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Introduction

Cutaneous T-cell lymphoma (CTCL) is a monoclonal expan-
sion of helper T-lymphocytes expressing strong epidermal af-
fi nity with early involvement restricted to skin. When the dis-
ease progresses, helper T-lymphocyte subclones with less affi  n-
ity with epidermis, with greater tendency to disseminate into 
non-adjacent skin, lymph nodes, peripheral blood, and viscera 
are found.
Mycosis fungoides (MF) is the most frequent CTCL. In a se-
ries of 91 patients studied, they accounted for 72.52 percent,1 a 
somewhat higher prevalence than the 44 percent found in the 
WHO/EORTC study on 1905 patients.2

Th e fi rst case of MF was described by Alibert in 1806. In 1832, 
it received the name by which it is currently known, given the 
morphological feature of fungus-like tumors. In 1876, Bazin, 
a disciple of Alibert, divided the clinical progression into the 
stages of patch, plaque, and tumor.3 Th is classical Alibert-Bazin 
MF aff ects more frequently males of average age between 50 
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and 60 years, and appears clinically with non-infi ltrated erythe-
mato-squamous lesions (macular stage), and/or infi ltrated le-
sions with sharply demarcated borders leaving areas of healthy 
skin (plaque stage), which may develop into tumors tending to 
ulcerate. Classically, these lesions are seen more frequently on 
the trunk, on non-sun-exposed areas. However, the face is one 
preferred location in tumor growth.
Th is disease may have diff erent aspects in its clinical and histo-
pathological presentation; a series of variants are summarized 
in Table 1. It should be noted that in the new consensual classi-
fi cation by WHO and EORTC2 the only recognized MF vari-
ants are folliculotropic, pagetoid reticulosis, and granuloma-
tous slack skin (Table 2).

Objective

• To determine prevalence of rare MF variants in the popula-
tion of patients with CTCL.

• To assess the behavior of these variants in relation to stage at 
the time of diagnosis, progression, and treatment response

Design

Observational, retrospective, and descriptive study.

Materials and methods

Review of database on primary cutaneous lymphomas (PCL) 
from November 1, 1995 to August 1, 2007. It included all pa-
tients with clinical, histopathological, and immunohistochem-
ical diagnosis complying with the classifi cation categories of 
WHO/EORTC. Reported are age, gender, date of defi nite di-
agnosis, type of treatment, and clinical course.

Results

Th e study included 93 patients with PCL, whereof 89 had 
CTCL. Of these, 68 (73.12 %)) were aff ected by MF (40 males 
and 28 females), with mean age 53.9 years (range: 13 a 78 
years). Seventeen/68 (25 %) were rare forms (11 males and 6 
females), with a mean age of 51 years (range: 13 to 78 years). 
Th e average follow-up period aft er diagnosis of the rare vari-
ant was 21.94 months (range: 4-102 months). Distribution of 
these variants was 5 folliculotropic MF, 4 erythrodermic MF, 
3 poikilodermic MF, 2 hypopigmented MF, 1 granulomatous 
slack skin, 1 ichthyosiform MF, and 1 unilesional MF.
Th e stage at the time of diagnosis was early (Ia-IIa) in 8 (47 %) 
and late (IIb-IV) in 9 (53 %) patients. Most fulfi lled a com-
bined treatment regimen with IFN + PUVA. Complete resolu-
tion (absence of signs and symptoms for at least 12 weeks) oc-
curred in 53 % of the cases. Progressive disease with visceral in-
volvement appeared in one case of folliculotropic MF, as well 
as node involvement by lymphoma in one patient with eryth-
rodermic MF.

Case history

Our case history is listed in Table 3.

Discussion

Th e described MF variants illustrate diff erent presentation 
forms of this primary cutaneous lymphoma. In the studied pop-
ulation, mean age and gender distribution were similar to the 
observations in the whole group of MF patients. Generally, pa-
tients show classical MF clinical features (MFc) in other parts 
of the body, and this favors diagnosis, as in Cases 4, 6, 7, 8, 13, 
and 15. On other occasions, the disease begins with an atypical 
presentation that makes initial diagnosis diffi  cult; thus, diagno-
sis is reached at a later stage, thus complicating prognosis and 

TABLE 1. CLINICAL AND HISTOPATHOLOGICAL VARIANTS OF MYCOSIS FUNGOI-

DES (MF). 

• Bullous MF 

• Dyshidrotic MF 

• Erythrodermic MF 

• Follicular mucinous MF 

• Follicular or folliculotropic MF 

• Syringotropic MF 

• Granulomatous slack skin 

• MF palmaris et plantaris

• Pagetoid reticulosis 

• Poikilodermic MF 

• Pustular MF 

• Verrucous/hyperkeratotic MF 

• Acanthosis nigricans-like MF 

• Hypopigmented MF 

• Hyperpigmented MF 

• Ichthyosiform MF 

• MF with eruptive epidermoid cysts 

• Perioral dermatitis-like MF 

• Pigmented purpura-like MF 

• Zosteriform MF 

• Angiocentric MF 

• Granulomatous MF 

• Invisible MF 

TABLE 2. CTCL WHO/EORTC CLASSIFICATION 

Mycosis fungoides (MF) 

Variants or subtypes of MF

• Folliculotropic MF

• Pagetoid reticulosis

• Granulomatous slack skin 

Sézary syndrome (SS) 

Primary cutaneous lymphoproliferative disorders CD30+

• Primary cutaneous anaplastic large T-cell lymphoma

• Lymphomatous papulosis 

Subcutaneous panniculitis-like T-cell lymphoma 

Extranodal NK/T cell lymphoma, nasal type 

Not otherwise specifi ed primary cutaneous peripheral T-cell lymphoma

• Aggressive epidermotropic CD8+ T-cell lymphoma (provisional)

• Gamma/delta T-cell lymphoma (provisional)

• Pleomorphic small/medium sized T-cell lymphoma (provisional) 

Adult T-cell lymphoma/leukemia 
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survival, as in Cases 2, 3, 5, and 9. A recent study 
published by Barengo et al.,4 on 7 patients with atyp-
ical variants of the disease, concluded on the utmost 
importance of reaching diagnosis at early stages, and 
this requires clinical awareness.

Th e folliculotropic variant may appear with a very 
proteiform clinical picture including patchy alope-
cia, epidermal cysts, comedones, follicular kerato-
sis-type follicular plugs, and mucinorrhea when as-
sociated with follicular mucinosis.5 More typical lo-
cations include face, neck, and upper trunk (Figures 
1 and 2). Patients, males in a 4-5:1 ratio, may or may 
not have MFc lesions. Our series showed similar be-
havior, with dominance of male cases in a 3:2 ratio. 
Strong folliculotropism is noticeable in the histo-
pathology (Figure 3), with scarce or none epider-
motropism, and with or without follicular mucino-
sis.5-7 Th e immunophenotype analysis shows atypi-
cal CD4+ lymphocytes with a phenotype similar to 
MFc. Folliculotropism may be explained by an in-
crease of ICAM-1 expression in follicular epitheli-
um, associated with LFA-1 lymphocytes, concur-
rently with reduction of ICAM-1 expression in epi-
dermal keratinocytes.8 Although the small number 
of reported cases makes a prognosis assessment diffi  -
cult, folliculotropic mycosis fungoides seems to have 
a prognosis similar to MFc. Some authors suggest 
that, because of the depth reached by the infi ltrate in 
its intra- and perifollicular arrangement, folliculo-
tropic mycosis fungoides should be staged as T3 (tu-
mor), independently of its clinical appearance; this 
suggests a more aggressive prognosis towards tumor 
and erythroderma.8 In the analyzed cases, we see 
how Case 1 evolved as MFc for its stage, and Case 
2 had a slower growth, with frequent relapses, and 
refractory to treatments. In addition, it should be 
noted that the disease was underdiagnosed for sev-
eral years, and at the time of certainty diagnosis, the 
patient had reached tumor stage. Th e extension, ini-
tial stage, and treatment resistance resulted in an un-
favorable prognosis for this patient, who progressed 
toward visceral involvement of the disease.

Th e consensus of the International Society for 
Cutaneous Lymphomas (ISCL) clearly defi nes the 
erythrodermic variants (E-CTCL). Here, erythro-
dermic MF diff ers from Sézary syndrome and non-
specifi ed E-CTCL because usually there is previous 
history of macular or plaque MF, and minimal or 
none peripheral blood involvement appears in stag-
ing (5 Sézary cells/100 lymphocytes plus PCR, or 20 
Sézary cells/100 lymphocytes).9 As every erythroder-

mic clinical picture, prognosis is serious. Frequently there are adenopathies, 
given the extension of skin involvement and itching, although not always 
with categorical histopathological confi rmation, a situation we only found 
in Case 9, even though patients 6 and 7 also had lymphadenopathies. While 

Figure 1. Case 2 (folliculotropic mycosis fungoides). Infi ltrated erythematous tumor lesions in glabella 

and malar area.

Figure 2. Case 2 (folliculotropic mycosis fungoides). Multiple follicular hyperkeratotic papules in trunk.
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the disease is limited to a B1, non-aggressive treat-
ment (PUVA, IFN, methotrexate, retinoids, in se-
quence or concomitant) is advisable. Case 6 benefi t-
ed from this therapeutic option with minimum side 
eff ects, reaching complete resolution verifi ed up to 4 
months of follow-up. Case 9 appeared refractory to 
multiple treatments, with further specifi c node in-
volvement. In the remaining cases, we could not reach 
conclusions, because follow-up was short, and treat-
ments insuffi  cient.

Poikilodermic MF is characterized by hypo- and 
hyperpigmentation, xerosis, atrophy, and telangiec-
tasias (Figure 4). Generally, it appears on preexist-
ing macular lesion sites, in chronic rubbing areas as-
sociated with classical lesions. Occasionally, it may 
dominate or even be the only manifestation of the 
disease.8,10 Th e histopathological study is similar 
to MFc, but includes epidermal atrophy with rete 
redge fl attening, mild to moderate basal layer vacuo-
lar degeneration with loss of pigment, melanophag-
es in dermis, and superfi cial vasodilation with red 
blood cells in vessels (Figure 5).

Th e hypopigmented MF may appear with hypopig-
mented patches or plaques (Figure 6) that may be 
mistaken for pityriasis versicolor, vitiligo, or achro-
mic eczematides, but an appropriate histopathology 
may ascertain the presence of atypical lymphocytes 
with epidermotropism, together with pigment dis-
orders. Most frequent in black individuals, it is very 
oft en seen in youngsters,11-13 as in Case 14, only 13 
years old. Generally, treatments succeed in repig-
mentation. Clinical course and prognosis are simi-
lar to MFc, and depend on the initial stage.14 Case 
13 developed pigment disorders in the MF course 
already in tumor stage. Th is conditioned the partial 
response to established treatments.

Granulomatous slack skin (GSS) is now a MF vari-
ant classifi ed as such by WHO/EORTC.2 It pres-
ents plaques and infi ltrated tumors in folding sites 
such as groins and axillae, which progressively form 
hanging folds of slack skin (Figure 7). In this pre-
sentation, the substrate comprises a more or less epi-
dermotropic lymphoid infi ltrate of small to medi-
um size cells, with generation of giant multinucle-
ated cell granulomas with elastophagia, and lack of 
elastic fi bers (Figure 8). It is important to diff eren-
tiate GSS and granulomatous MF histopathologi-
cally, where the latter is characterized by histopath-
ological presence of a granulomatous reaction clini-
cally related to a papule or nodule, but that may not 

Figure 3. Case 3 (folliculotropic mycosis fungoides). Atypical lymphocyte infi ltrate with marked folliculotropism.

Figure 5. Case 12 (poikilodermic mycosis fungoides). Epidermal atrophy. Vacuolization of basal layer 

with individualized large lymphocyte infi ltration.

Figure 4. Case 10 (poikilodermic mycosis fungoides). Scaling annular salmon-colored patch with super-

fi cial atrophy.
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have a clinical equivalent, and account for a fi nding 
from MFc, erythrodermic, follicular, hyperpigment-
ed MF.8 Th e immunohistochemical analysis usually 
shows CD3+, CD4+, and CD8-, and TCR clonal 
rearrangement may occur. As in our case, it is more 
frequent in females. Prognosis and clinical signifi -
cance of the granulomatous reaction are uncertain. 
For some authors, granulomas may imply an aggres-
sive course with rapid extracutaneous dissemination 
and death.8 About one third of GSS cases report a 
subsequent diagnosis of Hodgkin’s lymphoma.15 

Patient Nº.15 had a long progression of MF in ear-
ly IB stage that in spite of the established treatments 
(IFN + PUVA, total body electron beam,retinoids) 
has not achieved complete resolution. Although the 
disease does not progress (no evidence of extracu-
taneous involvement), treatment resistance and ap-
pearance of GSS imply a reserved prognosis.

A rare variant, for the few reported cases, is ichthy-
osiform MF.16-19 It is a specifi c expression of CTCL, 
not a secondary skin sign. It follows an acquired ich-
thyosis course, with keratosic or comedones-like fol-
licular lesions. Even though it may be a general con-
dition, the preferred location is on lower limbs, as in 
Case 16 (Figure 9). Th ere is prominent itching, and 
consequently, excoriations.8 Although paraneoplastic 
acquired ichthyosis has been described in Hodgkin 
and no Hodgkin lymphomas, as well as in MF and 
lymphomatoid papulosis patients, histopathology 
shows, in addition to epidermic changes associated 
with ichthyosis such as orthokeratosis and hypogran-
ulosis, a bandlike epidermotropic infi ltrate of small 
lymphocytes. A review of 7 cases by Hodak et al.,19 

shows male dominance with mean age of 50 years and 
an average of 5 years evolution time before diagno-
sis (as our case). In 5 of the 7 cases, 3 evidenced MF, 
and 2 had follicular MF. Th e immunohistochemical 
analysis showed CD3+, CD4+, and CD7- in 6; the 
last had CD3+, CD8+, CD7-. In addition, CPR was 
positive for TCR gamma cells in 3 of the 7 patients.

Th e unilesional MF is a rare variant that are ex-
pressed as single typical MF lesions, or lesions lim-
ited to an isolated individual area involving less 
than 5% of the body surface,8 as Case 17 (Figure 
10), whose few lesions were limited to an anatom-
ic region. It may aff ect any age group, including chil-
dren. Th e histopathological and immunophenotyp-
ic features cannot be diff erentiated from the classical 
forms, and it usually has a benign course.20 It may be 
the refl ection of an active antitumor response that 
minimizes malignant T-cell dissemination.4

Figure 6. Case 13 (hypopigmented mycosis fungoides). Hypopigmented lesions on skin previously not in-

volved of the trunk. 

Figure 7. Case 15 (granulomatous slack skin). Hanging fold of slack skin located in the axilla.
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Conclusion

As we can see, the MF clinical spectrum is very extensive, and in about 25 
percent of the cases, it may simulate or imitate diff erent infl ammatory der-
matoses, according to the studied population. Th is diversity turns diag-
nosis of MF variants into a challenge for the dermatologist. Th e most fre-
quent variants in our experience, which more oft en lead to wrong diagno-
sis, were folliculotropic mycosis fungoides; this group included the only 
case with disease progression and visceral involvement. Although histo-
pathology is defi nite in most cases, fi nal diagnosis should not be based on 
one single criterion, but be the result of an integral clinic, histopatholo-
gy, and molecular biology concept; furthermore, in many cases, follow-
up with periodically repeated studies and the natural evolution of the dis-
ease are determinant for certainty diagnosis. Understanding these vari-
ants and acquiring skills for early diagnosis have prognosis and therapeu-
tic implications.
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