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Prevalence

TYPE PERCENTAGE

MYCOSIS filiRgeIdes/SZ 82.3%

Lymphoeniateld papulesisi| 12.6%

CDS0=x anaplastic large- 10:9%
cell' lymphoema

Peripheral -cell 2.9%
ymphoemeas

B-cell lymphoma 4.5%0




EORTC Classification

Indolent

ME
ME+ follicular mucinoesis
Pagetold reticulesis

CTCL-Large Cell CD30+

Anaplastic
Immunehlastic
Pleemorphic
Lymphematord papulesis

CICL-Aggressive

Sezary Syndreme
LLarge cell, CD30
(G)Immunohblastic
LLarge. cell; CD30
(5)Plecmerphic

CI CL-Provisional

Granulemateus slack skin
Pleomoerphic small/meditm sized
Subcutaneous panniculitis=like T cell' lymphoma




Criteria

Epitheliotrepism withilittier spengiesis
Lymphecytes lined upraleng the'hasal layer
Hypenrconvoluted ymphocyies

Broadl areas ofi slight hyjperorthokeratosisi that IS, compact
O laminated, Wit sulbtie Intersperseadl parakeatosis.

PAULHEr'S MICrOalSCESSES
Granulomatous oc!
Coexistence: off plasma cellsiandl eosinophils

Reunded, hyperplastic rete rdges adjacent o flattened
rete

Wiy collagen dissected: by atypical lymphocytes



And the Winner Is...

Farger lntraepidermal Lymphecytes
PaUtrier miCroaldSCESSES

Basilar Epjdermoetrepism

Haleed ymphecytes




Larger Intraepithelial Lymphoecytes

Eymphoecyies Within the: epidernmis Which
are larger than these Within: the dermmis in
appreximately: 20%: off exanmples

s Eanly ME; few neeplastic cellsimay e present infany given
pIepSy: andlin reality, the histelegic fieatures that are assessed
are pronanly a reaction pattern te tunmer






Pautrier Microabscesses

Pautrier’'s microabcesses are found in 4 to 37%
of cases

Rule ouit Pseudo-Pautrier miCroalnSCEeSSES






Basilar Epidermotropism

EpIdermotropismiasseciated wWithl a paucity’ of SpoRgIesis
(Cisprepoertienate eplidermmotrepisn) hay he fotndin
appreximately 58% ofi VIE cases and approximately one
guarter of controls;

Basilar epidermotropism (“a sting of pears* oI “toy.
seldiers®) whenrit is defined as one: to five: basal
ymphRocytes per 20<field; was Identified in more than
tWe thirds eff ME cases and fewer than a guarter of

contrels Ini one study.

s One study defined it as the presence ofi any: four contigueus lymphoecytes, within
the basalflayer finding this be'a specific but insensitiverfeature (93%) Specificity,
157%0) sensitvity for early: ME).

s Pagetoid spread, especially lymphocytes highi in the epidermis may: be more
significant tham basilar lymphocytes: in seme: differentials.






Haleed LLymphogcytes

Thought te result from artifactual contraction efithe more abundant

cytoplasm eff neeplastic lymphecyies and are net typically identifiedin
frezen sections

Best evaluated fior In the upper eplidermis; rather than within the basal layer;
where they may be confused with melanocytes.

Lymphocytes withra halo identifiakle evenr at lew: magnification of;
“moderate degree” (1-5per 20field) inf59% of ME'samples andl 1.3% of
patients biopsied to rulerout ME wWherultimately proved ter have an
Inflammatoery’ condition

iHaloed lymphoecytes were: the: best single discriminator oft ME from
Inflammatery: simulants

Am J Surg Pathol 19955 19: 14231
Am J Dermatopathol 1979; 1:'5









Stages

Patch
Plague

PUmoK
= [Umor D'emblee
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Beware: the: \/ariants

Lack eff epidermmallinvelvement
Granulemas

MUcIineus

Eellicular

Pigmented purpura-like
SYIHRgoeLropIc

Clinical

x Hypopigmentead
= Unilesional
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Interstitial Variant

Non:indurated, erythematous macules; ill-defined erythematous plagues
with slight scale; andinedules oni the trunk: and proximall imis

Striking dermal interstitial infiltrate: of lymphocytesi with rare histiocytes) that
resembled the'interstitial form: of granuliema anpulareror inflamniatory.
morphea

s Epidermotrepic lymphocytes were present at least focally in all cases

s A band-like lymphoecytic infiltrate was elsernved: in twes of five cases. In contrast,
many. plasmia cellsrand

= Increased dermmal mucin depoesitien was, elhserved! in 2/5
Doeminant pepulation of T cells (CD3=) in the dermis andl epidermis.

s Clonal T-cell populationiwas detected by PCR T-cell gamma gene rearrangement
analysis (2/5)

Mycosis fungoides occasionally: presentsias an; interstitial lymphocytic
nfiltrate that mimics granuiema annulare and inilammatery morphea.

Ji Cutan Pathol 2002 Mar;29(38):135-141


















Eollicular ME

Clinical
s Follicularr papules; and cemedones

s Vay represent specurtim witharfiellicular
MUCIABSIS

Cystsi and comedenes infiltrated 1y,
atypicall lymphoeyies






Granulomatous MF

Noenecaseatingl granuliemas With ececasional
giant: cellstadmixedwith atypical
IN/IMPRAGCEYIES

Granulematous; siack skin may e a
Variant, diffier by clinicall appearance

NG pPregnestic significance
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Syringoetrepic ME

IHypEerpIgmented hairless patches or
plagues with: tiny fellicular papuies
(Syringolymphoeid RypPerplasia Wit
AlopEcia)

Islands ofi hypenrplastic glands infiltrated
Py nUMEreUs small lymphocytes

“ECcrine spiradenema en miniature*



Pigmented Purpura-Like ME

Clinically identical te; PRD

Lichenoeid infiltrate wWithr hemoesidern
granules; and extravasatead: r1Hacs






Differential Diagnoesis

Pseudo-Pautrier MICrealSCESSES

Chrenic Dermatitis

Lymphomateld Drug Ertiptiens

CBCL

Leukemia cutis

Adult T-cellf leukemia/lymphoema (IHTLEV-1)









Allergic Contact Dermatitis















PSerasis Vulgaris









Chronic Hypersensitivity: Reaction

Lymphemateld ditig eruption
Eesinephils de net exclude ME!









Pityiasis Runia Plaris

Erythredenma
s Clinical’ everlap with ME

Psoriasiform dermatitis

Alternating erthoe- and: para-keratesis in
erzentalland vertical planes

Eellicular pligaing
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Leukemia Cutis

Moerphology dependent tpen; leukemia
ype
Usuiallylacks epldermotrepism

Myeleid leukemias may: have immature
myeleid precursers

Check CBC















Adult T-cell Leukemia/Lymphoma

AJIL predeminant: neoplastic cell'phenotype Was helper
T-cell:

s CD3+, CD4+, L-selectin+, CD25+, CD45RA+, HLA-DR+

s CD29-, and CD45R0O-

s Pernpheral bleod, andl CD3+, CD4+, L-selectin+, CD29+,

CD45R0O+, HLA-DR=, and CD45RA- in the skin and lymph nedes

Predominant phenoetype off CIiCL

s CD3+, CD4+, CD29+, CD45RO+, HLA-DR+, HLA-DQ+

a CD7-, L-selectin-, and CD4A5RA-



Adjuvant Studies

IPOX
GEne reanangement



Immuneperoxidase

Usually: CD4+
Less of CDY follewed by less of CD2, CD5, or CD3

Cases ofi ME (n'= 17) withmatching firezen tissue immunohistochemistry: and benign
reactive dermateses (lichen planus; n = 27) were assessed| for CD7 (Clone: CD7-272)
deletionrand TCR- PCR Using parafiin-embedded biepsy SpecIinmens.

Results: Excellent concordance comparnng firezen and paraiiin emhedded CDY
Immunestaining (88%) was: olhserved. CD7: deletion and TCR- PCR was sensitive
(9490) and specific (96%) for a diagnesisiof ME using paraffin-embedded Liopsy
SPECIMENRS.

Conclusien: Ini the diagnesis ofi ME, detection ofi CD7 deletion and moeneclenal TCR
rearrangements can be successiully perfermed!in a cost-effective; timely fashion
using| reutine fermalin-fixed paraffin-embedded biepsy specimens.

J AmAcad Dermatol 2001;45:405-1.3



Caveats for Loss of CD7

Examined 22 cases ofi ME and 61 controls, found minimall CID7 expression by
lymphoecytes in ME and in' a few: cases oft benign inflammaterny demmatesis (BlD)
= [helewest mean CD7 counts (as a percentage of total lymphoecytes) were found in ME
(patehi stage: 5% +/- 5%, range: 0-10; plague and tumoy; stages: 15% +/- 5%, range: 5-
25), and these) counts were significantly lewer than these for BID (85% +/- 20%, range: 5-
80; p = 0.001
Low CD7' expression (<10% lymphoecytes labeling) had sensitivity andl pesitive
predictive values of 80% and 72%, respectively, and specificity: and negative
predictive values; ol 98% and 96%,, respectively, for the diagnosis ofi paichi stage ME.
s [False-positive: resuliis were feund fer spongiotic dermatitis
s Spongietic dermatitides exhibited a progressive decrease in mean CD7' counts frem acute to
subacute to chronic stages (50% versusi 35%, versus 30%, respectively)
Minimal CD¥ expression| Is a specific finding fier ME
= Benign inflammatoery infiltrates can alser show: low: CD7: expression, hewever, which rarely.
matches that off patchistage ME

= Progressive less ofi CD7 expression: in BID is the likely' conseguence of expansion of antigen-
selected CD3+CD4+CD7- T cells. These inflammatory CD4+CD7- T cellsi may represent the
physielogic counterpart to the neoplastic lymphocyte ofi ME.

Am J Dermatopathel 2002 Feb;24(1):6-16



Gene Rerrangement-Does, it Make a
Pregnestic Difference?

The detection of clonality: by T'SB correlates with' a higher TNMi stage (median stage for positive
1SB, Il vs negative TSB, Ib; P'<.05), but net with;age at presentation (62 vs 59 years) or
duration off disease before presentation (6.2 Vs 5.9 years).

= Although' the leng-term survival was net significantly. diiferent between the 2 groups, there
Was a trendifor patients withipesitive 1SB terdie earlier (5-year survival of 6% Vs 87%).
Disease progression did not correlate withi TSB' results.

»  Higher clenality rates were noted ameng| patients with biepsy: specimens shewing a demnser
lymphoeid infiltrate and a higher grade of cytologic atypia.

Detection| off clenality’ with TISB' requires a significant clonal burden. Although' clenality:can be
detected in patients with' patches and plagues (11 and 12) most cases with pesitive resulis; were
obtained firom patients with advanced disease (13 and 14)

Conclusion: Detection of clonality by TSBidoes not correlate with| disease progression and does
not carry leng-term prognostic implications.

Am Acad Dermatoll 2003 May;48(5):775-9



Gene Rearrangement

Histologic features of the 100 patients were first reviewed by two independent
denmatepatielegists and their confidence inithe diagnosis of CIICL was assigned ene: ofi fiour

levels
s Analyzed for TCR gene rearrangement either on paraffin-embedded or fresh-frozen tissue by,
PCR/denaturing gradient gel electrophoresis (DGGE)
Clonality’ detected:
100% (15/15) diagnestic of
84.6% (11/13) consistent With
57.6% (19/33) suggestive ofi CTCL

9 cases [ICRIgene reaangement was compared: between fermalin-fixed and firesh
specimens offthe same: individual, but with' different degrees of histolegic confidence (no

lower: thian suggestive)
In all cases fresh specimens Were positive

In 5 off the cases (2-diagnostic, 2-censistent, 1-suggestive) formalin-fixed' specimens
were positive as well, and in 4 cases| (1-consistent, S-suggestive) formalin-fixed
SPECIMENS Were negative

Journal of Cutaneous Pathology 2001;28 (8), 412-418



Gene Rearrangement

TCR gene rearrangement wasi studied in eight cases onrseguentiall biopsies firem the same patient

= Clonality' was detected in only one ox two biopsies; in fou: cases injwhich: the histologic
confidence was low! (Suggestive or nondiagnostic)

= [CR gene rearangement study showed identical banding patterns inilesions from different
clinical stages;ini most patients.

One case,, eligeclonal-handing pattern was) seen in initial biepsy: with histepatholegic consistent
with CICL, whilé meneclenal handing pattern: in more advanced lesion.

Conclusions:

= [CR gene rearrangement studies by PCR/DGGE are consistently pesitive regardless of tissue
fixauion (formalin-fixed, paraffin-embedded vs. fresh-irozen tissue) andlhiopsy: site: When the
histelogic degree ofi confidence is very high (diagnestic).

x  May be of less importance as aniadjuvant to histopathelegic diagnesis for the cases with
diagnostic CICL histelogy

s [CR gene rearrangement studies are particularly’ impertant in; earlier cases withiless
conclusive histology, Which prevides strong confirmatory. evidence: of anj evolving CTCL

Multiple biepsies may. e required to establish the diagnosis and analysis ofi freshi tissue
Is suggestedito increases the sensitivity

Some CIICL might not lbe menoclonall de nevo, but oligeclenal instead

Journal of Cutaneousi Pathelogy: 2001;28 (8), 412-418



Additionall References

Ji Cutan Patholl 2001.;28 (4):169-173.
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