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BOLUM 1




Memenin Fibroepitelyal Lezyonlarindan
“Fibroadenoma”’

Zeliha Celik*

Fibroepitelyal lezyonlar, hem epitel hem de stromal bilesenlerin
cogalmasindan meydana gelen heterojen bir bifazik neoplazm grubudur.
Fibroadenom, filloides timorler ve hamartomlar bu boliimde ele alinir. Yaygin
goriilen iyi huylu bifazik tiimér olan fibroadenom, terminal duktal lobiiler
birimden kaynaklanan ve hem epitel hem de stromal elementlerin cogalmasiyla
meydana gelen iyi smirli bir meme neoplazmdir. Epidemiyolojik olarak
fibroadenom en sik dogurganlik cagindaki kadinlarda, 6zellikle de 30 yasindan
kiigiiklerde goriliir, ancak her yasta karsilasilabilir (WHO, Meme Tumorleri,
2019, 5.Edisyon, s5.163-171).

Fibroadenomlar, adélesan popiilasyonunda memenin en sik goriilen iyi huylu
tiimorlerinden biridir. Tiim meme kitlelerinin %68'ini ve biyopsi yapilan tiim
meme lezyonlarinin %44-94'inii olustururlar. Fibroadenomlar, asemptomatik
kitlelerden memede 6nemli estetik bozulmalara neden olabilecek agrili ve hizla
biiyliyen tiimorlere kadar degisebilir (Lee ve Soltanian, 2025, ss.159-63)

KLINIiK OZELLIiKLER:

Fibroadenom tipik olarak agrisiz, tek, sert, yavas biiyiiyen, hareketli, 3 cm
capin altinda iyi tanimlanmig bir nodiil olarak kendini gosterir. Aynt memede
veya her iki memede es zamanli olarak ortaya ¢ikan ¢ok sayida nodiil goriilebilir
ve Ozellikle ergenlik doneminde ortaya ¢iktiginda ¢ok biiyiik boyutlara (20 cm'ye
kadar) ulasabilir. Tarama mamografisi ile, kiiciik elle muayene edilemeyen
fibroadenomlar radyolojik nodiiler dansiteler veya kalsifiye lezyonlar olarak
kesfedilmektedir. Fibroadenomlar menars 6ncesi nadirdir ve en ¢ok addlesan
kizlarda ve 35 yasindan kiiglik kadinlarda goriliir. Semptomatik fibroadenomlar
yaslt kadinlarda nadirdir. Dev (> 5 cm) fibroadenomlar nadirdir. Fibroadenomlar
jinekomasti olan erkeklerde de gelisebilir. Juvenil fibroadenomlar daha sik
goriiliir, biiyiik olabilirler ve hizla biiyliyebilirler. Cogu fibroadenom sporadiktir
(WHO, Meme Tiimérleri, 2019, 5.Edisyon, $5.163-171).

MAKROSKOPI

Fibroadenomlar cerrahi olarak kolayca c¢ikarilan, genel olarak oval ve iyi
smurhidir. Kesit yiizeyi gri veya beyaz, sert, lastiksi, hafif lobiiledir ve yarik
benzeri bosluklara sahiptir (Resim-1). Varyasyonlar, stromal komponentteki
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hyalinizasyon ve miksoid degisim miktarina baglidir. Sklerotik lezyonlarda
kalsifikasyon yaygindir (WHO, Meme Tiimorleri, 2019, 5.Edisyon, $s.163-171).

PATOGENEZ

Fibroadenomlar hormona duyarlidir ve hamilelik sirasinda hizla biiyiiyebilir.
Epitel ve stroma klonal degildir, ancak stromal genisleme alanlarinda
monoklonalite gosterilmigtir. 16, 18 ve 21 numarali kromozomlarin sayisal
anormallikleri bildirilmistir, ancak tutarli bir sapma bulunmamistir. Dizileme
caligmalari, fibroadenomlarin yaklasik %60"nin (miksoid ¢esidi harig) diizensiz
Ostrojen sinyalizasyonu ve hiicre dist matris organizasyonu ile iligkili olan
MED12 mutasyonlarini barindirdigini goéstermektedir. Fibroadenomdaki MED12
mutasyonlarinin spektrumu, uterinleiomyomlarda bildirilenle neredeyse aynidir.
MED12 ekson 2 mutasyonlar1 somatiktir ve stromal hiicrelerde tespit edilirken,
epitel kompartmaninda hi¢bir MED12 mutasyonu goriilmez. Filloid tiimoriiniin
aksine, fibroadenomlarda kanser siiriicii geni ve TERT promotdr mutasyonlari
nadirdir. Bu genomik farkliliklar, fibroadenomlan filloid tiimorlerinden ayirt
etmede potansiyel klinik kullanim olabilir (WHO, Meme Tiimoérleri, 2019,
5.Edisyon, ss.163-171).

HiSTOPATOLOJI

Fibroadenomlar temelde stromal ve epitelyal yapilarin proliferasyonundan
meydana gelen bifazik bir tiimordiir. Bag doku glandiiler alanlara invajine
oldugunda *’ intrakanalikiiler*’, diizgiin yuvarlak veya oval glandiiler diizen ana
yapiy1 olusturdugunda ** Perikanalikiiler *’olarak adlandirilir (Resim-2). Siklikla
ayni lezyonda her iki biiyiime paterni de goriiliir. Ayrim pratikte anlam tagimaz.
Tibiiller, myoepitelyal bir hiicre tabakasi lizerinde yerlesen yuvarlak, uniform
niikleuslu, kiiboidal veya algak kolumnar hiicrelerden olusmaktadir. Stroma
genellikle asid mukopolisakkaritten zengin gevsek bag dokusundan olusur ancak
bazen parsiyel veya total olarak yogun fibroz dokudan olusabilir. igsi hiicreler
baskin olarak aralarina dagilmis fibroblastlardir. Elastik doku yoktur (Aker, 2017,
55.1665-68)

Stromanin hyalinizasyonu, kalsifikasyon/ ossikasyonu yasli hastalarda daha
¢ok goriiliir. Stromada ayrica reaktif natlirde multiniikleer dev hiicreler
gortilebilir. Fibroadenomlarda miksoid degisiklik bulunabilir ancak multiple ve
belirgin miksoid degisiklik gosteren fibroadenomlar tespit edildiginde kardiyak
miksoma, kutandz hiperpigmentasyonlar1 da igeren Carney Kompleksini akla
getirmek gerekir. Gebelik esnasinda hemorajik infark meydana gelebilir. Apokrin
metaplazi fibroadenomlarin yaklasik %15’ inde bulunur. Sklerozan adenozis
olgularin %10’ unda bulunur. Skuaméz metaplazi nadir goriilen bir durumdur.
Cok miktarda bulunmasi durumunda filloides tiimor olasiligi diigiiniilmelidir.



Epitelyal selliilarite klinik olarak kismen Onemsiz olarak addedilebilir ancak
stromalselliilarite daha dikkatli incelenmelidir (Aker, 2017, ss. 1665-68)

Fibroadenomlar seyrek mitoz aktivitesi igerir (10 biiylik biiyiitme alaninda <3)
(Cerrahi Patolojide Ayirici Tanilar, 2018, s. 176)

Fibroadenomlar duktal hiperplazi, atipik duktal hiperplazi, atipik lobiiler
hiperplazi ve duktal karsinoma in situ igerebilir. In situ karsinomlar vakalarm
cogunda fibroadenomla sinirlidir. Fibroadenomda invaziv tiimor tespit edilebilir
ama bu durum ¢ogunlukla bitisik dokudaki bir karsinomun fibroadenomun igine
dogru olan bir uzantisidir. Stromal komponent goriiniim ve selliilarite agisindan
degiskenlik gosterebilir. Stromada mitoz ¢ok yaygin olmamakla birlikte 6zellikle
adolesan ve geng kadinlardaki lezyonlarda goriilebilir. Stromal hiperselliilarite
belirgin oldugunda “* Selliiler Fibroadenoma “’ denilmekle birlikte stromanin
hiperselliiler oldugunu sdylemek icin kesin kabul gérmiis ana esaslar yoktur.
Ayrica bu lezyonlar Filloides tiimorle ayiric1 taniya girer. Fibroadenomlarin
stromasinda yag dokusu, pséudoanjiomat6z stromal hiperplazi, diiz kas, kikirdak
ve kemik gibi heterolog elemanlar goriilebilir (Meme Biyopsilerinin Yorumu,
2015, ss. 171-182)

Fibroadenoma Varyantlari
Kompleks Fibroadenoma

Fibroadenomlar 3 mm’den daha biiylik kistler, sklerozan adenozis, epitelyal
kalsifikasyonlar veya papiller apokrin degisiklik igeriyorsa ° Kompleks
Fibroadenoma °* adi verilir. Bir ¢aligmada kompleks fibroadenomlarin normal
fibroadenomlara gore daha yiiksek oranda sonradan meme kanseriyle iligkili
oldugu bulunmustur (rélatif risk yaklagik 3.0)(Meme biyopsilerinin yorumu,
2015, s5.171-182)

Juvenil Fibroadenoma

Daha stromal selliilarite igeren ve normal tipte fibroadenomlarda goriilene
gore daha siddetli derecede epitelyal hiperplazi ile karakterizedir. Hizli
biiyiiyebilir, boyutlar1 ¢ok artabilir ve memede belirgin sekil bozuklugu yapabilir
(Meme biyopsilerinin yorumu, 2015, ss.171-182)

Ortalama 13 yasinda meydana gelen dev geng¢ fibroadenomlar, tim
fibroadenomlarin yaklasik %0,5'ini olusturan ¢oklu ve bilateral olabilir. Bu
tiimorlerin patogenezi, artan Ostrojen stimiilasyonu, artan Ostrojen reseptorii
duyarlilig: ile karakterize edilen ergenlik doneminde hormonal degisikliklerle
yakindan baglantilidir. Bu hormonal faktorler, dev gen¢ fibroadenomlarda
gbzlenen hizli biiylime ve onemli boyutta ¢ok onemlidir. Dev fibroadenom
meme, meme dokusunu korumak i¢in zorlu bir ameliyattir. Bilateral dev
fibroadenom nadirdir, olagandisidir. Dev geng meme fibroadenomlar1 10 cm'den
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fazla ¢ap anlamina gelir. Dev Juvenil meme fibroadenomlar1 500 g'dan fazla
agirlik anlamina gelir. 10-18 yas arasi bireylerde ortaya ¢iktiginda, bu tiimorler
dev gen¢ fibroadenomlar olarak adlandirilir. Bu lezyonlarin biiyiikliigii, meme
dokusunu korumak ve kabul edilebilir kozmetik sonuglar1 saglamak cocugun
fizyolojik ve psikolojik refahi i¢in ¢ok 6nemli oldugu i¢in cerrahlar i¢in zorlu bir
gorev teskil eder (Al Hakkak ve dig, 2024, s. 121).

Memenin dev olmayan fibroadenomlari oldukc¢a yaygindir ve niifusun
yaklasik %12'sinde goriiliir. Buna karsilik, dev fibroadenomlar yalnizca %0,5 ila
%?2'sini temsil eder ve bu da nadir olduklarint gosterir (Yusuf ve dig, 2024, s.
e71375).

Fibroadenomlarin alt kategorileri arasinda basit fibroadenom, dev geng
fibroadenom ve multisentrik fibroadenom bulunur. Fibroadenomlarin %70-90°1,
en yaygin fibroadenom tiirii olan basit fibroadenomlardir. Dev geng
fibroadenomlar, fibroadenomun nadir bir varyantidir. Memenin en az beste
dordiiniin yerini alan dev fibroadenomlar cilt {ilserasyonlari ve venoz tikaniklik
ile 1iliskilidir. Afrikali-Amerikali kadinlardir. Dev fibroadenom, addlesan
kadinlarda tek tarafli makromastinin en yaygin nedenidir. Multisentrik
fibroadenomlar, memenin farkli kadranlarinda meydana gelen c¢oklu
fibroadenomlardir. Multisentrik fibroadenom insidansi tiim fibroadenomlarin
yaklasik %10-25'idir. Fibroadenomlar iyi huylu meme kitleleri olmasina ragmen,
fibroadenomlu kadinlarin meme kanseri igin 2,17 kat daha fazla risk altindadir.
Bir fibroadenom drneginden kaynaklanan malignite insidansi nadirdir ve %0,002
ile %0,125 arasinda degismektedir (Lee ve Soltanian, 2025, ss. 169-63)

Filloides tiimorler, tiim meme tiimorlerinin %]1'inden daha azimi olusturan
memenin oldukga nadir goriilen fibroepitelyal neoplazmalaridir. Ultrason veya
mamografi gibi goriintiileme tekniklerinin yanisira histolojik yontemler
kullanilarak filloides tiimorler ve fibroadenomlar arasinda ayirici tani yapilir.
Filloides tiimorleri, her biri farkli bir niiks ve metastaz riski tasiyan iyi huylu,
borderline ve kotii huylu tipler olarak siniflandirilir. Tim meme tiimorlerinin
%1'inden daha azini olusturdugundan ve genellikle orta yash kadinlarda
bulundugundan, genellikle hizli biiyiir ve niikksetmeye veya metastaz yapmaya
egilimlidir. Tim filloides tiimorlerin %80' iyi huylu ve sinirdadir (Kazlauskaité
ve Schmeil, 2025, ss. 190-205).

Bu timorler tipik olarak 30-70 yas aras1 kadinlarda gortliir. Bununla birlikte,
bu tiimorler ergenlik oncesi ve sonrasi kizlarda ve erkeklerde tanimlanmistir.
Diinya Saglik Orgiitii (WHO) siniflandirmalarina gore, malign filloides tiimorler
belirgin stromal hiperseliilerite ve hiicresel pleomorfizm, >10 mitoz/ 10 biiyiik
biiyiitme alani, stromal asir1 bitylime ve infiltratif marjlar sergiler (Testa ve dig,
2018, s. 959).
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RESIMLER

2

Resim-1: Makroskopik goriiniim. A-Lobiile konturlu ve gri kesit yilizeyine sahip
Fibroadenoma. B. Fibroadenoma’min diizgiin yiizeyli parlak dig kismi (Konya Numune

Hastanesi patoloji laboratuarina ait bir spesmen fotograflanmistir).
. ; = ; — e
Y , B RN )

Resim-2: A-B: Hematoksilen eozin boyamada intrakanalikiiler biiylime paterni gosteren
fibroadenoma (x40, x100), C: Fibroadenoma olgusunda Apokrin Metaplazi gosteren
glandiiler yapilar (x100), D: Immiinohistokimyasal p63 boyama ile myoepitelyal hiicre
tabakalarinda (+) ekspresyon (x40). (Konya Numune Hastanesine patoloji laboratuarina
ait materyalden fotograflanmustir).
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Mycosis Fungoides: Clinical and Pathological
Perspective

Seda Tas Aycicek!

Mycosis fungoides (MF) is the most common cutaneous T-cell
lymphoma (CTCL) (Girardi, Heald, & Wilson, 2004). In 1806, French
physician Baron Jean-Louis Alibert described the rash on his 56-year-old
patient and named the disease mycosis fungoides (MF), meaning “fungal disease
resembling a fungus” (Alibert, 1806). Despite more than two centuries having
passed since its first description, the diagnosis of MF and other CTCL subtypes
remains challenging, as these diseases are rare and their clinical presentations
often overlap with common dermatoses such as eczema and psoriasis.

1. EPIDEMIOLOGY

Mycosis fungoides typically affects adults between the ages of 55 and 60 and
is more common in men than women, with a male-to-female ratio of 1.6:1 (Latzka
& Trautinger, 2023). The disease is rare in the pediatric population, with
childhood MF accounting for 0.5-7% of all MF cases (Kempf, Kazakov,
Belousova, Mitteldorf, & Kerl, 2015). The global incidence of the disease is
estimated at 5-6 per 1,000,000 (Kaufman et al., 2020).

2. ETIOPATHOGENESIS

Although the etiology of MF has not been fully elucidated, it is thought to
develop as a result of a multifactorial process involving environmental,
immunological, and genetic factors (Beyer, Mobs, Humme, & Sterry, 2011).
However, studies have failed to consistently identify environmental or viral-
related risk factors for cutaneous lymphoma subtypes (Whittemore et al., 1989).
T cell dysfunction and changes in cytokine profiles play a role in the
immunopathogenesis of MF. In the early stages of the disease, the Thl cell
response is dominant, with production of cytokines such as interferon-y (IFN-y)
and interleukin-2 (IL-2) prominent. This cytokine profile plays a role in limiting
tumor progression by enhancing the antitumor immune response in the tumor
microenvironment. In later stages of the disease, a shift toward a Th2 cell profile
is observed. During this phase, there is a significant increase in IL-4, IL-5, and
IL-10 levels. This Th2-dominant response supports tumor cell proliferation while

1 MD., Department of Medical Pathology, Meram State Hospital, Konya, Turkey
ORCID: 0000-0001-6756-7915
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simultaneously suppressing the cellular immune response and contributing to
disease progression (Wong, Mishra, Hake, & Porcu, 2011). In addition, recent
genetic and molecular studies have shown that mechanisms such as tumor
suppressor gene deletions (e.g., p53, PTEN) and activation of the JAK/STAT and
NF-kB pathways play a role in the pathogenesis of MF (Beyer et al., 2011; Latzka
& Trautinger, 2023).

3. CLINICAL FINDINGS

Mycosis fungoides is generally a slow-progressing lymphoma that classically
evolves through three stages: patch, plaque, and tumor. Lesions from these stages
may be observed simultaneously. However, in cases where only plague and tumor
stages are present without the patch stage, other cutaneous lymphomas should be
carefully considered in the differential diagnosis (Miyashiro & Sanches, 2023;
Yamashita, Abbade, Marques, & Marques, 2012). In the early phase of the
disease, involvement is limited to the skin, whereas in advanced stages, lymph
node and internal organ involvement may occur. Lesions are most frequently
located in sun-protected areas such as the trunk and thighs (Jawed, Myskowski,
Horwitz, Moskowitz, & Querfeld, 2014). Pruritus is the most common symptom
and has been reported in approximately 80% of MF patients (Miyashiro &
Sanches, 2022). In the earliest stage of MF, known as the premycotic stage, skin
lesions are generally pink-red, slightly scaly, non-infiltrative in nature, and
exhibit non-specific clinical features. Due to their similarity to inflammatory
dermatoses, early diagnosis of the disease is challenging, with the average time
from symptom onset to diagnosis reported as 3—4 years (Arulogun et al., 2008;
Kim, Liu, Mraz-Gernhard, Varghese, & Hoppe, 2003; van Doorn et al., 2000).
These lesions may remain stable for extended periods, regress spontaneously, or
progress to the plaque stage. Plaque lesions are typically reddish-brown, with an
increase in diameter and dermal infiltration observed. In advanced stages, lesions
may transform into tumors; during this phase, they present as nodules or papules
larger than 1 cm, erythematous-purplish in color, and occasionally crusted or
ulcerated (Engin, Uzun, Kutlubay, & Tiiziin, 2016).

4. CLINICAL VARIANTS

The World Health Organization-European Organization for Research and
Treatment of Cancer (WHO-EORTC) has identified and classified three different
MF variants: folliculotropic MF, pagetoid reticulosis, and granulomatous slack
skin, which have different clinical behaviors and prognoses than classic MF
(Willemze et al., 2019). Additionally, numerous variants exhibit similar clinical
behavior to classic MF. These include erythrodermic, hyperpigmented,
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hypopigmented,  poikilodermic, pigmented  purpuric  dermatosis-like,
vesiculobullous, dyshidrotic, ichthyosiform, syringotropic, granulomatous,
interstitial, and papular variants. Because these variants exhibit mostly similar
clinical and pathological features to classic MF, they are classified under the same
heading in the WHO 2022 classification (Alaggio et al., 2022).

5. HISTOPATHOLOGICAL FINDINGS

MF is a lymphoma characterized by cutaneous infiltration of atypical T
lymphocytes, called "Sezary cells” or "mycosis cells,” which have an affinity for
the skin. Histopathological diagnosis of MF is challenging, especially in the early
stages; a discordance rate of up to 48% among pathologists has been reported in
these stages (Guitart et al., 2001). Another diagnostic challenge is that pre-biopsy
medication use can alter histopathological findings. Therefore, it is recommended
to discontinue all topical and systemic treatments 2—4 weeks before biopsy
(Pimpinelli et al., 2005).

Histopathological findings in the patch phase of mycosis fungoides are
generally mild and nonspecific and can be easily overlooked. The epidermis may
be of normal thickness, hyperplastic, or atrophic, and focal parakeratosis and
areas of hyperkeratosis may be present on the surface. Epidermal spongiosis is
minimal or absent. Atypical, irregular lymphocytes surrounded by a clear halo
within the epidermis are characteristic but may not be seen in very early lesions.
Epidermotropism, characterized by T-lymphocyte colonization of the epidermis,
is a histological hallmark of MF. Although the presence of a Pautrier
microabscess, characterized by sharply defined groups of four or more
lymphocytes within the epidermis, is considered characteristic for the diagnosis
of MF, the number of lymphocytes demonstrating epidermotropism in the patch
phase may be low, and Pautrier microabscesses are not always present. A band-
like lymphocytic infiltrate is usually present in the dermis with a superficial
perivascular localization, and fibroplasia is observed in the papillary dermis
(Gulin, llic, & Ceovic, 2024).
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Figure 1: Patch-stage MF showing atypical lymphocytes with prominent perinuclear
halos within the epidermis (H&E) (Calonje et al., 2018)

In the plaque stage, atypical lymphocytes are more common, approximately
10 to 30 pum in diameter, and their nuclei are often indented, prune-like, or
cerebriform. Perivascular infiltration extends from the papillary dermis to the
superficial reticular dermis. Infiltration is also seen around periadnexal and
pilosebaceous follicles. In addition to lymphocytes, the infiltrate may also be
accompanied by a small number of eosinophils and plasma cells. This is a result
of a shift in immune function from Thl to Th2 (Gilseren, 2025).
Epidermotropism is prominent, and Pautrier microabscesses are common, with a
prevalence of 17-37.5% (Gru, Schaffer, & Robson, 2023). The epidermis appears
more acanthotic and often shows psoriasiform hyperplasia.

Figure 2: Plague-stage MF showing band-like infiltrates of atypical lymphocytes in the
upper dermis (H&E) (Calonje et al., 2018)
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The histopathologic appearance in the tumor stage is much more distinct than
in previous stages. Lesions are usually ulcerated. The dermal infiltrate increases
in density and depth. A diffuse lymphoid cell infiltration is observed throughout
the papillary and reticular dermis, which may extend into the subcutaneous tissue.
Epidermotropism is usually absent or minimal. Pautrier microabscesses are rare
in this stage. Cells exhibit an increased proliferation rate, and typical and atypical
mitotic figures are frequently observed. Large-cell transformation is observed in
more than 50% of patients in the tumor stage. Large-cell transformation is defined
as the presence of cells with a blastoid appearance, prominent nucleoli, and four
or more times the size of a lymphocyte in more than 25% of the infiltrate (Cerroni,
Rieger, Hodl, & Kerl, 1992). Large cell transformation is associated with poor
prognosis, and median survival in these patients ranges from 11 to 36 months
(Cerroni et al., 1992; Diamandidou, Colome-Grimmer, Fayad, Duvic, &
Kurzrock, 1998).

Figure 3: Tumor-stage MF showing a uniform atypical lymphoid infiltrate in the dermis
(H&E) (Calonje et al., 2018)
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6. IMMUNOHISTOCHEMICAL FINDINGS

The immunohistochemical profile of MF generally reflects a mature T-cell
phenotype. The cells in the infiltrate are largely CD4-dominant T lymphocytes,
leading to a significant increase in the CD4:CD8 ratio. However, less frequently,
CD4-, CD8+, or CD4-, CD8- morphologies can also be observed (Giilseren,
2025). Neoplastic T cells observed in MF, unlike reactive T cells, lose the
expression of certain surface markers to varying degrees. Loss of CD2, CD3, and
CD5 by more than 50% is considered a reliable clue in the diagnosis of MF. Loss
of CD7 alone is not sufficient for diagnosis, as its expression can frequently be
lost in reactive conditions. This loss should be greater than 90% to be considered
significant for MF (Amorim et al., 2020; Calonje et al., 2018). Antigen
deficiencies generally begin in epidermal T cells and manifest over time in dermal
T cells as well (Amorim et al., 2020). Focal or widespread CD30 positivity can
be detected in cases of large-cell transformation (Giilseren, 2025). Although the
T-cell population in MF is typically Th phenotype, it can acquire a cytotoxic
phenotype in the tumoral phase through the expression of cytotoxic molecules
such as TIA-1, perforin, and granzyme B (Giilseren, 2025).

7. MOLECULAR CRITERIA

Molecular diagnosis of mucosis fungoides is a valuable option, especially in
early-stage lesions when histopathological and immunohistochemical findings
are insufficient for diagnosis. The most widely used method today is the detection
of T-cell receptor (TCR) gene rearrangement by polymerase chain reaction
(PCR). Detection of monoclonal rearrangements in the TCR-y and TCR-f gene
regions supports the presence of a neoplastic T-cell population (Giilseren, 2025).
Monoclonality can be expected in almost all cases of MF tumor stage, 50-100%
of cases of plaque stage, and 50-78% of cases of patch stage (van Doorn et al.,
2000). However, this finding alone is not diagnostic; Monoclonality can also be
observed in a number of inflammatory dermatoses, including discoid lupus
erythematosus, lichen planus, lichen sclerosus, and pityriasis lichenoides et
varioliformis acuta (Giilseren, 2025). Therefore, it is recommended that the
findings be evaluated together with clinical, histopathological, and
immunophenotypic findings. Additionally, targeted next-generation sequencing
(t-NGS) technologies have been developed to detect TCR gene rearrangements
and somatic mutations (Giilseren, 2025).

8. DIAGNOSTIC CRITERIA

MF is a complex neoplastic process that requires a multidisciplinary approach,
including a comprehensive evaluation of clinical, histopathological,
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immunohistochemical, and molecular findings for accurate diagnosis. The
diagnostic process is often time-consuming; due to the nonspecific appearance of
early-stage lesions, repeated biopsies and long-term clinical follow-up may be
necessary.

In the early patchy phase of mycosis fungoides, also known as the premycotic
phase, the histopathological picture is nonspecific and shows findings
overlapping with inflammatory dermatoses. Therefore, to facilitate accurate
diagnosis and ensure standardization in MF, the International Society of
Cutaneous Lymphoma (ISCL) and the EORTC have proposed an algorithm based
on clinical, histopathological, molecular, and immunopathological criteria (Table
1) (Pimpinelli et al., 2005). According to this algorithm, a diagnosis of MF can
be made when a total score of four or more is obtained from different categories.
If a patient meets two core criteria, including clinical and pathological findings,
and at least two additional criteria, an early diagnosis of MF can be made without
the need for immunohistochemical and molecular analyses. However, even if a
patient meets immunohistochemical and molecular criteria, additional clinical
and/or pathological findings are still required.
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Table 1: Algorithm for the diagnosis of early MF (Pimpinelli et al., 2005)

Criteria Major 2 Minor (1
points) point)
Clinical
Persistent and/or progressive Any 2 Any 1

patches and plaques plus:
(1)Non—sun-exposed location
(2)Size/shape variation

(3) Poikiloderma

Histopathologic Both Either
Superficial lymphoid infiltrate
plus:

(1) Epidermotropism without
spongiosis
(2) Lymphoid atypia*

Molecular/biologic clonal TCR NAYt Present
gene rearrangement

Immunopathologic NA+t Any 1
(1) CD2,3,5 less than 50% of T
cells
(2) CD7 less than 10% of T cells
(3) Epidermal discordance from
expression of CD2,3,5 or CD7 on
dermal T cells
*Lymphoid atypia is defined as cells with enlarged hyperchromatic nuclei and irregular
or cerebriform nuclear contours.
tNot applicable since it cannot fulfill any major criteria.

9. CLINICAL COURSE AND PROGNOSTIC PARAMETERS

The prognosis of MF depends primarily on the stage of the disease, the size
and type of lesions, and the presence of extracutaneous disease. Patients with
limited patch/plaque lesions have a similar life expectancy to the same age group
without the disease; however, when patches and plaques affect more than 10% of
the body surface, approximately 20% of patients die within 10 years. While the
10-year survival rate is 42% in the tumor stage, this rate drops to approximately
20% with lymph node involvement (Engin et al., 2016).
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Various prognostic parameters are used to predict the clinical course of MF.
In the early stages, the Cutaneous Lymphoma International Prognostic Index
(CLIPi) associates age over 60, male gender, plaque-like skin lesions, and the
presence of folliculotropism with an unfavorable prognosis. Histopathologically
confirmed dermatopathic lymph nodes are also considered poor prognostic
indicators. In advanced stages, the Cutaneous Lymphoma International
Consortium (CLIC) criteria are prominent in prognostic assessment; these
include age over 60, stage IV disease, high blood LDH levels, and large cell
transformation in lesions, all of which are associated with a poor prognosis (Lee,
2023).

10. TREATMENT

MF treatment is determined by the stage of the disease and the extent of the
lesions. Successful treatment requires accurate staging, a multidisciplinary
approach, and personalized treatment. While there is no curative treatment for the
disease, the primary goals of treatment are to control the disease, reduce
symptoms, and maintain quality of life. Generally, topical treatments,
phototherapy, and localized radiotherapy are preferred in the early stages, while
systemic treatments, immune modulators, and biological agents are used in
advanced stages and treatment-resistant cases (Engin et al., 2016).
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