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ABSTRACT: Mycosis fungoides (MF), also known as Alibert-Bazin syndrome or granuloma fungoides, is the most common form of cutaneous T-cell

lymphoma. Cutaneous lymphomas are an uncommon, heterogeneous group of non-Hodgkin lymphomas (NHLs) of T- and B-cell origin where the skin

is the primary organ of involvement. This is a case of a 60-year-old Nigerian woman, who was diagnosed and managed as a case of chronic dermatitis but

further investigations confirmed a diagnosis of MF; she was thereafter managed with topical glucocorticoids/chemotherapy and improved on these treat-

ments. We make a plea for better awareness of the disease among physicians and pathologists in Africa.
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Background

The first clinical description of mycosis fungoides (MF) was
made in 1806 by Baron Jean-Louis Alibert, a French physi-
cian, who identified a 56-year-old man with skin tumors
resembling mushrooms after having a desquamating rash over
several months.!

In 1975, Lutzner, Edelson, and associates introduced
the term cutaneous T-cell lymphoma (CTCL) to describe the
spectrum of skin-based lymphomas of T-cell origin, including
classic MF and Sézary syndrome (SS).?

MF is twice as common in males as in females. The
median age at diagnosis is 55 years.? Blacks are almost
twice as likely to develop MF compared to whites and
Asians. The etiology of MF remains unknown, but genetic,

environmental, and infectious agents, eg, human T-cell
leukemia virus 1 (HTLV-1) infection, have been impli-
cated as possible factors triggering lymphocyte activation or
transformation.*>

A hypothesis of “persistent antigen stimulation” as an
initial event has been proposed after MF was observed to be
a disease of mature CD4+ memory cells, but the antigen is
not known. MF may also be viewed as a disease of immune
deregulation. Tumor progression is associated with decreased
antigen-specific T cell responses and impaired cell-mediated
cytotoxicity.6

MF is difficult to diagnose in its early stages because the
symptoms and skin biopsy findings are similar to those of

other skin conditions.”
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Case Report

A 60-year-old female farmer presented at the hematology
clinic on account of generalized body itching for 3 years and
mild hypoanesthesia of the skin for 5 years. There were mixed
hypopigmented and hyperpigmented maculopapular scaly
patches in her back and both upper limbs.

'There was no history of arthralgia, radiation, or chemical
exposure, no swellings in any part of her body, and no bleed-
ing into her skin or from any orifice. Patient neither took any
form of alcohol nor tobacco products. Patient had presented
at the dermatology clinic earlier where she was investigated
for various conditions including leprosy. She was, however,
being treated for chronic dermatitis prior to presentation at
the hematology clinic. Investigations carried out at the hema-
tology clinic included full blood count, peripheral blood film,
chest X-ray, abdomino-pelvic ultrasound scan, and renal and
liver function tests, and all were normal. Viral screens for HIV
I & II, Hepatitis B surface Ag, and Hepatitis C virus anti-
bodies were also negative. Multiple skin biopsy samples taken
from her back were sent for histology at St. John’s Institute of
Dermatology, St. Thomas’ Hospital, London, which revealed
appearances diagnostic of cutaneous T-cell lymphoma (MF).
She was diagnosed in the early stages, stage 1B (T, N M, B)
according to the modified tumor-node-metastasis-blood
(TNMB) classification.

Patient was placed on topical glucocorticoids and com-
menced on eight courses of IV cyclophosphamide 750 mg/m?,
1V epirubicin 25 mg/m?, and prednisolone tablets 40 mg/m?
daily for 5 days. Each course was given in 21-day intervals.

She completed all courses of chemotherapy and did well,
evidenced by disappearance of her symptoms except the dys-
pigmentation on the skin which is still resolving.

Discussion

MF is the most common cutaneous lymphoma.! It is a rela-
tively rare, extra nodal, non-Hodgkin’s lymphoma with a
stable incidence of approximately 0.36 per 100,000 person-
years.® It most often presents in those aged 45 to 60 years but
has been diagnosed in children and adolescents.” It is 50%
more common in black than in white patients and twice as
frequent in men as in women.

MF is classically divided according to its clinical presen-
tation as patches, plaques, or tumors.! Our patient had mixed
hypopigmented and hyperpigmented maculopapular scaly
patches in her back and both upper limbs. The patch or plaque
lesions of MF have a predilection for non—sun-exposed areas
(eg, the buttocks, medial thighs, back, and breasts), although
any area of the skin may be affected.! It is most often mis-
diagnosed as chronic contact dermatitis, atopic dermatitis, or
psoriasis especially in the early stages.!! Patches and plaques
may show hypopigmentation or hyperpigmentation, atrophy,
and petechiae.!>1?

The median ages of presentation of MF of 55 years
reported by Weinstock and Reynes® and 45-60 years reported

by Morales-Sudrez-Varela’ are similar to the patient’s age of
60 years who has had a 5-year history of generalized body
itching, dyspigmentation of the skin, and scaly patches
before presentation.

Two main hypotheses have been recognized in the patho-
genesis of MF. The antigenic-stimulation hypothesis suggests
that MF is caused by antigen persistence. Continuous stimu-
lation of T cells leads to initial chronic inflammation, which
in turn leads to the development of a malignant T-cell clone.!
A potential source is occupational exposure to certain sub-
stances in glass formers, pottery and ceramics workers,” with
an increased risk in the paper processing industry.”!* Bacterial
superantigens, such as Staphylococcus aureus, may also be a cause
of continuous stimulation of T cells.>® The viral induction
hypothesis implicates HTLV-1. Although a few studies have
reported detection of HTLV-1 or HTLV-2 gene sequences in
peripheral blood cells or biopsies of MF lesions,'” other stud-
ies have found no association between MF and HTLV-1.18
Epstein—Barr virus (EBV) has in fact been detected only in
a small percentage of MF lesions, although a relationship
has been reported between the presence of EBV and a poor
prognosis.” This may also be the case in the reported detec-
tion of cytomegalovirus (CMV) and high-risk types of the
human papillomavirus in patients with MF.2%2! The patient
is a farmer with no known chemical or occupational expo-
sure and had no history of febrile illness prior to development
of symptoms; however, no viral screens for HTLV 1 & 2,
EBV, CMYV, or papillomavirus were done during the course
of her management.

'The diagnosis is difficult especially in the early stages but
it is made through a combination of the clinical picture and
examination, and is confirmed by a skin biopsy and staged
appropriately based on the results.

She was diagnosed in the early stages, stage 1B (T, N
M, B,) according to the modified TNMB classification, orig-
inally adopted by the Mycosis Fungoides Cooperative Study
Group (Table 1).10-22.23

The histological parameters suggesting the diagnosis
in early stages of MF include epidermotropism (lympho-
cytes disposed as solitary units within the basal layer of
the epidermis in foci), dermal fibrosis and atypia of dermal
lymphocytes, Pautrier’s microabscesses, basal alignment of
neoplastic lymphocytes, hyperconvoluted dermal and epi-
dermal lymphocytes, and grandiosity sign (size of lympho-
cytes becoming larger as they migrate toward granular layer
of epidermis).?*?” The patient’s histology report revealed
prominent exocytosis of the lymphocytes with cytologi-
cal atypia. The cells are irregular and convolute infiltrating
mainly the basal cell layer of the epidermis. At the superfi-
cial to mid-dermis, there were mild to moderately promi-
nent perivascular and interstitial cell infiltrates consisting
of round lymphocytes, histiocytes, and atypical lymphoid
cells. These findings are similar to standard histologic cri-
teria. There are various variants/subtypes of MF that follow
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Table 1. Modified International Society for Cutaneous Lymphomas/
European Organization for Research and Treatment of Cancer
revisions to the TNMB classification of MF/Sézary syndrome.

TNMB DESCRIPTION

Skin

T1 Limited patches, papules, and/or plaques covering
<10% of the skin surface

T2 Patches, papules, or plaques covering =10% of the
skin surface

T3 One or more tumors (=1 cm diameter)
Confluence of erythema covering =80% body
surface area

Node

NO No clinically abnormal lymph nodes

N1 Clinically abnormal lymph nodes; histopathology Dutch
grade 1 or NCI LNO-LN2

N2 Clinically abnormal lymph nodes; histopathology Dutch
grade 2 or NCI LN3

N3 Clinically abnormal lymph nodes; histopathology Dutch
grade 3 or NCI LN4

NX Clinically abnormal lymph nodes without histologic
confirmation or inability to fully characterize the
histologic subcategories

Visceral

MO No visceral organ involvement

M1 Visceral involvement (must have pathology
confirmation and organ involved should be specified)

Blood

BO Absence of significant blood involvement: <5%
of peripheral blood Sézary cells

B1 Low blood tumor burden: >5% of peripheral blood
Sézary cells

B2 High blood tumor burden: =1000/uL Sézary cells
with positive clone
One of the following can be substituted for
Sézary cells:
— CD4/CD8 cells =10%
— CD4+/CD7- cells =40%
— CD4+/CD26- cells =30%

Stage TNMB

1A T1, NO, MO, BO-B1

1B T2, NO, MO, BO-B1

1A T1-T2, N1-N2-NX, M0, BO-B1

1B T3, NO—-N1-N2-NX, M0, BO

A T4, NO-N1-N2-NX, M0, BO

1B T4, NO-N1-N2-NX, MO, B1

IVA1 T1-T4, NO-N1-N2-NX, M0, B2

IVA2 T1-T4, N3, M0, BO-B2

VB T1-T4, N1-N2-N3-NX, M1, BO-B2

similar clinical and pathological features and some distinctive
characteristics. These are given in Table 2.

Variability in the clinical presentation and progression
of MF makes multiple therapeutic options available, although

Table 2. Variants and Subtypes of Mycosis Fungoides.

SUBTYPES/VARIANTS CLINICAL/PATHOLOGICAL

FEATURES

They are most commonly found
in the head and neck. Skin
lesions are often associated
with alopecia, and mucinorrhea.
It presents with a slowly
enlarging solitary patch, plaque,
or tumor in which biopsy shows
characteristic lymphomatous
change around hair follicles.

Folliculotropic MF (follicular
cell ymphoma)

Granulomatous slack skin They are commonly seen in the
groin and underarm regions.
This rare subtype is character-
ized by slow development of
folds of lax skin in the major
skin folds. The skin folds show
a granulomatous infiltrate with
clonal T cells.

Pagetoid reticulosis It presents with localized
patches or plaques with an
intraepidermal growth of
neoplastic T cells and clinically
as a solitary psoriasis-like or
hyperkeratotic patch or plaque,

usually on the extremities.

its management is complex and there are no simple treatment

algorithms;?%%

skin-directed therapies that include topical
corticosteroids, nitrogen mustard, carmustine, local or total
body radiation therapy, topical bexarotene, and phototherapy
have been shown to give good response in early stage MF.3
However, systemic chemotherapy or targeted therapy with
a monoclonal antibody, oral retinoids, recombinant inter-
feron alpha, and fusion toxins are used in more advanced
stages.3H32

Current areas of interest in clinical trials for MF con-
fined to the skin include combined modality therapies con-
taining both topical and systemic agents.>3* The patient was
managed with a combined therapy of topical glucocorticoids,
systemic chemotherapy (adriamycin and cyclophosphamide),
and oral prednisolone of eight courses every 21 days, which
the patient responded to favorably. Systemic chemotherapy
used in advanced stages of MF was instituted because of poor
response to topical glucocorticoids alone and unavailability of
phototherapy in our centre.

'The patient completed eight courses of systemic chemo-
therapy 6 months ago and is on topical glucocorticoids. She is
presently symptom free and is being seen on a 3 monthly basis
in the hematology clinic.

MF is incurable, but many patients experience pro-
longed periods of disease control. Quality of life is a major
objective, in addition to cure, and maximizing periods of
remission or stable disease and minimizing treatments and
toxicities are two central concerns in clinical care. Treat-
ment, therefore, is considered palliative for most patients,
though major symptomatic improvement is regularly
achieved.

CLINICAL MEDICINE INSIGHTS: CASE REPORTS 2014:7 l 97


http://www.la-press.com
http://www.la-press.com/clinical-medicine-insights-case-reports-journal-j91

Akinbami et al

&

Author Contributions
Conceived the concept: AA Akinbami. Wrote the first draft of
the manuscript: BIO. Contributed to the writing of the manu-

script: SOJ-O. Agree with manuscript results and conclusion:
AA Adediran, EIU, AOD. Jointly developed the structure
and arguments for the paper: O Osinaike, AKI. Made critical
revisions and approved final version: MO, AD, O Okunoye.

All authors reviewed and approved of the final manuscript.

REFERENCES

1.

10.

11.

12.

13.

14.

15.

Alibert JLM. Descriptions des maladies de la peauobservéesal’Hopital Saint-
Louis, et exposition des meilleuresméthodessuivies pour leurtraitement (in
French). Paris: Barroisl’ainé; 1806:286.

. Lutzner M, Edelson R, Schein P, Green I, Kirkpatrick C, Ahmed A. Cutaneous

T-cell lymphomas: the Sézary syndrome, mycosis fungoides, and related disor-
ders. Ann Intern Med. 1975;83:534-52.

. Weinstock MA, Reynes JF. The changing survival of patients with mycosis fun-

goides: a population-based assessment of trends in the United States. Cancer.
1999;85:208.

. Burg G, Dummer R, Haeffner A. From inflammation to neoplasia: mycosis

fungoides evolves from reactive inflammatory conditions (lymphoid infiltrates)
transforming into neoplastic plaques and tumors. Arch Dermatol. 2001;137:949.

. Girardi M, Heald PW, Wilson LD. The pathogenesis of mycosis fungoides.

N Engl ] Med. 2004;350(19):1978-88.

. Yoo EK, Cassin M, Lessin ST, Rook AH. Complete molecular remission dur-

ing biologic response modifier therapy for Sezary syndrome is associated with
enhanced helper T type 1 cytokine production and natural killer cell activity.
J Am Acad Dermatol. 2001;45:208.

. Pope E, Weitzman S, Ngan B, et al. Mycosis fungoides in the pediatric popula-

tion: report from an international childhood registry of cutaneous lymphoma.
J Cutan Med Surg. 2010;14(1):1-6.

. Robert C, Kupper TS. Inflammatory skin diseases, T cells, and immune surveil-

lance. N Engl ] Med. 1999;341:1817-28.

. Morales-Suirez-Varela MM, Olsen J, Johansen P, et al. Occupational risk fac-

tors for mycosis fungoides: a European multicenter case-control study. / Occup
Environ Med. 2004;46(3):205-11.

Willemze R, Jaffe ES, Burg G, et al. WHO-EORTC classification for cutane-
ous lymphomas. Blood. 2005;105(10):3768-85.

Latkowski JA, Heald PW. Cutaneous T cell lymphomas. In: Freedberg IM,
Eisen AZ, Wolff K, Austen KF, Goldsmith LA, Katz SI eds. Fitzpatrick’s
Dermatology in General Medicine. Vol 2. 6th ed. New York: McGraw-Hill; 2003:
1537-58.

Bunn PA Jr, Lamberg SI. Report of the committee on staging and classification
of cutaneous T-cell lymphomas. Cancer Treat Rep. 1979;63:725-8.

Tan RS, Butterworth CM, McLaughlin H, Malka S, Samman PD. Mycosis
fungoides-a disease of antigen persistence. Br ] Dermatol. 1974;91(6):607-16.
Whittemore AS, Holly EA, Lee IM, et al. Mycosis fungoides in relation to envi-
ronmental exposures and immune response: a case-control study. J Naz/ Cancer
Inst. 1989;81:1560-3.

Vonderheid EC, Bigler RD, Hou JS. On the possible relationship between
staphylococcal superantigens and increased Vbeta5.1 usage in cutaneous T-cell
lymphoma. Br J Dermatol. 2005;152(4):825-6.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Jackow CM, Cather JC, Hearne V, Asano AT, Musser JM, Duvic M. Association
of erythrodermic cutaneous T-cell lymphoma, superantigen-positive Staphy-
lococcus aureus, and oligoclonal T-cell receptor V beta gene expansion. Blood.
1997;89(1):32-40.

Zendri E, Pilotti E, Perez M, et al. The HTLV tax-like sequences in cutaneous
T-cell lymphoma patients. J Invest Dermatol. 2008;128(2):489-92.

Courgnaud V, Duthanh A, Guillot B, Sitbon M, Dereure O. Absence of HTLV-
related sequences in skin lesions and peripheral blood of cutaneous T-cell lym-
phomas. J Invest Dermatol. 2009;129(10):2520-2.

Novelli M, Merlino C, Ponti R, et al. Epstein—Barr virus in cutaneous T-cell
lymphomas: evaluation of the viral presence and significance in skin and periph-
eral blood. J Invest Dermatol. 2009;129(6):1556—61.

Ballanger F, Bressollette C, Volteau C, Planche L, Dreno B. Cytomegalovi-
rus: its potential role in the development of cutaneous T-cell lymphoma. Exp
Dermatol. 2009;18(6):574—6.

Vidulich KA, Rady PL, He Q, Tyring SK, Duvic M. Detection of high-risk
human papillomaviruses in verrucae of patients with mycosis fungoides and
Sézary syndrome: a case series. Int | Dermatol. 2009;48(6):598-602.

Olsen E, Vonderheid E, Pimpinelli N, et al. Revisions to the staging and clas-
sification of mycosis fungoides and Sezary syndrome: a proposal of the Interna-
tional Society for Cutaneous Lymphomas (ISCL) and the cutaneous task force of
the European Organization for Research and Treatment of Cancer (EORTC).
Blood. 2007;110(6):1713-22.

Olsen EA, Whittaker S, Kim YH, et al. Clinical end points and response criteria
in mycosis fungoides and Sezary syndrome: a consensus statement of the interna-
tional society for cutaneous lymphomas, the United Stated Cutaneous Lymphoma
Consortium, and the cutaneous lymphoma task force of the European Organisa-
tion for Research and Treatment of Cancer. J Clin Oncol. 2011;29(18):2598—607.
Arafah M, Zaidi SN, Al Ghamdi K. The histological spectrum of early mycosis
fungoides: a study of 58 Saudi Arab patients. Oman Med J. 2012;27(2):134-9.
Inchara YK, Rajalakshmi T. Early mycosis fungoides vs. inflammatory mimics:
how reliable is histology? Indian | Dermatol Venereol Leprol. 2008;74(5):462—6.
Smoller BR, Bishop K, Glusac E, Kim YH, Hedrickson M. Reassessment of
histologic parameters in the diagnosis of mycosis fungoides. 4m J Surg Pathol.
1995;19:1423-30.

Naraghi ZS, Seirafi H, Valikhani M, Farnaghi F, KavusiDowlati Y. Assess-
ment of histologic criteria in the diagnosis of mycosis fungoides. In# J Dermatol.
2003;42:45-52.

Hortwitz SM, Olsen EA, Duvic M, Porcu P, Kim YH. Review of the treatment
of mycosis fungoides and Sezary syndrome: a stage-based approach. J Natl Compr
Canc Netw. 2008;6(4):436-42.

Dummer R, Dreyling M. Primary cutaneous lymphoma: ESMO clinical recom-
mendations for diagnosis, treatment and follow-up. 4nn Oncol. 2008;19(suppl 2):
72—6.

Prince HM, Whittaker S, Hoppe RT. How I treat mycosis fungoides and Sézary
syndrome. Blood. 2009;114(20):4337-53.

Knobler E. Current management strategies for cutaneous T-cell lymphoma. Clin
Dermatol. 2004;22(3):197-208.

Lundin J, Hagberg H, Repp R, et al. Phase 2 study of alemtuzumab (anti-
CD52 monoclonal antibody) in patients with advanced mycosis fungoides/
Sezary syndrome. Blood. 2003;101(11):4267-72.

Olsen EA, Rook AH, Zic ], et al. Sézary syndrome: immunopathogenesis,
literature review of therapeutic options, and recommendations for therapy by
the United States Cutaneous Lymphoma Consortium (USCLC). J Am Acad
Dermatol. 2011;64(2):352-404.

Kuzel TM, Roenigk HH Jr, Samuelson E, et al. Effectiveness of interferon alfa-2a
combined with phototherapy for mycosis fungoides and the Sézary syndrome.
J Clin Oncol. 1995;13(1):257—-63.

98 l CLINICAL MEDICINE INSIGHTS: CASE REPORTS 2014:7


http://www.la-press.com
http://www.la-press.com/clinical-medicine-insights-case-reports-journal-j91

