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B-cell lymphoma of the skin: clinical observation
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ABSTRACT

Currently, there is an increase and an increase in the incidence of primary skin lymphomas worldwide. B-cell cutaneous
lymphomas account for 25-30% of primary skin lymphomas. Among all skin lymphomas, primary cutaneous lymphoma from
follicular center cells occurs in 10—11% of cases and is characterized by great diagnostic difficulties due to the great similarity
of clinical manifestations with other dermatoses, such as benign lymphoplasia, Beck's sarcoidosis, Jessner—Kanof lymphocytic
infiltration, skin metastases.

This paper presents a clinical case of B-cell lymphoma in a 29-year-old woman with a lesion of the facial skin in the form
of a node, initially incorrectly interpreted as benign lymphoplasia. For five years, the patient received therapy with topical
glucocorticosteroids with no effect from. Subsequently, histological examination and immunchistochemistry were performed
for the purpose of differential diagnosis of sarcoidosis with B-cell lymphoma. Histologically, there is nodular proliferation
of atypical lymphoid cells in the dermis, most of which have cytological characteristics of a centrocyte with an admixture of
a small number of central blasts. Nodular proliferates contain an admixture of compactly arranged small lymphocytes. There
are no signs of epidermotropism. During immunohistochemical examination, cells forming nodular proliferates express CD20,
bc16 with an index of proliferative activity for the expression of nuclear protein K167 — 20-30%, a dissociated network of
follicular dentritic cells expressing CD21 is determined at the base of nodular proliferates. They are not expressed by bc12, CD3,
CD2, CD5 proliferate cells. CD117 is expressed by an admixture of discretely distributed mast cells. The morphological picture
corresponds to primary cutaneous centrofollicular lymphoma. The node was excised. Radiation therapy was not prescribed due
to the patient's pregnancy.

This clinical observation highlights the importance of considering the diagnosis of lymphoma in the differential diagnosis of
treatment-resistant dermatological diseases.
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B-knetoyHaa nuM¢oMa KoXu:
KJMHUYecKoe HabnioaeHue

t0.B. Kapauesa, A.H. CMbikoBa

KpacHosipckuii rocynapcTBeHHbI MeaMLMHCKUIA YHUBEpCUTeT UMeHM npodeccopa B.®. BoitHo-AceHeuxoro, KpacHospcek, Poccus

AHHOTALMA

B HacTosiee Bpems BO BCEM Mupe HabnopalTca pocT U yBenuueHne 3aboneBaemMocTv MepBUYHBIMU TMMPOMaMU KOXMW.
B-KkneTouHble KoxHble nuMboMbl cocTaBnsatoT 25-30% nepBuyHbX IMM@oM Koxu. Cpeam Bcex MMMMOM KOXM MepBUYHas
KOXHast iuMboMa 13 KNETOK DONNMKyNApHbIX LeHTpoB BeTpeyaeTcs B 10—11% cnydyaes u xapakTepusyetcs 60M1bLUMMM CIIOXK-
HOCTAMM IMarHOCTMKM U3-3a CXOXECTU KIIMHUYECKUX NPOSIBIEHNN C APYrMUM lepMaTo3aMu, TaKUMM Kak ,o0bpoKayecTBeHHas
numbonnasus, capkonzo3s bexa, numdoumtapHas nHpunbTpaums IxeccHepa—KaHoda, MeTacTasbl B KOXY.

B cratbe npencraBneH KAMHUYECKUIA cydal B-KNeTouHoi TMMQOMBI Y KEHLUMHBI B Bo3pacTe 29 NeT C NOPaXKEHUEM KOXM
JMua B BUAE y3Na, U3HaYanbHO HEBEPHO MHTEPNpEeTMPOBaHHbIM Kak A0bpoKadyecTBeHHas nuMdonnasus. B TeueHne 5 net
BonbHas monyyana Tepanuio TOMMYECKUMM TIIOKOKOPTUKoMaamu b6e3 pomkHoro addekta. B fanbHeiiweM c uenbo aug-
(epeHUManbHON AMarHoCTUKM capKomzo3a ¢ B-knetouHon numdomon bbino npoBefieHo rMCTONOMMYEcKOe U UMMYHOTUCTO-
XMMUYECKOEe MCCNefoBaHWe. TucTonornyecku B AepMe BbiSBNEHA HOAYNspHas nponudepaums aTunuyHbiX IMMGOMIHBIX
KINETOK, UMEIOLWMX B BOMBLUMHCTBE CBOEM LIMTONIOMMYECKME XapPaKTEPUCTUKU LIEHTPOLMTA C NPUMECHID HeBoNbLLIOro Yucna
LeHTpobnacToB. HopynspHble nponudepatbl COAepKaT NpUMecb KOMMAKTHO PacronoeHHbIX Menkux numdoumtos. [lpu-
3HaKOB 3MMAEPMOTPONM3Ma He mpociexuBaetcs. [Ipu UMMYHOrMCTOXMMUYECKOM UCCeA0BAHUN KNETKM, hopMUpYloLLMe HO-
AynsipHble nponmdeparsl, akcnpeccupytot CD20, bc16 npu nHaexce nponndepaTMBHO aKTUBHOCTU MO SKCMPECCUM AAEPHOT0
npotenHa K167 — 20-30%, B ocHOBe HOAYNSAPHBIX NponMdepaToB onpesenseTcs AMCCOLMMPOBaHHas CeTb QONMKYNAPHBIX
LEHTPUTHBIX KNETOK, akcnpeccupytowmx CD21. He aKkcnpeccupoBaHbl KneTkamu nponudepata be12, CD3, CD2 n CD5; CD117
3KCMPeCccMpoBaH MPUMECHI0 AMCKPETHO pacrpefeNeHHbIX Ty4HbIX KieToK. Mopdonornyeckas KapTuHa cooTBETCTBYeT nep-
BUYHOW KOXHOM LieHTpodomMKynspHon numdome. [poBeseHo uccedenme y3na. JlyueBas Tepanus He HasHa4anach B CBA3N
¢ bepeMeHHOCTbI0 MaLMEeHTK!.

[laHHoe KnMHMYecKoe HabmiogeHWe MOAYEPKMBAET Ba)KHOCTb PAcCMOTPEHWS AMarHo3a nuMoMbl B AuddepeHumanbHom
AMarHoCTUKe TOPMUEHBIX K Tepanuu LLepMaTosiornyeckux 3abonesaHuil.

KnioueBble cnosa: B-knetouHas nuMdoMa Koxku; GonnmkynspHas nuMdoMa; nepeuyHas IMMQoMa Koxu.
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INTRODUCTION

Primary cutaneous lymphomas are a heterogeneous
group of extranodal non-Hodgkin lymphomas that develop
due to neoplastic proliferation and accumulation of
T-lymphocyte, NK-cell or B-lymphocyte clones [1]. Primary
cutaneous lymphomas are the second most common type
of extranodal non-Hodgkin lymphomas after lymphomas of
the gastrointestinal tract. Compared to nodal neoplasias,
they have a different clinical presentation, disease course,
and specific chromosomal translocations and expression of
various oncogenes [2, 3.

Currently, there is an increase in the incidence of
primary cutaneous lymphomas worldwide. For example, in
Europe the increase in the incidence of primary cutaneous
lymphomas is about 3% and in the USA the incidence has
increased from 0.5 to 1.27 cases per 100,000 over the
last 20 years [2, 3]. Data on the incidence and the disease
course in different ethnic groups indicate that lymphomas
affect native Australians more frequently than non-native,
and the overall incidence of lymphoid tumors is lower in
Asia compared to Europe [4, 5].

Early stages of the primary cutaneous lymphomas can
mimic various chronic inflammatory dermatoses, such as
recurrent erysipelas, pyoderma, and shingles which makes
them difficult to diagnose by dermatologists [1, 6].

Cutaneous B-cell lymphomas (CBCLs) account for
25%-30% of primary cutaneous lymphomas, while T-cell
lymphomas are the most common type of neoplasia in this
group [7]. CBCLs include primary cutaneous follicle center
B-cell lymphoma, primary cutaneous marginal zone B-cell
lymphoma, and primary cutaneous diffuse B-cell lymphoma,
leg type [8].

Primary cutaneous follicle center lymphoma is
a cutaneous lymphoma characterized by follicular growth of
the B cells of the germinal center of the lymphoid follicle. It
accounts for 10%—11% of all cutaneous lymphomas. It most
often affects individuals aged 55-56 years, both males and
females. Thus, in the study by .A. Lamotkin et al. [8], the
age ranged from 31 to 65 years (mean age 51.5+13.7 years)
with the male to female ratio 1.5:1. The diagnosis was made
within 1 to 5 (mean 2.9+1.4) months from the appearance
of the lesion with primary tumor skin invasion at stages T1a
and T2a. The average follow-up period was 1.2+0.5 years [8].

Clinically, follicular lymphoma usually presents as
a well-defined single bluish nodule with dense elastic
consistency, measuring 2-3 cm (not more than 4 cm) in
the largest dimension. The most common localization is the
head, neck, and trunk. Sometimes there may be ulcerations
or multiple lesions present [8]. According to I.A. Lamotkin et
al. [8], follicular lymphoma is characterized by an indolent
course with five-year survival rate of 89%-96%. In single
lesions located on the skin of the head and neck the five-
year survival rate is greater than 96%, and in multiple lesions
located on the skin of the legs it is less than 89%.
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The diagnosis is made incidentally, after removing
pseudolymphoma of the skin or basalioma and performing
histologic and immunohistochemical examination. In some
cases, the diagnosis of cutaneous lymphoma is suspected on
cytologic examination. The diagnosis is usually made at early
stages of T1aNOMO and T2aNOMO [8].

Histologically, follicle center lymphoma is characterized
by the presence of a dense proliferate in the lower dermis
with extension into the hypodermis. Follicular structures with
small or absent mantle zone are seen among the proliferate
cells. A clearly demarcated marginal zone is usually absent.
Follicles contain centrocytes and centroblasts in different
ratios. In the interfollicular zones there are accumulations
of reactive small lymphocytes, histiocytes, some eosinophils
and plasmocytes. When the tumor is ulcerated, it can infiltrate
the dermis, subcutaneous fat and skeletal muscles [9].

Cutaneous B-cell lymphomas vary in malignancy. Low-
grade cutaneous B-cell lymphoma (CBCL I) is represented
by nodular and plaque forms. The disease occurs at any
age, and malignization occurs after 20-30 years from the
beginning of the process. The nodular form is characterized
by the formation of one or more pink-brown nodules up to
3 cm in diameter with dense elastic consistency and smooth
surface, which gradually increase in size and number. The
plague form is characterized by large yellowish-pink or
brown spots, further transforming into plaques and nodules
[10]. Intermediate CBCL (CBCL II) is represented by dense,
purple-colored nodules which are initially located on the
head and neck and further disseminate over the body, and
malignization occurs after 2-3 years from the onset of the
disease [10]. High-grade CBCL (CBCL Ill) is characterized by
the rapid progression of the process with dissemination of
the deep subcutaneous nodules within six months and a fatal
outcome in 1-2 years [10].

Although CBCLs represent a minority of primary cutaneous
lymphomas, they require close attention of dermatologists
and oncologists in terms of differential diagnosis with benign
lymphoplasias and other nodular dermatoses. The clinical
picture of CBCLs is homogeneous and is characterized by
red-purple nodules and plaques on the skin of the scalp,
trunk, and extremities [9]. Nodules are not accompanied by
desquamation due to the absence of epidermotropism of the
tumor infiltrate in this form of neoplasia. Most often B-cell
lymphomas must be differentiated from benign lymphoplasia,
Beck’s sarcoidosis, Jessner-Kanoff's lymphocytic infiltration,
and metastases. Patients at early stages of the disease are
closely observed in dermatologic clinics with the initial
diagnosis including a wide range of dermatoses, not always
coinciding with the final diagnosis [1].

Treatment depends on the extent of the lesion and is most
often limited to surgical excision. In some cases, radiation
therapy is additionally administered. Single nodes are excised
within healthy tissues. Surgery is sometimes combined
with pre- or postoperative close-focus radiotherapy. In
preoperative radiotherapy 5 sessions of 340 Rad are
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performed, to shrink the tumor which is then surgically
removed. In postoperative radiotherapy after the excision of
the node close-focus radiotherapy of a total dose of 5100 Rad
at the excision site is performed.

Follicle center cutaneous B-cell lymphoma is
characterized by indolent course with a five-year survival
rate of 95%. After treatment, patients are often removed from
follow-up after 1-2 years [10, 11].

In this article, we present a clinical case of CBCL in
a 29-year-old woman with a nodular lesion on the facial
skin initially misdiagnosed as benign lymphoplasia. This case
report emphasizes the importance of inclusion of lymphoma
in the differential diagnosis of therapy-resistant dermatologic
diseases.

CASE DESCRIPTION

Patient information

Patient P., 29 years old, in 2017 visited a dermatologist
of Krasnoyarsk Regional Skin and Venereological Dispensary
No. 1 with complaints of a forehead skin mass not associated
with anything. The dermatologist clinically diagnosed benign
lymphoplasia, therefore topical hormonal therapy was
prescribed. Despite the lack of effect from treatment for
5 years, the patient did not repeatedly seek for medical help.
In September 2022 she was referred to the Department of
Dermatovenereology of Krasnoyarsk State Medical University
by the women's health clinic where she was observed for
pregnancy.

On examination there was a horseshoe-shaped burgundy-
red painless nodule, 3 x 2 cm in size with a dense elastic
consistency and smooth surface located on the skin of the
left forehead (Fig. 1).

The patient denied chronic somatic diseases.

Physical, laboratory and instrumental
examination results

Screening examination results: no pathology revealed.
Conclusion: biopsy of the nodule is recommended for
differential diagnosis of sarcoidosis and CBCL.

Histologic examination results: there is a dense lymphoid
infiltrate in the papillary and reticular layers of the dermis;
nuclei with polymorphism and mitoses are seen. Conclusion:
“B-cell lymphoma.” Immunohistochemical examination with
immunophenotyping of the infiltrate cells is recommended.

The patient was immediately referred to the oncology
clinic, where excision of the node with subsequent
immunchistochemical examination was performed.

Results of immunohistochemical examination dated
19/10/2022 (Fig. 2): the material is represented by skin
biopsy; in the dermis there is nodular proliferation of
atypical lymphoid cells mostly with cytologic features
of a centrocyte with an admixture of a small number of
centroblasts. Nodular proliferates contain an admixture of
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Fig. 1. Patient P., 29 years old. A horseshoe-shaped burgundy-
red nodule of 3x2 cm in size, painless, dense-elastic consistency,
with a smooth surface was located on the skin of the forehead on
the left side.

closely arranged small lymphocytes. There are no signs of
epidermotropism. Immunohistochemical examination shows
CD20 expression by the cells forming nodular proliferates;
bc16 with proliferative activity index by expression of nuclear
protein K167 is 20%—-30%; the base of nodular infiltrates is
represented by a dissociated network of follicular dendritic
cells with CD21 expression. There is no bc12, CD3, CD2,
CD5 expression by the cells of the proliferate. CD117 is
expressed by an admixture of discretely distributed mast
cells. Conclusion: the morphologic picture is consistent with
primary cutaneous follicle center lymphoma.

Treatment and follow-up

The patient underwent surgical excision of the node within
healthy tissues. Radiation therapy was not performed due to
30-week pregnancy at the time of surgery. The postoperative
period was uncomplicated. At the excision site a scar was
formed (Fig. 3).

DISCUSSION

The clinical case presented supports the difficulties
of the clinical diagnosis of primary cutaneous follicle
center lymphoma described by different authors [1, 8].
At an outpatient visit cutaneous lymphoma can be initially
misdiagnosed as various dermatologic diseases, such
as benign lymphoplasia, Beck’s sarcoidosis, Jessner-
Kanoff’s lymphocytic infiltration, or metastases to the
skin from a tumor of an internal organ [1]. The patient




Russian journal
DERMATOONCOLOGY Vol. 27 (3) 2024 of skin and venereal diseases s

Fig. 2. Results of histological and immunohistochemical examination: a — overview view of skin preparation with nodular proliferate
tumour lymphoid cells; b — predominantly centrocytic composition of nodular tumour proliferates with admixture of a small number of
centroblasts; ¢ — nuclear expression of bclé by tumour cells; d — dislocated network of follicular dendritic cells expressing CD23 at the
base of tumour proliferates; e — nuclear expression of LM02 by tumour cells; f — tumour cells do not express bcl2; g — expression of

CD20 by tumour cells; h — expression of Kié7 nuclear protein by tumour cells.
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Fig. 2. Ending.

we presented was also initially misdiagnosed with benign
lymphoplasia and the topical hormonal therapy prescribed
had no positive effect. The time from the appearance of
the lesion to the correct diagnosis was more than 5 years.
Since CBCLs are malignant neoplasms, delays in treatment
may lead to dissemination of the process and an increase
in malignancy [8].

CONCLUSION

Thus, primary cutaneous lymphoma is one of the most
important problem of the contemporary medicine due both
to its high rate of incidence and difficulties in diagnostics
and treatment requiring taking in account a lot of factors and
using a wide range of up-to-date methods of investigation:
histological, immunological, and based on molecular
genetics. Lymphoproliferative diseases should undoubtedly
be included in the differential diagnosis of treatment-resistant
dermatologic diseases. The clinical case we presented once
again emphasizes the importance of diagnostic skin biopsy in
the diagnosis of indolent dermatologic diseases.
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