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Table I. Dermatoses simulated cllnicaily by mycosis fungoldés (MF)

Presence of other clinical
| manifestations of MF Type References
Acanthosis nigricans Yes PL Willemze et al®
Alopecia Yes PA Kossard et als
Alopecia No Peris et al®
Bullous eruption Yes PA/PL, tumors  Roenigk and Castrovinci®
Comedones, epidermal cysts No Oliwiecki, Ashworth?
Comedones, epidermal cysts No Peris et al®
Comedones, epidermal cysts Yes PL Lacour et al'®
Cysts (epidermal) Yes PL Radeff et al"
Cysts (epidermal), comedones Yes PA/PL Aloi et al'2
Dissecting cellulitis of the scalp Yes PA/PL Gilliam et al"?
Dyshidrosis Yes PL Soyer etal'4
Erythema annulare centrifugum Yes PA Zackheim and McCalmont (this report)
Erythema multiforme No Krebs et al's
Gangrene No Lund et al'e
Ichthyosis, acquired No Kutting etal'?
Invisible dermatosis No Pujol etal'®
Ischemic foot No Goldstein etal'®
Keratosis lichenoides chronica No Bahadoran et al>
Necrobiosis Yes PA/PL. tumors  Woolons etal!
Perioral dermatitis Yes PA/A e e . .
Pigmented purpuric dermatitis Yes PA Buyu k ta kl |tg| ' |
Pigmented purpuric dermatitis No . o . ..
 nr No Klasik tanimlamanin dtesinde klinik
Porokeratosis No Al ] ili
—— = .. goruntulerle ortaya gikabilir
Psoriasis, plaque-type Yes PL, tumor Zackheim and McCalmont (this report)
Pustulosis, palmoplantar Yes PA/PL, tumors  Ohkohchi et al?®
Pustulosis, palmoplantar Yes PA/PL, tumors  Moreno et al>
Pustulosis, palmoplantar Yes PA/PL Camisa and Aulisio®
Pyoderma gangrenosum Yes PL Ho et al32
Sarcoidosis No Bessis et al*?
Sarcoma Yes PA/PL Machler et al+
Vesicular eruption Yes PL McBride et als
Vesiculobullous eruption Yes PA/PL Maeda et al*s
Vesiculobullous eruption Yes PL, tumors Cordoba et al*”
Vitiligo Yes PA Zackheim et al*® (case 3)
Vitiligo No Cooper et al*®
Vitiligo No Lambroza et al+®

MF, Mycosis fungoldes; PA, patch stage; PL plaque stage.
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Table 1. Algorithm for diagnosis of early MF*

Criteria Scoring system
Clinical
Basic 2 points for basic criteria

Persistent and/or progressive

patches/thin plaques

Additional
1) Non-sun exposed
location
2) Size/shape variation
3) Poikiloderma
Histopathologic
Basic

Superficial lymphoid
infiltrate

Additional
1) Epidermotropism
without spongiosis
2) Lymphoid atypia®
Molecular biological
1) Clonal TCR gene
rearrangement
Immunopathologic
1) <50% CD2+, CD3+,
and/or CD5+ T cells
2) <10% CD7+ T cells
3) Epidermal/dermal
discordance of CD2,
CD3, CDs, or CD7*

and two additional
criteria

1 point for basic criteria
and one additional
criterion

2 points for basic criteria
and two additional
criteria

1 point for basic criteria
and one additional
criterion

1 point for clonality

1 point for one or more
criteria

MF, Mycosis fungoides; TCR, T-cell receptor.

*A total of 4 points is required for the diagnosis of MF based on
any combination of points from the clinical, histopathologic,
molecular biological, and immunopathologic criteria.
fLymphoid atypia is defined as cells with enlarged hyperchromatic
nuclei and iregular or cerebriform nuclear contours.
el antigen deficiency confined to the epidermis.




i Skorlama Sistenu
e
Temel Kriter Temel kriter ve 2 ek knter i¢in 2 puan
Persistan ve/veya progresif yama/ince plaklar Temel kriter ve 1 ek knter i¢in 1 puan
Ek Kriterler
1-Giines gormeyen bélgelerde lezyon lokalizasyonu
2-Boyut/sekil degiskenlig
Lilod

Histopatolojik
Temel Kriter Temel kriter ve 2 ek knter i¢in 2 puan

Yiizeyel lenfoid infiltrasyon Temel knter ve 1 ek knter i¢cin 1 puan
Ek Kriterler

1-Spongiyoz olmaksizin epidermotropizm

2-Lenfoid atip1**

Molekiiler Biyolojik
1-Klonal TCR gen yeniden diizenlenmesi Klonalite 1¢1n 1 puan
- W immiinopatolojik
1-T hiicrelerinin <250 simin CD2(+), CD3(+) ve/veya CD3(+) olmasi. 1 veya daha fazla kriter i¢in 1 puan
2-T hiicrelerinin <%10 unun CD7(+) olmasi.

3-CD2. CD3. CD5 veya CD7 agisindan epidernus/demus uyumsuzlugu. ***
{  *MF tanss1 i¢in klinik. histopatolojik . molekiiler bryolojik ve immiinopatolojik kriterlerden herhangi bir kombinasyon ile
. toplam 4 puana ulagilmas: gerekr.

**Lenfoid atip1 i1, hiperkromatik. diizensiz konturlu veya serebriform ¢ekardekli hiicreler olarak tanimlamir.
***Epidemus ile sinirli T hiicre artijen kaybi.

Pimpinelli N, et al. J Am Acad Dermatol. 2005 Dec;53(6):1053-63.




Erken MF Tanisinda Klinik
Degerlendirmenin Roll
















m—)




Erken MF Tanisi

AJH Educational Material

ANNUAL CLINICAL UPDATES IN HEMATOLOGICAL MALIGNANCIES:
A CONTINUING MEDICAL EDUCATION SERIES

Cutaneous T-cell lymphoma: 2011 update on diagnosis,
risk-stratification, and management

Ryan A. Wilcox™







Sanchez JL, Ackerman AB. The patch stage of mycosis fungoides. Criteria for histologic diagnosis. Am J Dermatopathol.
1979 Spring;1(1):5-26.

Shapiro PE, Pinto F]. The histologic spe i : S ndrome (cutaneous T-cell lymphoma).
A review of 222 bior es. Am J Surg
athol. 1994 Jul;18 -

Santucci M, Big
EORTC cutaneo
J Su g Pa




Am | Surg Pathol * Volume 29, Number 4, April 2005 Early (Patch) Lesions of Mycosis Fungoides

TABLE 3. Comparison of Histopathologic Criteria for the Diagnosis of Early Lesions of MF in Different Studies Published
in the Literature

Santucci Shapiro and Smoller Naraghi Present
et al*® Pinto™ et ar*’ et al'® Nickoloff*’ Study

No. of biopsies 24 186 64 24 228 745

Epidermotropism of single lymphocyte (%) 14 ne ne ne ne 22
Basilar lymphocytes (%) 46 49 67 79 ne 23
Disproportionate exocytosis (%) ne ne 58 75 ne 17
Pagetoid epidermotropism (%) 33 ne ne 8 ne 3
Pautrier’s microabscesseses (%) 4* 17 37 375 29 19
Intraepidermal lymphocytes larger than ne ne 20 41.7 ne 9
those in dermis (%)
7-9 wm convoluted lymphocytes (%) 100 ne ne ne ne 9t
Convoluted lymphocytes (%) ne ne 67 ne ne ne
“Haloed” lymphocytes (%) ne ne 59 87.5 ne 40
Papillary dermal fibrosis (%) 33 60 61 958 94 97

ne, not evaluated.
*“Tiny collections™ of up to 4 cells in 42%.
1 This value refers to the cases presenting with intragpidermal lymphocytes larger than those in the demmis, although we did not measure the single lymphocytes.







Table 3. Algorithm for the diagnosis of early MF'*

O [Kaiter Skorlama Sistemi
Klinik
Temel Kriter Temel kriter ve 2 ek kriter 1¢1in 2 puan
Persistan ve/veya progresif yama/ince plaklar Temel kriter ve 1 ek knter 1¢in 1 puan
|  Ek Kriterler
1-Gunes gormeyen bélgelerde lezyon lokalizasyonu
2-Boyut/sekil degiskenligi
3-Poikil

Histopatolojik

Temel Kriter Temel kriter ve 2 ek krter 1¢1n 2 puan
Yiizeyel lenfoid infiltrasyon Temel kriter ve 1 ek knter 1¢in 1 puan
Ek Kriterler

1-Spongiyoz olmaksizin epidermotropizm
2-Lenfoid atip1**

Molekiiler Bivoloj
1-Klonal TCR gen yeniden diizenlenmesi Klonalite 1¢in 1 puan

Immiinopatolojik
1-T hiicrelerinin <2650 simn CD2(+), CD3(+) ve/veya CD3(+) olmas1. 1 veya daha fazla kniter 1¢in 1 puan
2-T hiicrelerinin <%610 unun CD7(+) olmas:.

3-CD2. CD3, CD5 veya CD7 agisindan epidermus/dermus uyumsuzlugu. ***

*MF tanis1 1¢in klimk, hxstopatolo;:k molekiiler bryolojik ve immiinopatolojik kriterlerden herhang: bir kombinasyon ile
- **Lenford atip1 11, hlpel:k:romatlk, diizensiz konturlu veya serebrniform ¢ekirdekls hiicreler olarak tanimlansr.
- ***Epidermus ile sinurh T hiicre artijen kaybs.
Iymphﬂm-- (ISCL) and the cutaneous | homa task force of the
an Organization of Research and Treatment of Cancer (EQORTC)
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\ fused with inflammatory dermatites. Even immunohisto-
chemistry and molecular biology techniques cannot
solve the problem of the identification of early lesions of
MF. Early lesions do not show the immunophenotypic
aberrancies seen in the advanced stages of the disease but
are largely indistinguishable from benign inflammatory
cutaneous conditions by immunophenotypic criteria.”"
Similarly, molecular biology techniques are able to docu-
ment a T-cell receptor gene rearrangement in a percent-
age of early MF cases variable according to the type of
material investigated (i.e., paraffin-embedded or frozen)
and the type of methodology used (i.e., Southern blot,
polymerase chain reaction, and polymerase chain reac-
tion and denaturing gradient gel electrophoresis) but gen-
erally not exceeding 50%.°?*?7 Additionally, the more
sensitive molecular biology techniques sometimes iden-
tified dominant T<ell clones in several normal or reac-
tive conditions (e.g., normal gastrointestinal mucosa and
dermatitis),"*** thus reducing their practical value in as
sessing the presence of a neoplastic disease. Thus, ligh
microscopy remains the basic gold standard procedure to
approach the diagnosis of MF in its early phases.®













Table 1. Tumor-node-metastasis-blood (TNMB) staging as proposed by the ISCL/EORTC (10)

Skin
T1
T2
T3
T4
Node*
NO
Nla
Nib
Nla
N1b
N3
Nx
Visoerd
Mo
MI

Bla
Blh
B2

Limited patches, papules, and/or plagues covering < 10% of skin surface
Patches, papules, and/or plaques covering > 10% of skin surface

One or more umors (2 1 om in diameter)
Confluence of erythema covering > 80% body surface area

No dinically abnormal peripheral lymph nodes, biopsy not required

Clinically abnormal peripheral lymph nodes, hisopathology: dermatopathic lymphadenopathy, clone negative
Clinically abnormal peripheral lymph nodes, histopathology: dermatopathic lymphadenopathy, clone positive

Clinically abnormal peripheral lymph nodes, histopathology: early involvement of MF, dlone negative

Clinically abnormal peripheral lymph nodes, histopathology: eardy invol vement of MF, clone positive

Clinically abnormal peripheral lymph nodes, hiswopathology: pantial or complete effacement of lymph node architecture
Clinically abnormal peripheral lymph nodes, no histologic confimmation

No visceral organ involvement
Visceral involvement

Absence of significant blood involvement, clone negative

Absence of significant blood ivolvement, clone positive

Low tumor burden: > 5% of peripheral blood lymphocytes are atypical cells but does not meet the criteria of B2, clone negative

Low blood umor burden: > 5% of peripheral blood lymphocytes are atypical cells but does not meet the criteria of B2, clone positive
High blood tumor burden: < 1000/ pl Sezary cells with positive done

*For details on histopathological classification of lymph nodes in MF, see (73, 74).
ISCL, International Society for Cutaneous Lymphomas; EORTC, European Organization for the Research and Treatment of Cancer; MF, mycosis

fungoides.







Node*

NO  Nodinically abnormal peripheral lymph nodes, biopsy not required

Nla  Clinically abnormal peripheral lymph nodes, histopathology: dermatopathic lymphadenopathy, clone negative

Nib  Clinically abnormal peripheral lymph nodes, histopathology: dermatopathic lymphadenopathy, done positive

N2a  Clinically abnormal peripheral lymph nodes, histopathology: early involvement of MF, done negative

N2b  Clinically abnormal peripheral lymph nodes, histopathology: early involvement of MF, clone positive

N3 Clinically abnormal peripheral lymph nodes, histopathology: partial or complete effacement of lymph node architecture
Nt Clinically abnormal peripheral lymph nodes, no histologic confirmation kN




Table 5. Histopathologic staging of lymph nodes in mycosis fungoides and Sézary syndrome

Updated ISCL/EORTC
classification Dutch systems® NCI-VA classification!ss75e
N, Grade 1: dermatopathic lymphadenopathy (DL) LN, no atypical lymphocytes
LN4: occasional and isolated atypical lymphocytes (not arranged in
clusters)
LN,: many atypical lymphocytes or in 3-6 cell clusters
N, Grade 2: DL; early involvement by MF (presence of cerebriform LN4: aggregates of atypical lymphocytes; nodal architecture
nuclei > 7.5 pm) preserved
N3 Grade 3: partial eftacement of LN architecture; many atypical LN.: partial/complete effacement of nodal architecture by atypical
cerebriform mononuclear cells (CMCs) lymphocytes or frankly neoplastic cells

Grade 4: complete effacement




Table 1. Tumor-node-metastasis-blood (TNMB) staging as proposed by the ISCL/EORTC (10)

Tl

T2
T3
T4
N*t
NO
Nla
Nib
N
N2b
N3

Bla
Blb
B2

*For details on histopathological classification of lymph nodes in MF, see (73, 74).
ISCL, International Society for Cutaneous Lymphomas; EORTC, Furopean Organization for the Research and Treatment of Cancer; MF, mycosis
fungoides.

Limited patches, papules, and/or plaques covering < 10% of skin surface
Patches, papules, and/or plaques covering > 10% of skin surface

One or more tumors (> 1 am in diameter)
Confluence of erythema covering 2> 80% body surface area

No dinically abnormal peripheral lymph nodes, biopsy not required

Clinically abnormal peripheral lymph nodes, histopathology: dermatopathic lymphadenopathy, done negative

Clinically abnormal peripheral lymph nodes, histopathdlogy: dermatopathic lymphadenopathy, done positive

Clinically abnormal peripheral lymph nodes, histopathology: early involvement of MF, done negative

Clinically abnormal peripheral lymph nodes, histopathology: early invalvement of MF, done pasitive

Clinically abnormal peripheral lymph nodes, histopathology: partial or complete effacement of lymph node architecture
Clinically abnormal peripheral lymph nodes, no histologic confirmation

mmmﬂm@ En sik akcider, karaciger ve dalak

Visceral invol vement

Absence of significant blood involvement, clone negative

Absence of significant blood involvement, clone positive

Low tumor burden: > 5% of peripheral blood lymphocytes are atypical cells but does not meet the criteria of B2, dlone negative
Low blood tumor burden: > 5% of peripheral blood lymphocytes are atypical cells but does not meet the criteria of B2, done positive
High blood tumor burden: < 1000/l Sezary cdls with positive done



















