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Introduction: Skin is second most common site for extranodal non-hodgkin lymphoma (NHL). Mycosis fungoides (MF) is a
type of cutaneous NHL. There is gross dearth of literature on mycosis fungoides given the rarity and benign course of the

ABSTRACT

illness. We intended to study the clinical profile and treatment outcomes of the disease at our centre.

Materials and methods: Study was by systematic review of case files of 22 patients diagnosed to have MF/SS. Clinical and
treatment details, response assessment by mSWAT and 2 year survival in early and advanced MF were noted.

Results: MF constituted 3.5% of all cases of NHL. Median age was 55.5 years. Many patients received multiple lines of
treatment. 2 year survival in early and advanced MF were 100% and 46.1% respectively.

Conclusion: Mycosis fungoides is a rare malignancy of skin. Since the disease has an indolent and protracted course,
scoring by indices and tailoring treatment will alter course of the illness.
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Introduction:

Skin is the second most common site for extranodal non Hodg-
kin lymphoma (NHL) after gastrointestinal tract.(1, 2) Primary
cutaneous lymphomas have a different behaviour and prognosis
compared to systemic lymphomas with secondary cutaneous in-
volvement. Mycosis fungoides(MF) is the most common cutane-
ous NHL.(3, 4) It represents around 44% of all primary cutaneous
NHLs with an excellent disease specific 5 year survival of 88%.
A closely related condition, Sezary syndrome(SS) in on the other
end of spectrum with an aggressive clinical behaviour.(4) SS has
a poor outcome even on treatment.(5) An approach towards cor-
rect identification in early stages and management has been set
by International Society of Cutaneous Lymphoma (ISCL).(6)

MF is known for its clinical heterogeneity. In early stages, it
presents with patches and plaques. In advanced disease, pre-
sentation is with tumors, erythroderma and lymph node in-
volvement. Early stage disease is treated with skin-directed
therapy whereas advanced disease needs eventually some
form of systemic therapy.(7)

There is a gross dearth of literature on mycosis fungoides
given the rarity and benign course of the illness and a lot of
clinical conditions mimicking the illness especially in its early
stages. It would not be an overstatement if it is said that it
is an alien child to dermatology but also a neglected child of
oncology. Hence, we intended to study the clinical profile and
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treatment outcomes of the disease at our centre.

Materials and methods:

Study design:

The study was conducted at the department of Medical On-
cology in Kidwai Memorial Institute of Oncology at Bangalore
in South India. It was by a systematic review of case files of
the 22 patients diagnosed to have MF/SS and treated at the
institute from January 2006 to June 2014.

Baseline assessment:

The details noted down were the demographic profile of the
patient, clinical presentation, extracutaneous/lymph nodal sites
of involvement, stage of the disease treatment details- both
skin directed and systemic therapies, response assessment and
survival details.

Staging:

Diagnosis was established by biopsy of skin lesions aided by
immunohistochemistry. All the histopathology slides were re-
viewed and diagnosis was confirmed. A lymph node with size
>/= 1.5 cm was considered to be clinically positive. Lymph
node involvement if present was confirmed by excisional bi-
opsy.(3) Involvement of blood and presence of sezary cells
were determined by examination of the peripheral smear and
by flow cytometry.(8) An updated staging system proposed
by International Society of Cutaneous Lymphoma (ISCL) and
European Organization of Research and Treatment of Cancer
(EORTC) was used.(3)

Skin assessment and scoring with response:

Details of severity of the skin lesions were assessed by mod-
ified severity weighted adjustment tool (MSWAT) at various
visits at 3, 6 and 12 months.(9, 10) This involved the summa-
tion of the products of assessed body surface area (BSA) mul-
tiplied by lesion specific weighting factor. The weighting factor
was 1, 2 and 4 for patch, plaque and tumours respectively.
It has been said that mSWAT can be used to track lesions of
erythroderma.(9) Patients of erythrodermic skin lesions had T4
lesions which was BSA > 80% erythematous patch/plaque dis-
ease.(11) Lymph node reassessment was by CT scans and by
chesons criteria.(12) Stages I-IIA were considered as Early MF
and stages IIB-IV were considered as Advanced MF.

Treatment:

Early MF was treated by skin directed therapies- topical cor-
ticosteroids, retinoids and phototherapy (Narrow band for
patches and PUVA for plaques).

Advanced MF and refractory cases of early MF were given
systemic treatment with/without skin directed therapies- reti-
noids, oral methotrexate (20-40 mg/wk), immunomodulato-
ry agents (lenalidomide) and liposomal doxorubicin. Most of
them received multiple lines of these agents. 2 of the patients
of recalcitrant advanced MF also received CHOP (Cyclophos-
phamide-750 mg/m?, Doxorubicin-50 mg/m?, Vincristine 1.4
mg/m? and oral prednisone 100 mg/day for 5 days) based
chemotherapy in fourth line treatment.

Statistics: The statistical analysis was carried out using Statisti-
cal Package for Social Sciences (SPSS Inc., Chicago, IL, version
22.0 for Windows). Means and medians were calculated for
all applicable parameters.

Results:
Clinical profile: A total of 22(3.5%) cases of MF were diag-
nosed out of 626 non Hodgkin’s lymphomas. Among those
patients, 9 had early MF and 13 had advanced MF at pres-
entation.

Table I:
Characteristics Variable
Median age 55.5 years

Gender distribution 12 males: 10 females

Median body surface area of | 16%

lesions

Lymph node involvement 54.5%
Visceral involvement 13.6%
Stages(/I/N1I/1V) 7/10/2/3
Treatment

Local therapies only

Systemic therapy 16

Response assessment of skin lesions to treatment:
Modified severity weighted adjustment tool at baseline, at 3
months, 6 months and at 12 months was done for all the pa-
tients of both early MF and advanced MF.
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Survival at the end of 2 years:

9 cases of Early MF- Stages IA, IB and IIA had a 2 year survival
of 100% and 13 cases of advanced MF- stages IIB, IllA, lIiB,
IVA and IVB had the same of 46.1%.

Fig 2:

Survival at 2 years from diagnaosis

Discussion:

Primary cutaneous lymphomas(PCL) are of two broad types-
cutaneous T-cell lymphomas” (CTCL) and “cutaneous B-cell
lymphomas” (CBCL).(5) Of all the PCLs, 65% are of T cell
type, 25% are of B cell type and the remaining 10 % are
non-specific.(13) Further, CTCLs vary in their clinical behaviour,
histology and markers of expression on the tumour cells.(14)
The types of CTCLs which are indolent are MF and its variants,
anaplastic large cell PCL, subcutaneous panniculitis-like T-cell
lymphomas, lymphomatoid papulosis and cutaneous lympho-
mas of CD4+ T cells of small and medium-sized pleomorphic
cells. Aggressive subtypes of CTCLs are Sezary syndrome, na-
sal-type T/NK-cell, T CD4- and CD8+ cells, unspecific T-cell and
the T cell lymphoma/leukemia of adults.(5, 13)
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The disease is difficult to diagnose in the early stage, with a
lot of diseases mimicking it such as psoriasis, parapsoriasis,
eczema, pityriasis alba, chronic lichenoid pityriasis and leprosy.
(15) Diagnosis requires excellent clinical acumen with multiple
sequential biopsies at times. Early MF presents with patches
and plaques. Patch stage lesions are erythematous, single or
multiple of varying diameters and may be accompanied by
fine scaling. They are usually located in non-sun exposed ar-
eas- buttocks, thighs and abdomen. Plagues in MF are due to
epidermal hyperplasia resulting from infiltration of neoplas-
tic lymphocytes. They can arise from preexistant patch or de
novo. These plagues may be either sharply demarcated or can
coalesce to form various patterns. Patches and plaques are of-
ten associated with itching. When these various lesions occu-
py more than 80% of the body surface, it is called the phase
of erythroderma. The lesions here can be in patch, plaque or
tumor phases or a mixture of these in various proportions and
the lesions here may or may not be accompanied by scales.
Plaques rarely ulcerate before the phase of tumor. Tumor
stage lesions are located generally in face and body folds. Ul-
ceration could be from necrosis of the tumor tissue or from
secondary infection. About half of all deaths in mycosis fun-
goides is from infections and resultant septicaemia.(16)

The most common type of CTCL is MF. The median age in our
study was 55.5 years. This is similar to other studies, where-
in the peak occurrence is in fifth and sixth decades. In our
study, the male to female ratio was 1.2. It has two times high-
er incidence in men compared to women worldwide.(17-19)
In our study, median age was much lesser than that in most
of the studies.(20-22) This could be explained by the earlier
occurrence in India of most of the haematological malignan-
cies compared to the western population. Gender distribution
showed a slight male preponderance, similar to that in most
of the studies.

In an article by Novelli et al(22), there was a significantly in-
creased relative risk of death in those patients above 60 years,
with advanced disease and TBSA more than 50%. Median
TBSA in that study was 47% as compared to 16% in our
study. In that study, they categorized patients based on TBSA
involved and studies survival. They recorded a 5 year surviv-
al of 100% in those with TBSA less than 25% as compared
to 89% in those with TBSA of between 25% and 50%. We
could not do the subset analysis of the age and TBSA com-
paring them to survival in view of smaller number of patients.

Lymph node involvement qualifying as dermatopathic lym-
phadenopathy was seen in 54.5% of patients. It is noticed
in various studies that lymph node involvement is an adverse
prognostic factor.(21, 23) In another study it has been said
that prognostic impact of lymphadenopathy with a patch/
plaque lesion, which is a stage IIA disease is questionable.(18)
But, in our study all the lymphadenopathy we found was in
advanced MF, which is stage IIB and beyond. Further, skin le-
sions were in tumor and erythroderma stages.

Table II:
Character- Present Novelli et | Klemke Duvic et
istics study al(22) CD(21) al(20)
Median age | 55.5years | 61 years | 70 years | 67 years
Gender 6:5 3:2 1.44:1 1.22:1
distribution
Median BSA | 16% 47 % _ 45%
of lesions
Lymph node | 54.5% _ 34.6% 58%
involvement

Three patients in our study had visceral involvement by myco-
sis fungoides. The sites involved were orbit of eyes, liver and
meninges. Needless to say, all three of them fared poorly and
had survival of 3, 4 and 1.5 months respectively. Literature
search reveals the most common sites of extracutaneous and

extranodal dissemination of the disease are spleen, liver and
lungs.(24), 6 of the 22 patients in our study have been report-
ed earlier.(25)

The followup assessment of skin lesions was done by SWAT
score and by the modified SWAT score. Various assessment
tools such as physician global assessment (PGA) and total
body surface area (TBSA). It has been found that SWAT cor-
related best with PGA score than does TBSA.(10) SWAT is sen-
sitive in capturing disease burden of the patient under treat-
ment with both skin directed and systemic chemotherapies.
(26)

Conclusion: Mycosis fungoides is a rare malignancy of the
skin though it is the most common type of CTCL. It requires
a high index of suspicion to diagnose the condition and is
essentially a diagnosis of exclusion. Our patients had a low-
er median age of incidence of MF, but a milder severity of
the disease in terms of lesser TBSA and also a better surviv-
al. Since the diseases has an indolent and protracted course,
scoring by indices and tailoring treatment will alter the course
of the illness.
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