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Herein, we aimed to report a diffuse large B cell lymphoma (DLBCL) case that had extensive cutaneous relapse with no
skin involvement previously. A 59-year-old man presented to hospital in April 2014 with fatigue, anorexia, fever, and anemia.
Cervical lymph node biopsy revealed CD20+, BCL2+, MUM1+, BCL6+ high grade B lymphoproliferative neoplasm. After FISH
investigation, he was diagnosed as DLBCL. He was given 7 cycles of R-CHOP and achieved remission. However, in November
2014, he had emerging skin lesions that cover nearly all of his body. A control PET-CT revealed diffuse cutaneous involvement.
CD20+, BCL2+, MUM1+, BCL6+ high grade B cell lymphoma infiltration was detected with skin biopsy. He was diagnosed as
relapse lymphoma, so 2 cycles of R-DHAP were given. There was no treatment response; therefore, R-ICE regimen was started.
The patient had achieved second complete remission and his skin lesions were completely regressed. The involvement of skin with
CD20+ cells after 7 cycles of rituximab therapy favors that there is a rituximab resistant disease which tends to involve the skin. To
conclude, DLBCL may relapse extensively with cutaneous involvement and the best treatment option in these patients is salvage
chemotherapy followed by autologous peripheral blood stem cell transplantation.

1. Introduction

Diffuse large B cell lymphoma (DLBCL) is the most com-
mon histologic subtype of non-Hodgkin lymphoma [1]. The
majority of relapses occur during the first two years after com-
pletion of treatment [2, 3]. Relapses are usually symptomatic
and rarely identified solely on the basis of routine imaging
[4–6]. Extra nodal involvement of B cell lymphoma generally
appears in gastrointestinal system followed by skin [7]. Skin
involvement of B cell lymphomas could be either primary or
secondary. Herein, we aimed to report a DLBCL case that
had extensive cutaneous relapse with no skin involvement
previously.

2. Case Report

A 59-year-old man presented to our clinic in April 2014 with
fatigue, anorexia, fever, and anemia. Clinical examination
revealed splenomegaly and cervical lymphadenopathies. Lab-
oratory tests were reported as hemoglobin 9.1 gr/dL, white

blood cell 6.1× 103/𝜇L, and platelets 430× 103/𝜇Lwith normal
other biochemical values. HIV test was negative. Spleen
size was found as 160 × 90mm and lymphadenopathies
around portal hilus were detected by abdominal USG. Cer-
vical lymph node biopsy revealed high grade B lympho-
proliferative neoplasm. Conventional cytogenetic analysis
was performed; however it resulted in no metaphases. The
FISH investigation has resulted in BCL2−, BCL6−, and
MYC−. Immunohistochemical study has resulted in CD20+,
BCL2+, MUM1+, BCL6+, and Tdt−. Ki-67 proliferation
index of the patient was 90%. No disease involvement was
detected in the bone marrow biopsy investigation. PET-CT
was performed for disease staging. Involvement in spleen,
bone marrow, cervical lymph nodes, bilateral axillary lymph
nodes, thoracal lymph nodes, portal, para-aortic, paracaval,
and bilateral inguinal lymph nodes, sternum, C2 vertebra,
clavicula, acromion, and left humerus was detected, with
SUV max value above 4. The patient was diagnosed as stage
4 diffuse large B cell lymphoma and 4 cycles of R-CHOP
(rituximab, cyclophosphamide, adriamycin, vincristine, and
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Figure 1: Prior to salvage treatment.

prednisolone) regimen were given. In August 2014, cervical,
thoracal, and abdominal CT revealed regression. R-CHOP
regimen was given for 3 more cycles. The patient responded
to the treatment well with complete resolution of all lym-
phadenopathies. However, 2 months after the completion
of chemotherapy cycles in November 2014, the patient had
emerging skin lesions that cover nearly all of his body. The
lesions were painless and different in diameter with the
biggest lesion reaching 5-6 cm (Figure 1). A control PET-CT
revealed diffuse cutaneous involvement (SUVmax 18.3) with
axillary lymph node involvement (SUV max 14.8). Interest-
ingly this time, spleen, inguinal nodes, and bone marrow
involvement could not be detected. Biopsy was performed
from skin lesion which was reported as CD20+, BCL2+,
MUM1+, BCL6+ high grade B cell lymphoma infiltration.
The patient also had foot drop which was considered to be
secondary to vincristine. Electromyography revealed diffuse
and severe axonal polyneuropathy and active myopathy in
distal muscles. There was no involvement in cranial MR. He
was diagnosed as relapsed lymphoma, so R-DHAP (ritux-
imab, cisplatin, cytosine arabinoside, and dexamethasone)
chemotherapy regimen was started. There was no treatment
response after 2 cycles of R-DHAP; therefore, chemotherapy
regimen has changed to R-ICE (rituximab, etoposide, carbo-
platin, and ifosfamide). With R-ICE treatment, the patient
achieved second complete remission and his skin lesions
were completely regressed (Figure 2). Autologous peripheral
blood stem cell transplantation (PBSCT) was planned for our
patient.

3. Discussion

Primary cutaneous lymphomas have better clinical course
and prognosis [8, 9]. However, extensive secondary cuta-
neous involvement in systemic B cell lymphomas has been
also reported in the literature [10, 11]. Very significant
improvements were recorded in the management of DLBCL;
however, it is still not usual to achieve cure with conven-
tional treatment. The outcome of relapsed DLBCL largely
depends on several factors such as fitness and chemosensi-
tivity of the patient, eligibility for stem cell transplantation
(SCT), IPI score at relapse, and time interval from previous
chemotherapy. In the literature, it was stated that after

Figure 2: After salvage treatment.

the relapse of DLBCL the response rate following second
line therapy (R-ICE or R-DHAP) was 63% [12]. Disease-free
survival is very low in cases who reach second remission
[13]. However, performing SCT in these patients would
extend treatment response to two years [14]. Non-Hodgkin
lymphomas generally relapse in the same involvement sites.
In the literature, there are reports of cases who relapsed with
CD20− skin involvement after rituximab therapy [15, 16]. Our
case differs from these reports with CD20+ relapse after 7
cycles treatment with R-CHOP regimen. At the beginning of
the treatment, our patient did not have skin involvement that
excludes the diagnosis of primary cutaneous lymphoma.The
involvement of skin with CD20+ after 7 cycles of rituximab
therapy suggests that there is a resistant disease to rituximab
which tends to involve the skin. Interestingly, disease relapse
was not present in our patients’ primary involvement sites,
except axillary region. Moreover, disease relapse occurred in
cutaneous region which did not have disease involvement
primarily. To conclude, diffuse large B cell lymphomas may
relapse extensively with cutaneous involvement and the best
treatment option in these patients is salvage chemotherapy
followed by autologous PBSCT.

Conflict of Interests

The authors of this paper have no conflict of interests, includ-
ing specific financial interests, relationships, and/or affilia-
tions relevant to the subject matter or materials included.

References

[1] L. M. Morton, S. S. Wang, S. S. Devesa, P. Hartge, D. D.
Weisenburger, and M. S. Linet, “Lymphoma incidence patterns
by WHO subtype in the United States, 1992–2001,” Blood, vol.
107, no. 1, pp. 265–276, 2006.

[2] J.-F. Larouche, F. Berger, C. Chassagne-Clément et al., “Lym-
phoma recurrence 5 years or later following diffuse large B-
cell lymphoma: clinical characteristics and outcome,” Journal of
Clinical Oncology, vol. 28, no. 12, pp. 2094–2100, 2010.

[3] M. J.Maurer, H.Ghesquières, J.-P. Jais et al., “Event-free survival
at 24months is a robust endpoint for disease-related outcome in
diffuse large B-cell lymphoma treated with immunochemother-
apy,” Journal of Clinical Oncology, vol. 32, no. 10, pp. 1066–1073,
2014.

[4] J. C.Weeks, B. Y. Yeap, G. P. Canellos, andM.A. Shipp, “Value of
follow-up procedures in patients with large-cell lymphomawho



Case Reports in Medicine 3

achieve a complete remission,” Journal of Clinical Oncology, vol.
9, no. 7, pp. 1196–1203, 1991.

[5] M. Liedtke, P. A. Hamlin, C. H. Moskowitz, and A. D. Zelenetz,
“Surveillance imaging during remission identifies a group
of patients with more favorable aggressive NHL at time of
relapse: a retrospective analysis of a uniformly-treated patient
population,” Annals of Oncology, vol. 17, no. 6, pp. 909–913,
2006.

[6] T. El-Galaly, K. J. Mylam, M. Bøgsted et al., “Role of routine
imaging in detecting recurrent lymphoma: a review of 258
patients with relapsed aggressive non-Hodgkin and Hodgkin
lymphoma,” American Journal of Hematology, vol. 89, no. 6, pp.
575–580, 2014.

[7] M. Santucci and N. Pimpinelli, “Primary cutaneous B-cell
lymphomas. Current concepts. I,”Haematologica, vol. 89, no. 11,
pp. 1360–1371, 2004.

[8] H. Kerl, R. Fink-Puches, and L. Cerroni, “Diagnostic criteria of
primary cutaneous B-cell lymphomas and pseudolymphomas,”
The Keio Journal of Medicine, vol. 50, no. 4, pp. 269–273, 2001.

[9] V. Thomas, R. Dobson, and R. Mennel, “Primary cutaneous
large B-cell lymphoma, leg type,” Proceedings of the Baylor
University Medical Center, vol. 24, pp. 350–353, 2011.

[10] Y. Amo, R. Tanei, K. Yonemoto, K. Katsuoka, andM.Mori, “Dif-
fuse large B-cell lymphoma associated with skin, muscle and
cranial nerve involvement,” European Journal of Dermatology,
vol. 10, no. 4, pp. 306–308, 2000.

[11] N. Shamsudin andC. C. Chang, “Diffuse large B-cell lymphoma
presenting with extensive cutaneous infiltration,” Singapore
Medical Journal, vol. 53, no. 9, pp. e198–e200, 2012.

[12] C. Gisselbrecht, B. Glass, N. Mounier et al., “Salvage regimens
with autologous transplantation for relapsed large B-cell lym-
phoma in the rituximab era,” Journal of Clinical Oncology, vol.
28, no. 27, pp. 4184–4190, 2010.

[13] C. R. J. Singer and A. H. Goldstone, “Clinical studies of ABMT
in non-Hodgkin’s lymphoma,” Clinics in Haematology, vol. 15,
no. 1, pp. 105–150, 1986.

[14] S. Cortelazzo, A. Rambaldi, A. Rossi et al., “Intensification
of salvage treatment with high-dose sequential chemother-
apy improves the outcome of patients with refractory or
relapsed aggressive non-Hodgkin’s lymphoma,” British Journal
of Haematology, vol. 114, no. 2, pp. 333–341, 2001.

[15] T. Iguchi, K. Miyazawa, S. Okabe et al., “Relapse of diffuse large
B cell lymphoma to CD20-negative multiple cutaneous tumors
immediately after anti-CD20monoclonal antibody (rituximab)
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