Regional Lymphomatoid Papulosis
of the Breast Restricted to an Area of

Prior Radiotherapy

Rosario Haro, MD; Africa Juarez, MD; José Luis Diaz, MD; Carlos Santonja, MD; Félix Manzarbeitia, MD;

Luis Requena, MD

PRACTICE POINTS

skin, which is known as regional LyP.

Cutaneous lesions of lymphomatoid papulosis (LyP) sometimes are confined toronly one area of the

- Patients with regional LyP have the same prognosis as those with widespread LyP, and no specific
association has been reported with this clinical variant.
- Lesions of regional LyP respond to the same treatments as.widespread LyP.

We report the case of a 59-year-old woman with
type A regional lymphomatoid papulosis™ (LyP)
that was localized to the left breast, & cutaneous
area that had received radiotherapy for treatment
of a carcinoma of the breast 54years prior. This
report is a rare example of regional LyP with all
lesions located in an area of prior radiotherapy.
Cutis. 2016;97:E15-E19.

ologic variant of CD30" primary cutaneous
T-cell lymphoproliferative disorder character-
ized by a chronic, recurrent, self-healing eruption
of papules and small nodules. From a clinical point
of view, LyP is not considered a malignant dis-
order despite demonstration of clonality in most

l ymphomatoid papulosis (LyP) is a clinicopath-
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cases.! From a histopathologic point of view, there
are 5 types of LyP: (1) type A, the most com-
mon type, which is characterized by a wedge-
shaped infiltrate composed of clustered large atypical
cells admixed with neutrophils, eosinophils, his-
tiocytes, and small lymphocytes; (2) type B, a rare
variant characterized by a bandlike infiltrate of
small- to medium-sized pleomorphic and hyper-
chromatic lymphocytes involving the superficial
dermis with epidermotropism; (3) type C, which
consists of a nodular infiltrate of large atypical cells
with a cohesive arrangement closely similar to ana-
plastic large-cell lymphoma; (4) type D, a variant
with histopathologic features that resemble primary
cutaneous aggressive epidermotropic CD8* cyto-
toxic T-cell lymphoma, but neoplastic cells express
CD30 and a T-cell cytotoxic phenotype (BF17,
CD3*, CD4-, CD8"), and follow-up usually does
not reveal development of systemic involvement
or signs of other cutaneous lymphomas? and
(5) type E, which is characterized by oligolesional
papules that rapidly ulcerate and evolve into large,
necrotic, escharlike lesions with a diameter of 1 to
4 c¢cm and an angiocentric and angiodestructive
infiltrate of small- to medium-sized atypical lympho-
cytes expressing CD30 and frequently CD8.?

The clinical appearance of LyP usually is poly-
morphic, with lesions in different stages of evolution
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scattered all over the skin; however, the lesions are
occasionally localized only to one area of the skin,
the so-called regional or agminated LyP.*!* We report
a case of regional LyP that exclusively involved the
skin of the left breast, which had previously received
radiotherapy for treatment of breast carcinoma.
Lymphomatoid papulosis with cutaneous lesions
involving only an area of irradiated skin is rare.

Case Report

A 59-year-old woman presented with new-onset
cutaneous lesions on the left breast. The patient
had a history of invasive ductal carcinoma of
the left breast, which had been treated 5 vyears
prior with a partial mastectomy and radiotherapy
(10 Gy per week for 5 consecutive weeks
[50 Gy total]). Physical examination revealed a
large nodular lesion with a necrotic surface on the
upper half of the left breast as well as 3 small papular
lesions with eroded surfaces on the lower half of the
breast (Figure 1). A clinical diagnosis of cutaneous
metastases from breast carcinoma was suspected.

Biopsies from one small papule and the large
nodular lesion showed similar findings consisting
of a necrotic epidermis covered by crusts and a
wedge-shaped infiltrate involving the superficial
dermis (Figure 2A). The infiltrate was mostly com-
posed of large atypical mononuclear cells with
oval to kidney-shaped nuclei, prominent nucleoli,
and ample basophilic cytoplasm. Many mitotic fig-
ures were seen within the infiltrate “(Figure 2B).
The infiltrate of atypical cells was admixed with
small lymphocytes, histiocytes;” and some eosino-
phils. Immunohistochemically, »the large atypical
cells expressed CD2, CD3, CDb4, CD45, CD30, and
epithelial membrane antigen (Figures 2C and 2D).
A few atypical cells also expressed CD8 and T-cell
intracellular antigen 1. Approximately 60% of the
nuclei of the atypical cells showed MIB-1 positiv-
ity, while CD20, CD56, AE1/AE3, S-100 protein,
CD34, and CD31 were negative. The anaplastic
lymphoma kinase was not expressed in atypical
cells. Monoclonal rearrangement of the Y T-cell
receptor was demonstrated on polymerase chain
reaction. Physical examination showed no lymph-
adenopathy in any lymph node chains. Computed
tomography of the chest and abdomen failed to
demonstrate systemic involvement. On the basis of
these clinical, histologic, immunohistochemical, and
molecular results, a diagnosis of type A regional LyP
was established.

The patient was treated with 2 daily applica-
tions of clobetasol propionate cream 0.5 mg/g and
10 mg of oral methotrexate per week for 4 weeks.
After 4 weeks of treatment, the lesions on the left
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Figure 1. Three small papular lesions on the left breast (A).
Close-up view of a large nodular lesion with a necrotic
surface on the upper half of the breast (B).

breast had resolved leaving slightly atrophic scars.
Six months later, an episode of recurrent papular
lesions occurred in the same area and responded to
the same treatment, but no systemic involvement

had been found.

Comment

Regional LyP is a rare variant, with only a few
reported cases in the literature.*'® Scarisbrick et al*
originally reported 4 patients with LyP limited to
specific regions. Interestingly, one of the patients
had mycosis fungoides and the LyP lesions were
confined to the same region where the mycosis
fungoides lesions were observed.* In a review of
LyP in patients from the Netherlands (n=118),
lesions limited to a specific region of the body were
observed in 13% of cases.” Cases of LyP limited to
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Figure 2. Biopsy demonstrated an ulcerated.epidermis and a wedge-shaped infiltrate involving the superficial der-
mis (A)(H&E, original magnification xX10). Higher magnification demonstrated atypical mononuclear cells with fre-

quent mitotic figures (B)(H&E, originallmagnification X400). Immunohistochemical staining of the same biopsy was
positive for CD30 (C)(original magnification X 10). Almost all cells of the infiltrate expressed CD30 immunoreactivity
(D)(original magnification x400).

acral skin also have been reported.®® Heald et al’
described 7 patients who had continuing eruptions
of papulonodules with histopathologic features of
LyP within well-circumscribed areas of the skin. The
investigators interpreted this localized variant of
LyP as an equivalent of the limited plaque stage of
mycosis fungoides. Interestingly, one of the patients
with LyP eventually developed plaques of mycosis
fungoides in other areas of the skin not involved by
LyP.? Sharma et al'® described an additional example
of regional LyP, and Nakahigashi et al'! described
a patient with tumor-stage mycosis fungoides who
subsequently developed regional LyP involving the
right side of the chest. Kim et al'? described a patient
with recurrent episodes of regional LyP exclusively
involving the periorbital skin, and Torrelo et al"
reported a 12-year-old boy with persistent lesions
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of LyP involving the skin of the right side of the
abdomen. Coelho et al* reported a 13-year-old
adolescent girl who presented with recurrent pap-
ules of LyP exclusively involving the left upper
arm. Buder et al”® reported a case of LyP limited to
Becker melanosis. Shang et al'® described an addi-
tional case of regional LyP that was successfully con-
trolled by interferon alfa-2b and nitrogen mustard
solution. Haus et al'” reported type A LyP confined to
the cutaneous area within a red tattoo. Finally,
Wang et al'® reported a case of regional LyP in asso-
ciation with pseudoepitheliomatous hyperplasia.
Several dermatoses may appear as specific isomor-
phic responses to various external stimuli, and it is
possible that radiotherapy induces some damage that
favors the location of the lesions because the irradi-
ated skin behaves as a locus minoris resistentiae.
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Pemphigus vulgaris,'”** Sweet syndrome,! cutaneous
angiosarcoma,’”?? and cutaneous metastases from
malignant melanoma also have been reported to
be confined to irradiated skin.”’> However, in our
PubMed search of articles indexed for MEDLINE
using the terms lymphomatoid papules and regional,
none of the previously reported cases of regional LyP
had a history of radiotherapy, and in no instance did
the lesions develop on a previously irradiated area
of the skin.*!® The localization of the lesions in our
patient could have been the result of the so-called
radiation recall phenomenon. Recall dermatitis is
defined as a skin reaction in a previously irradiated
field, usually subsequent to the administration of
cytotoxic drugs or antibiotics.** It may appear days
to years after exposure to ionizing radiation and has
mostly been associated with chemotherapy drugs, but
recall dermatitis is neither exclusive of chemother-
apy medications nor strictly radiotherapy induced.
The concept of recall dermatitis has been expanded
beyond radiation recall dermatitis to include der-
matitis induced by other stimuli, including other
drugs, contact irritants, and UV radiation, as well
as residual herpes zoster. Nevertheless, in recall
dermatitis the triggering drug or agent recalls a prior
dermatitis in the involved area, such as sunburn or
radiodermatitis. In our patient, there was no histoty
of LyP prior to irradiation of the left breast; there-
fore, the most plausible interpretation of the peculiar
localization of the lesions in our patient’séems to be
that the eruption resulted as expression of a locus
minoris resistentiae.

Distinction between primary cutaneous anaplas-
tic large-cell lymphoma and LyP may be difficult
because the histopathologic and immunophenotypic
features may overlap. In our case, the presence of
several papular lesions andione large nodule are more
consistent, from a clinical point of view, with a diag-
nosis of LyP rather than primary cutaneous anaplas-
tic large-cell lymphoma, which usually presents with
a solitary and often large, ulcerated, reddish brown
tumor. In our patient, the absence of lymphadenopa-
thy, negative results of the computed tomography of
the chest and abdomen, and lack of expression for
anaplastic lymphoma kinase in atypical cells of the
infiltrate militate against a diagnosis of secondary
cutaneous involvement from nodal disease.

The histopathologic differential diagnosis of the
current case also included cutaneous CD30* epi-
thelioid angiosarcoma of the breast. Weed and
Folpe®® reported the case of an 85-year-old woman
who developed a CD30" epithelioid angiosarcoma
on the breast after undergoing breast-conserving
surgery and adjuvant radiotherapy for treatment
of an infiltrating ductal carcinoma of the breast.
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Histopathology showed a diffuse replacement of the
dermis by a highly malignant-appearing epitheli-
oid neoplasm growing in a solid sheet. Neoplastic
cells expressed strong CD30 immunoreactivity with
absence of immunoexpression for cytokeratins,
S-100 protein, and CD45. Additional immunostain-
ing demonstrated that neoplastic cells also expressed
strong immunoreactivity for CD31 and the friend
leukemia virus integration 1 gene, FLI-1, and focal
positivity for von Willebrand factor, supporting
a diagnosis of epithelioid angiosarcoma.” In our
patient, CD34 and CD31 were negative, which ruled
out the endothelial nature of neoplastic cells.

Conclusion

In summary, we report an example of regional LyP
limited to the left breast of a woman with a history
of partial mastectomy and adjuvant radiotherapy for
treatment of invasive ductal breast carcinoma. It is
a rare case of regional LyP exclusively involving an
irradiated area of the skin.

REFERENCES
1. Ralfkiaer E, Willemze R, Paulli M, et al. Primary cuta-
neous CD30-positive T-cell lymphoproliferative disor-
ders. In: Swerdlow SH, Campo E, Harris NL, et al, eds.
WHO Classification of Tumowrs of Haematopoietic and
Lymphomatoid Tissues. Lyon, France: IARC Press,
2008:300-301.

2. Saggini A, Gulia A, Argenyi Z, et al. A variant of lympho-
matoid papulosis simulating primary cutaneous aggressive
epidermotropic CD8% cytotoxic T-cell lymphoma. descrip-
tion of 9 cases. Am J Surg Pathol. 2010;34:1168-1175.

3. Kempf W, Kazakov DV, Schirer L, et al. Angioinva-
sive lymphomatoid papulosis: a new variant simulating
aggressive lymphomas. Am J Surg Pathol. 2013;37:1-13.

4. Scarisbrick ]J, Evans AV, Woolford AJ, et al. Regional
lymphomatoid papulosis: a report of four cases. Br ]
Dermatol. 1999;141:1125-1128.

5. Bekkenk MW, Geelen FA, van Voorst Vader PC, et al.
Primary and secondary cutaneous CD30* lymphopro-
liferative disorders: a report from the Dutch Cutaneous
Lymphoma Group on the long-term follow-up data of
219 patients and guidelines for diagnosis and treatment.
Blood. 2000;95:3653-3661.

6. Thomas GJ, Conejo-Mir JS, Ruiz AP, et al. Lymphomatoid
papulosis in childhood with exclusive acral involvement.
Pediatr Dermatol. 1998;15:146-147.

MC, Skowson E Roner S, et al.
Lymphomatoid papulosis: a localized form with acral pus-
tular involvement. Dermatology. 2002;205:60-62.

8. Kagaya M, Kondo S, Kamada A, et al. Localized lympho-
matoid papulosis. Dermatology. 2002;204:72-74.

9. Heald P, Subtil A, Breneman D, et al. Persistent agmi-
nation of lymphomatoid papulosis: an equivalent of

7. Deroo-Berger

WWW.CUTIS.COM

Copyright Cutis 2016. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

limited plaque mycosis fungoides type of cutaneous T-cell
lymphoma. ] Am Acad Dermatol. 2007;57:1005-1011.
Sharma V, Xu G, Petronic-Rosic V, et al. Clinicopatho-
logic challenge. regional lymphomatoid papulosis, type A.
Int ] Dermatol. 2007;46:905-909.

Nakahigashi K, Ishida Y, Matsumura Y, et al.
Large cell transformation mimicking regional lympho-
matoid papulosis in a patient with mycosis fungoides.
J Dermatol. 2008;35:283-288.

Kim Y], Rho YK, Yoo KH, et al. Case of regional lym-
phomatoid papulosis confined to the periorbital areas.
J Dermatol. 2009;36:163-165.

Torrelo A, Colmenero I, Herndndez A, et al. Persistent
agmination of lymphomatoid papulosis. Pediatr Dermatol.
2009;26:762-764.

Coelho ]JD, Afonso A, Feio AB. Regional lymphomatoid
papulosis in a child—treatment with a UVB phototherapy
handpiece. ] Cosmet Laser Ther. 2010;12:155-156.

Buder K, Wendel AM, Cerroni L, et al. A case of
lymphomatoid papulosis limited to Becker’s melanosis.
Dermatology. 2013;226:124-1217.

Shang SX, Chen H, Sun JE et al. Regional lympho-
matoid papulosis successfully controlled by interferon
0-2b and nitrogen mustard solution. Chin Med ] (Engl).
2013;126:3194-3195.

Haus G, Utikal ], Geraud C, et al. CD30-positive
lymphoproliferative disorder in a red tattoo: regional
lymphomatoid papulosis type C or pseudolymphoma? Br J
Dermatol. 2014;171:668-670.

Wang T, Guo CL, Xu CC, et al. Regional lymphoma-
toid papulosis in association with pseudoepitheliomatous
hyperplasia: 13 years follow-up. J¢{Eur Acad Dermatol
Venereol. 2015;29:1853-1854.

Davis M, Feverman EJ. Induction of pemphigus by X-ray
irradiation. Clin Exp Dermatol. 1987;12:197-199.

Crovato E Descrello G, Nazzari G, et al. Liner pem-
phigus vulgaris after X-ray irradiation. Dermatologica.
1989;179:135-136.

Vergara G, Vargas-Machuca I, Pastor MA, et al.
Localized Sweet’s syndrome in radiation-induced

locus minoris resistentae. ] Am Acad Dermatol.

2003;49:907-909.

WWW.CUTIS.COM

Copyright Cutis 2016. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.

22.

23.

24.

25.

26.

21.

28.

29.

30.

31.

32.

33.

34.

35.

Regional L ymphomatoid Papulosi

Caldwell ]JB, Ryan MT, Benson PM, et al. Cutaneous
angiosarcoma arising in the radiation site of a congenital
hemangioma. ] Am Acad Dermatol. 1995;33:865-870.
Stone NM, Holden CA. Postirradiation angiosarcoma.
Clin Exp Dermatol. 1997;22:46-41.

Goette EK, Detlefs RL. Postirradiation angiosarcoma.
J Am Acad Dermatol. 1985;12:922-926.

Chen TK, Goffman KD, Hendricks EJ. Angiosarcoma fol-
lowing therapeutic irradiation. Cancer. 1979;44:2044-2048.
Rubin E, Maddox WA, Mazur MT. Cutaneous angiosar-
coma of the breast 7 years after lumpectomy and radiation
therapy. Radiology. 1990;174:258-260.

Stokkel MPM, Peterse HL. Angiosarcoma of the breast
after lumpectomy and radiation therapy for adenocarci-
noma. Cancer. 1992;69:2965-2968.

Moskaluk CA, Merino MJ; Danforth DN, et al. Low-grade
angiosarcoma of the skin of the breast: a complication of
lumpectomy and radiation therapy for breast carcinoma.
Hum Pathol. 1992;23:710-714.

Parham DMy Fisher C. Angiosarcomas of the breast devel-
oping post radiotherapy. Histopathology. 1997;31:189-195.
Rao ]y DeKoven ]G, Beatty JD, et al. Cutaneous angio-
sarcoma as a delayed complication of radiation ther-
apy.for carcinoma of the breast. ] Am Acad Dermatol.
2003;49:532-538.

Billings SD, McKenney JK, Folpe Al, et al. Cutane-
ous angiosarcoma following breast-conserving surgery
and radiation. an analysis of 27 cases. Am J Surg Pathol.
2004;28:781-788.

Fodor J, Orosz Z, Szabo E, et al. Angiosarcoma after
conservation treatment for breast carcinoma: our experi-
ence and a review of the literature. ] Am Acad Dermatol.
2006;54:499-504.

Roses DP, Harris MN, Rigel D, et al. Local and in-transit
metastases following definitive excision from primary cuta-
neous malignant melanoma. Ann Surg. 1983;198:65-69.
Burris HA 3rd, Hurtig J. Radiation recall with anticancer
agents. Oncologist. 2010;15:1227-1237.

Weed BR, Folpe AL. Cutaneous CD30-positive
epithelioid angiosarcoma following breast-conserving
therapy and irradiation. a potential diagnostic pitfall. Am
J Dermatopathol. 2008;30:370-372.

VOLUME 97, MAY 2016 E19





