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Mycosis fungoides (CTCL) associated with colorectal adenocarcinoma. A rare case of combined respon-

se to neoadjuvant therapy.

Mycosis fungoides (MF) is a well-known and common form of cutaneous T-cell lymphoma (CTCL), composed of malig-
nant proliferation of CD4+CD45Ro+helper memory T cells. In the patient with MF, the incidence of secondary malig-
nancies is higher than general population but very few cases with both MF and colorectal adenocarcinoma have been

reported.

Herein we describe a case of MF occurring in a G4-year-old man and followed, five months later, by a diagnosis of
colorectal adenocarcinoma. Of notice, simultaneous regression of both rectal mass and cutaneous MF manifestations was
observed after administration of chemioradiation therapy prior to rectal surgery. The patient is alive and in stable clin-

ical remission at eight years from the diagnosis.
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Introduction

Mycosis fungoides (MF) is a well-known and common
form of cutaneous T-cell lymphoma (CTCL), which con-
sists of malignant proliferation of CD4+ CD45Ro+
helper memory T cells. Clinical onset is insidious '. At
earlier stages it is usually confined to the skin, starting
as small patches and plaques, and finally progresses to
systemic involvement. The aetiology is still unknown.
Patients with MF show higher incidence of secondary
malignancies than general population but very few cas-
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es with both MF and colorectal adenocarcinoma have
been described. Herein we report a case of a 64-year-
old man who firstly had a diagnosis of MF followed, 5
months later, by a diagnosis of colorectal adenocarcino-
ma. The patient is alive and maintains stable remission
at four years from the diagnosis. This peculiar, almost
unique case in literature confirms the correlation between
MF and secondary neoplasms, arguably based on the car-
cinogenic effects of the therapies received, immunosup-
pression connected with MF and treatments adminis-
tered, and, furthermore, underlying genetic alterations in
the mechanisms of tumour suppression.

Case Report

In July 2012, a 64-year-old man was admitted at the
Surgery  Rehabilitation ~ Department of  University
Federico II of Naples, Italy, for evaluation of atypical,
pruritic, persistent cutaneous plaques appeared approxi-
mately five years before. At clinical examination they
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Fig. 1:
a) before neoadjuvant therapy: reddish plaques on the abdomen;
b) after neoadjuvant therapy: clinical remission;
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¢) histology of skin biopsies: dense lymphoid infiltrate within a thickened fibrotic papillary dermis (hematoxylin and eosin, x5)
d) higher magnification of lymphoid infiltrate (hematoxylin and eosin, x10);

) note prominent epidermotropism of lymphocytes (hematoxylin and eosin, x20)

f) higher magnification showing epidermotropism (hematoxylin and eosin, x40);

g) diffuse positivity for CD3 (immunostaining for CD3, x20);

h) histology of rectal cancer: small nests of residual well differentiated tumour (hematoxylin and eosin, x5);
i) higher magnification of residual rectal tumour (hematoxylin and eosin, x20).

were irregularly round-shaped, scaly, slightly raised, and
disseminated on the whole body (Fig. 1la). Biopsies for
histopathological analysis were performed on the left
thigh, left side and right paraumbilical region.

Microscopic examination showed an atypical lymphoid
proliferation, consisting of small - and medium - sized
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elements, diffusely infiltrating the superficial dermis with
only focal involvement of middle dermis and hypoder-
mis (Fig. 1c-d). Multifocal alignment along the baseline
of the epidermis and epidermotropic lymphocytes were
observed, with formation of several nests (Fig. le-f). At
immunohistochemical analysis, lymphoid elements
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showed positive for CD3, CD4, CDS8; expression of
CD5 was partially reduced (Fig. 1g). These aspects were
more pronounced in those biopsies taken from the left
thigh and the right paraumbilical region. A diagnosis of
MF was made. The patient underwent the standard first-
line treatment with photochemotherapy (PUVA) and fol-
low-up procedure for MF. About six months later, the
patient came back to the surgeons’ attention for rectal
bleeding; a diagnosis of rectal carcinoma was made on
endoscopic biopsy. After the administration of neoadju-
vant radio-chemo-therapy (RT/capecitabine) a segmental
colorectal resection with total mesorectal excision was
performed. Macroscopic examination of the surgical spec-
imen revealed an ulcerated lesion of 3x2 c¢m with cor-
responding histology of granulation tissue, chronic
inflammation and fibrosis entrapping small nests of resid-
ual well differentiated tumour, with perivisceral fat infil-
tration, free resection margins and lymph nodes (Fig.
1h-i). Staging was ypT3GINO; TRG=2. Concurrently,
MF plaques showed unexpected, striking clinical benefit
from the chemoradiation therapy carried out before col-

orectal surgery (Fig. 1b)

Discussion

MF is definitely the most common form of cutaneous
T cell lymphoma 2. Several retrospective studies attempt-
ed to demonstrated that patients with MF have increased
risks of developing a second primary malignancy 31016,
Lymphomas are the most frequently acquired metachro-
nous tumours following MF. Other secondary neoplasms
that have been associated with MF include tumours of
the lung, colon, urinary system, biliary system, vulva,
melanoma, and acute myeloid leukaemia. The first and
unique data in the literature regarding the association
between CTCL and colorectal carcinomas was in 1989
in a work of Kantor and colleagues 7. In this study,
among 544 patients with a first primary tumour report-
ed as CTCL, a second cancer was developed in 35 (6%),
with a significantly elevated relative risk for cancers of
the lung and colon and non-Hodgkin’s lymphomas. All
studies conducted to date have been limited mainly to
North America or Europe (Great Britain and Finland).
This notion should be taken into account for a correct
epidemiological overview of each reported association
because an important pathogenic role can be attributed
to genetic and environmental factors.

Many authors have found that in MF there is a high-
er incidence of lymphomas, both B- and T- cell and
many possible explanations have been proposed for the
coexistence of lymphomas of different lineages (B-cell
and T-cell) in the same patient, including a common
origin from a cancer stem cell °. To a greater extent,
various factors could be singled out to disclose the rela-
tion, if any, between synchronous and metachronous
tumours 15. Evidence exist that cytotoxic anti-tumour

treatments may occasionally contribute to the initiation
and promotion of another cancer or, in alternative, the
immunodeficiency that characterizes

oncologic patients can be regarded as the substrate for
the development of a second malignancy . Moreover,
exposure to carcinogens or cytokines produced by the
first tumour can facilitate or stimulate the development
of secondary neoplasms 2.

Regarding early stage MF conventional therapy, studies
of large cohorts have failed to demonstrate a link between
non-cutaneous diseases and psoralen + ultraviolet A
(PUVA) therapy 3. According to such results, confirmed
in a recent study !4, it can be inferred that PUVA does
not play an important role in the development of a sec-
ondary neoplasm or at least its role is yet to be deter-
mined. In contrast, a deregulation in T-cell cytokines’
production, similar to imbalance found in AIDS, has
been described and proved in patients with cutaneous
T-cell lymphoma (CTCL), thus encouraging carcino-
genesis °.

Conclusions

In the presented case, we have confirmed the increased
risk of synchronous cancer in patient with CTCL with
regards to MF. The purpose of this study was to report
a new and more recent example representative of the
association between MF and colorectal adenocarcinoma.
It is our view that, besides the paucity of MF cases asso-
ciated with colorectal carcinoma, attention must be
focused on the need for special surveillance for early
detection of synchronous or metachronous tumors in
patients with MF. Careful periodical clinical examina-
tion inscribed in strict follow-up programmes is manda-
tory. In such context, combined treatment strategies may
be designed to implement the simultaneous management
of MF and concomitant malignancies.

Further data in the literature and population-based stud-
ies may improve our understanding of the complex
mechanisms implied in the pathogenesis of secondary
malignancies associated with MF. Additional studies are
expected to clarify the immunologic, genetic, viral, and
environmental factors that may contribute to the devel-
opment of second cancers.

Riassunto

La Micosi Fungoide (MF) ¢ una comune e ben nota
forma di linfoma cutaneo a cellule-T (CTCL), costitu-
ito da una proliferazione maligna di CD4+CD45Ro+ cel-
lule T-helper della memoria. In un paziente affetto da
MF l'incidenza di una seconda neoplasia maligna ¢ piu
elevata che nella popolazione generale, ma sono molto
rari i casi in letteratura di MF associato ad un adeno-
carcinoma colorettale.
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Di qui la presentazione di un caso di MF in un sogget-
to di 64 anni, cui ¢ stato diagnosticato un adenocarci-
noma rettale cinque mesi dopo. Da notare ¢ la regres-
sione simultanea sia della massa rettale che delle mani-
festazioni cutanee della MF dopo trattamento neoadiu-
vante radio-chemioterapico prima del trattamento chirur-
gico della lesione del retto.

Il paziente ¢ attualmente vivo e in remissione clinica sta-
bile ad otto anni dalla diagnosi.

References

1. Jawed SI, Myskowski PL, Horwitz S, Moskowitz A, Querfeld
C: Primary cutaneous T-cell lymphoma (mycosis fungoides and Sézary
syndrome): Part I. Diagnosis: Clinical and histopathologic features and
new molecular and biologic markers. | Am Acad Dermatol, 2014;
70:205.e1-16.

2. Cerroni L: Skin lymphoma: The illustrated guide, I IVih Edition,
New York, John Wiley & Sons, 2014; Chapter 2.

3. Weinstock MA, Reynes JF: The changing survival of patients with
mycosis fungoides: A population-based assessment of trends in the United
States. Cancer, 1999; 85:208-12.

4. Vakeva L, Pukkala E, Ranki A: Increased risk of secondary can-
cers in patients with primary cutaneous T cell lymphoma. ] Invest
Dermatol, 2000; 115:62-65.

5. Scarisbrick JJ, Child FJ, Evans AV, Fraser-Andrews EA, Spittle
M, Russell-Jones R: Secondary malignant neoplasms in 71 patients
with Sezary syndrome. Arch Dermatol, 1999; 135:1381-385.

6. Smoller BR, Marcus R: Risk of secondary cutaneous malignancies
in patients with long-standing mycosis fungoides. ] Am Acad Dermatol,
1994; 30:201-04.

7. Kantor AF, Curtis RE, Vonderheid EC, van Scott EJ, Fraumeni
JE Jr: Risk of second malignancy after cutaneous T-cell lymphoma.
Cancer, 1989; 63:1612-615.

4 Ann Iral Chir - 2021, 10 - Mar. 26 - Online Epub

8. Smoller BR: Risk of secondary cutaneous malignancies in patients
with long-standing mycosis fungoides. ] Am Acad Dermatol, 1994;
31:295.

9. Huang KP, Weinstock MA, Clarke CA, McMillan A, Hoppe
RT, Kim YH: Second lymphomas and other malignant neoplasms in
patients with mycosis fungoides and Sezary syndrome: Evidence from
population-based and clinical coborts. Arch Dermatol, 2007; 143:45-
50.

10. Amber KT, Bloom R, Nouri K: Second primary malignancies in
CTCL patients from 1992 to 2011: A SEER-Based, population-based
study evaluating time from CTCL diagnosis, age, sex, stage, and
CD30+subype. 2016; 17(1):71-7.

11. Heald P, Yan SL, Edelson R: Profound deficiency in normal cir-
culating T cells in erythrodermic cutaneous T-cell lymphoma. Arch
Dermatol, 1994; 130:198-203.

12. Lee BN, Duvic M, Tang CK, Bueso-Ramos C, Estrov Z,
Reuben JM: Dysregulated synthesis of intracellular type 1 and type
2 cytokines by T cells of patients with cutaneous T-cell lymphoma.
Clin Diagn Lab Immunol, 1999; 6:9-84.

13. Stern RS, Vakeva LH: Noncutanous malignant twmors in the
puva follow-up study 1975-96. ] Invest Dermatol, 1997; 108:897-
900.

14. Hodak E, Lessin S, Friedland R, Freud T, David M, Pavlovsky
L, Shapiro ], Cohen AD: New Insights into associated co-morbidities
in patients with cutaneous T-cell lymphoma (mycosis fungoides). Acta
Derm Venereol, 2013.

15. Unnikrishnan P, Narayanan G, Kumar BS, Devi N: B-fym-
phoblastic lymphoma of the rectum. N. Proc (Bayl Univ Med Cent),
2017; 30(3):336-37.

16. Abbas MA, Valente MA: Premalignant and malignant perianal
lesions. Clin Colon Rectal Surg, 2019; 32(5):386-93, doi: 10.1055/s-
0039-1687835, Epub 2019 Aug 22.



