymphoma in infec-

tious mononucleosis]. Klin Monbl Augenheilkd. 1999 Jul;215(1):68-9.

2.	 Tovilla-Canales JL, TovillayPomar JL, Ceron JR. Lymphoproliferative disorders 
of the ocular adnexa. Curr Opin Ophthalmol. 2004 Oct;15(5):401-5.

3.	 Coupland SE, Krause L, Delecluse HJ et al. Lymphoproliferative le-
sions of the ocular adnexa. Analysis of 112 cases. Ophthalmology. 1998 
Aug;105(8):1430-41.

4.	 Ponzoni M, Govi S, Licata G, et al. A reappraisal of the diagnostic and therapeu-
tic management of uncommon histologies of primary ocular adnexal lympho-
ma. The Oncologist 2013;18:876-884.

5.	 Coupland SE, Heimann H, Bechrakis NE. Primary intraocular lymphoma: a re-
view of the clinical, histopathological and molecular biological features. Graefes 
Arch Clin Exp Ophthalmol. 2004 Nov;242(11):901-13.

6.	 Ferry JA, Fung CY, Zukerberg L et al. Lymphoma of the ocular adnexa: A study 
of 353 cases. Am J Surg Pathol. 2007 Feb;31(2):170-84.

7.	 Rasmussen P, Sjö LD, Prause JU, Ralfkiaer E, Heegaard S. Mantle cell lymphoma 
in the orbital and adnexal region. Br J Ophthalmol. 2009 Aug;93(8):1047-51.

8.	 Cerny T, Gillessen S. Advances in the treatment of non-Hodgkin’s lymphoma. 
Ann Oncol. 2002;13 Suppl 4:211-6.

9.	 Yang WI1, Zukerberg LR, Motokura T, Arnold A, Harris NL. Cyclin D1 (Bcl-1, 
PRAD1) protein expression in low-grade B-cell lymphomas and reactive hyper-
plasia. Am J Pathol. 1994 Jul;145(1):86-96.

10.	 Siqueira, SA. Contribuição da imuno-histoquímica para a classificação dos lin-
fomas de pequenas células B. São Paulo. Tese [Doutorado em Ciências] - Uni-
versidade de São Paulo; 2005.

11.	 Mozos A, Roue G, Lopez-Guillermo A, et al. The expression of the endoplasmic 
reticulum stress sensor BiP/GRP78 predicts response to chemotherapy and de-
termines the efficacy of proteasome inhibitors in diffuse large b-cell lymphoma. 
Am J Pathol. 2011 Nov;179(5):2601-10.

12.	 Jakobiec FA, Knowles DM. An overview of ocular adnexal lymphoid tumors. 
Trans Am Ophthalmol Soc. 1989;87:420-42; discussion 442-4.

13.	 Johnson TE, Tse DT, Byrne GE Jr, et al. Ocular-adnexal lymphoid tumors: a 
clinicopathologic and molecular genetic study of 77 patients. Ophthal Plast Re-
constr Surg. 1999 May;15(3):171-9.

14.	 Looi A, Gascoyne RD, Chhanabhai M, Connors JM, Rootman J, White VA. 
Mantle cell lymphoma in the ocular adnexal region. Ophthalmology. 2005 
Jan;112(1):114-9.

Figure 3. A) Axial CT before chemotherapy from April 2013.
B) Axial CT after chemotherapy from March 2014.


